
                          Jaffe, G. J., Dick, A. D., Brézin, A. P., Nguyen, Q. D., Thorne, J. E.,
Kestelyn, P., Barisani-Asenbauer, T., Franco, P., Heiligenhaus, A.,
Scales, D., Chu, D. S., Camez, A., Kwatra, N. V., Song, A. P., Kron,
M., Tari, S., & Suhler, E. B. (2016). Adalimumab in Patients with
Active Noninfectious Uveitis. New England Journal of Medicine,
375(10), 932-943. https://doi.org/10.1056/NEJMoa1509852

Publisher's PDF, also known as Version of record

Link to published version (if available):
10.1056/NEJMoa1509852

Link to publication record in Explore Bristol Research
PDF-document

This is the final published version of the article (version of record). It first appeared online via Massachusetts
Medical Society at http://www.nejm.org/doi/10.1056/NEJMoa1509852. Please refer to any applicable terms of
use of the publisher

University of Bristol - Explore Bristol Research
General rights

This document is made available in accordance with publisher policies. Please cite only the
published version using the reference above. Full terms of use are available:
http://www.bristol.ac.uk/red/research-policy/pure/user-guides/ebr-terms/

https://doi.org/10.1056/NEJMoa1509852
https://doi.org/10.1056/NEJMoa1509852
https://research-information.bris.ac.uk/en/publications/f3a8b851-dde7-47cf-b5df-aa714b87eb05
https://research-information.bris.ac.uk/en/publications/f3a8b851-dde7-47cf-b5df-aa714b87eb05


Protocol

This trial protocol has been provided by the authors to give readers additional information about their work.

Protocol for: Jaffe GJ, Dick AD, Brézin AP, et al. Adalimumab in patients with active noninfectious uveitis.  
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This supplement contains the following items: 

1. Original protocol, final protocol, summary of changes. 
2. Original statistical analysis plan, final statistical analysis plan, summary of changes. 
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1.1 Synopsis 

Abbott Laboratories Protocol Number:  M10-877 

Name of Study Drug:  Adalimumab Phase of Development:  3 

Name of Active Ingredient:  Adalimumab Date of Protocol Synopsis:  11 December 2009 

Protocol Title:  A Multicenter Study of  the Efficacy and Safety of the Human Anti-TNF Monoclonal 
Antibody Adalimumab in Subjects with Active Non-infectious Intermediate-, Posterior-, or Pan-uveitis 

Objective: 
The objective of this study is to evaluate the efficacy and safety of adalimumab 80 mg loading dose 
followed by 40 mg dose given every other week (eow) subcutaneously (SC) starting at Week 1 
compared with placebo in subjects with active non-infectious intermediate-, posterior-, or pan-uveitis. 

Investigators:  Investigator information on file at Abbott. 

Study Sites:  Approximately 68 sites in the US, Canada, EU, Israel, Australia and Japan. 

Study Population:   
Adults with active intermediate-, posterior-, or pan-uveitis in at least one eye despite at least 2 weeks of 
prednisone ≥ 10 mg/day (or corticosteroid equivalent). 

Number of Subjects to be Enrolled: 
Two hundred and fifty (250) (220 non-Japanese subjects and 30 Japanese subjects in a Japan Sub-study) 

Methodology: 
This study is a randomized, double-masked, placebo-controlled, multicenter study designed to 
demonstrate the efficacy and safety of adalimumab in adult subjects with active non-infectious 
intermediate-, posterior-, or pan-uveitis.  Subjects will be randomized to receive adalimumab 80 mg 
subcutaneous (SC) loading dose followed a week later by 40 mg eow starting at Week 1 (Arm 1) or 
matching placebo as loading and eow doses (Arm 2) in a 1:1 ratio. 
All subjects will receive a standardized prednisone burst of 60 mg/day at study entry followed by a 
protocol-defined mandatory taper schedule, as outlined below, in which all patients continuing in the 
study will be off prednisone no later than Week 15. 
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Methodology (Continued): 

Study Week Prednisone Dose (mg/day) 

Week 0 60 

1 60 

2 50 

3 40 

4 30 

5 20 

6 15 

7 12.5 

8 10 

9 7.5 

10 5 

11 4 

12 3 

13 2 

14 1 

15 Discontinued prednisone 

Subjects who enter the study on topical corticosteroids will undergo a standardized taper schedule until 
all subjects are off topical corticosteroids by Week 10.  Depending on the dose that the patient is on at 
the Baseline visit, the number of drops per day will be decreased every week at the increments indicated 
below: 

Dose (No. of drops/day) per Week 

12 

10 

8 

6 

5 

4 

3 

2 

1 
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Methodology (Continued): 
Study visits will be at Baseline, Weeks 1, 4 and every 4 weeks thereafter with the following exception.  
A study visit will occur at Week 27.  There will not be a study visit at Week 28. Starting at Week 4 and 
every visit thereafter, all patients will be assessed for Treatment Failure.  The Week 1 visit is meant to 
assess the patient's progress and safety of therapy.  Patients determined as Treatment Failures will be 
discontinued from the study.  The primary analysis will be a comparison of the Time to Treatment 
Failure for the adalimumab and placebo arms. 
Blood samples for the evaluation of adalimumab concentrations will be collected at Baseline and 
Week 1, 8, 12, 27, 36, 52 and at the final/early termination visit.  Blood samples for the evaluation of 
anti-adalimumab antibody (AAA) concentrations will be collected at Baseline and Weeks 12, 27, 36, 52 
and at the final/early termination visit. 
Safety data will be collected in the form of adverse events, physical examination, vital signs and 
laboratory tests throughout the treatment period and up to 70 days after the last injection in this study. 
Subjects that are deemed Treatment Failures or discontinue for any other reason prior to the end of the 
study will have a Final/Termination visit. 
All subjects will have a 70-day follow-up phone call or clinic visit to obtain follow-up information on 
any new or ongoing AEs.  The 70-day follow-up phone call or clinic visit will not be required for any 
subject that continues in the roll over study (M11-327). 
Subjects who are Treatment Failures at Week 4 and at subsequent visits thereafter will be given the 
opportunity to enroll in the open-label Adalimumab Study M11-327 if criteria are met and their site is 
participating in the rollover study.  Likewise, at the end of this study, all remaining subjects who have 
not had a Treatment Failure event will have the opportunity to enroll in M11-327. 

Diagnosis and Main Criteria for Inclusion/Exclusion: 
Main Inclusion: 

• Subject is ≥ 18 years of age. 
• Subject is diagnosed with non-infectious intermediate-, posterior-, or pan-uveitis. 
• Subject must have active disease at Baseline as defined by the presence of at least 1 of the 

following parameters in either eye despite at least 2 weeks of prednisone ≥ 10 mg/day (or oral 
corticosteroid equivalent): 

o Active chorioretinal or retinal vascular lesion 
o Presence of macular edema by optical coherence tomography (OCT) and evidence of 

intraocular inflammation 
o ≥ 2+ anterior chamber cells (Standardization of Uveitis Nomenclature [SUN] criteria) 
o ≥ 2+ vitreous haze (National Eye Institute [NEI]/SUN criteria) 

• Subject is on prednisone ≥ 10 mg/day (or corticosteroid equivalent) for at least 2 weeks prior to 
Screening and remains on the same dose from Screening to Baseline visit. 
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Main Exclusion: 
• Subject with isolated anterior uveitis. 
• Subject with prior inadequate response to or intolerance to high-dose corticosteroids (equivalent 

of prednisone 1 mg/kg/day or 60 to 80 mg/day). 
• Subject with confirmed or suspected infectious uveitis, including but not limited to infectious 

uveitis due to TB, (cytomegalovirus) , toxoplasmosis and HSV (herpes simplex virus).. 
• Subject with presumed ocular histoplasmosis syndrome (POHS). 
• Subject with ocular masquerade syndromes, such as ocular lymphoma.  
• Subject with serpiginous choroidopathy. 
• Subject has a contraindication to pupil dilation with mydriatic eyedrops. 
• Subject with corneal or lens opacity that precludes visualization of the fundus or that likely 

requires cataract surgery during the duration of the trial. 
• Subject with intraocular pressure of ≥ 25 mmHg and on ≥ 2 glaucoma medications or evidence 

of glaucomatous optic nerve injury. 
• Subject with best corrected visual acuity (BCVA) worse than 20/400 (ETDRS logMAR > 1.34) 

in the better eye. 
• Subject with intermediate uveitis and symptoms and/or MRI findings suggestive of a 

demyelinating disease such as multiple sclerosis. 
• Subject has previous exposure to anti-TNF therapy and any biologic therapy with a potential 

therapeutic impact on non-infectious uveitis. 
• Subject on more than 1 immunosuppressive therapy (not including corticosteroids) at Baseline. 
• Subject on concomitant immunosuppressive therapy other than methotrexate, cyclosporine, 

mycophenolate mofetil or azathioprine at Baseline.   
• If entering the study on 1 concomitant immunosuppressive therapy, dose has been increased 

within the last 28 days prior to Baseline visit and is not within the following allowable doses: 
o Methotrexate (MTX) < 25 mg per week 
o Cyclosporine < 4 mg/kg per day 
o Mycophenolate mofetil < 2 gm per day 
o Azathioprine < 175 mg per day 

• Subject with prior or current use of cyclophosphamide or chlorambucil. 
• Subject has received glucocorticosteroids implant (Retisert®). 
• Subject has received intraocular or periocular glucocorticosteroids within 90 days prior to the 

Baseline visit. 
• Subject with history of prior ocular surgery within 90 days prior to Baseline. 
• Subject with any planned (elective) eye surgery within the next 80 weeks from baseline. 
• Subject with proliferative or severe non-proliferative diabetic retinopathy. 
• Subject with neovascular/wet age-related macular degeneration. 
• Subject with prolonged macular edema prior to study entry responsible for structural damage 

thought by the Investigator to impede the potential for normalization of macular thickness. 
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Main Exclusion (Continued): 
• Subject with abnormality of vitreo-retinal interface (i.e., vitreomacular traction, epiretinal 

membranes, etc.) thought by the Investigator to interfere with measurement of macular 
thickness or with the potential for macular structural damage independent of the inflammatory 
process. 

• Subject with a systemic inflammatory disease that requires continued therapy with oral 
corticosteroids or a prohibited immunosuppressive agent at Screening or Baseline visits. 

• Subject has been treated with any investigational drug of chemical or biologic nature within a 
minimum of 30 days or 5 half-lives (whichever is longer) of the drug prior to the Baseline visit. 

• Subject with a positive Syphilis Test. 
• Subject with a positive Lyme Disease Test. 

Investigational Product: Adalimumab 
Doses: 80 mg loading dose followed by 40 mg eow starting at Week 1 
Mode of Administration: SC (pre-filled syringe) 

Duration of Treatment:  A subject may be able to participate in this study up to Week 80.  The study 
will include a 2 to 30 day Screening Period.  The maximum double-masked treatment period duration 
will be 80 weeks or when the 128th treatment failure event (in non-Japanese subjects) occurs.  In 
addition, a 70-day follow-up phone call or clinic visit will take place. 
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Criteria for Evaluation 

Efficacy: 
The primary efficacy endpoint is the Time to Treatment Failure.  Treatment Failure is defined in the 
table below for Week 4, Week 8 and all other visits thereafter: 

M10-877 Treatment Failure Criteria by Visit 

Treatment Failure* 

Parameter Week 4 Visit Week 8 Visit 
All Other Visits After 

Week 8 

Chorioretinal and/or 
retinal vascular lesions 

New lesions relative 
to baseline 

New lesions relative to 
baseline 

New lesions relative to 
baseline 

OCT evidence of 
macular edema 

Presence of macular 
edema, same or 

worse than 
baseline** 

Presence of macular 
edema 

Presence of macular 
edema 

Anterior Chamber 
Cell grade (SUN 

Criteria) 

Same or worse than 
baseline, unless  

≤ 0.5+ 

Inability to achieve 
≤ 0.5+ 

2-step increase relative 
to best state 
achieved*** 

Vitreous Haze grade 
(NEI/SUN criteria) 

Same or worse than 
baseline, unless 

≤ 0.5+ 

Inability to achieve 
≤ 0.5+ 

2-step increase relative 
to best state 
achieved*** 

* At least 1 of the 4 criteria must be present in either eye. 
** Defined as within -10% of baseline value or higher for those with pre-existing ME at baseline or a value greater 

than the OCT machine-specific, pre-defined upper limit of normal for central retinal thickness for those without 
pre-existing ME at baseline. 

*** This is represented by a change of Grade 0 to Grade 2+; or Grade 0.5+ to Grade 3+. 
 
Secondary efficacy variables include:  Best Corrected Visual Acuity (BCVA) and NEI Visual 
Functioning Questionnaire (VFQ-25). 
Other efficacy variables include: Hospital Anxiety and Depression Scale (HADS), Work Productivity 
and Activity Impairment Questionnaire: Specific Health Problem Questionnaire (WPAI-SHP), 
EuroQol-5D Questionnaire (EQ-5D) and Health Survey and Health Resource Utilization Questionnaire 
(HRU). 

Safety:  Safety will be assessed by adverse events, physical examination, vital signs and laboratory data 
during the entire study. 

Pharmacokinetics:  Adalimumab serum concentrations will be characterized at each time point of the 
scheduled sampling. 
Immunogenicity:  Presence of anti-adalimumab antibody (AAA) will be determined. 
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Statistical Methods: 
The following statistical analysis will be restricted to subjects recruited outside Japan.  A separate 
statistical analysis for subjects recruited in Japan will be conducted for the Japan substudy. 
Efficacy: 
The primary and secondary efficacy analysis will be performed in the Intent to Treat (ITT) set which 
includes all subjects that are randomized. 
The primary efficacy endpoint is the Time to Treatment Failure and will be compared between the 
adalimumab group and the placebo group using a group sequential log-rank test with two interim 
analyses at a one-sided overall significance level of 2.5%.  O'Brien, Fleming boundaries will be used for 
the alpha spending function and the gamma family with gamma = –5 will be used for defining 
non-binding futility boundaries.  
A first interim analysis is planned at 74 events at a nominal significance level of α = 0.0032 with a 
non-binding futility stop at P ≥ 0.4063.  A second interim analysis is planned at 101 events at a nominal 
significance level of α = 0.0106 with a non-binding futility stop at P ≥ 0.1421.  The final analysis is 
planned at a total of 128 events at a nominal significance level of α = 0.0213.  Treatment Failures will be 
counted as events and dropouts due to other reasons than Treatment Failure will be considered as 
censored observations at the time of dropping out. 
Secondary and other efficacy endpoints will be compared between treatment groups using analysis of 
variance.  Missing values will be imputed by last observation carried forward. 
Demographics and Baseline characteristics of the study subjects will be summarized using descriptive 
statistics.  The P value will be provided to assess the comparability of the treatment groups assigned by 
randomization.  Continuous variables will be analyzed using analysis of variance and discrete variables 
will be analyzed using chi-square test. 

Safety: 
The safety analysis will be performed in the safety set defined as all subjects who received at least one 
injection of study medication.  The number and percentage of subjects with treatment emergent adverse 
events will be displayed with counts and percentages.  The changes in laboratory data and vital signs will 
be summarized using descriptive statistics. 
Pharmacokinetics:  Adalimumab serum concentrations will be summarized at each time point of the 
scheduled sampling using descriptive statistics including number of subjects, number of non-missing 
observations (nnmiss), mean, median, standard deviation, coefficient of variation, minimum and 
maximum.  Mean concentration versus time plots will be provided. 
Immunogenicity:  Percentages of patients who are AAA-positive will be calculated for each treatment 
group.  
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1.2 List of Abbreviations and Definition of Terms 

AAA Anti-adalimumab antibody 
AC Anterior chamber 
AE Adverse event 
AREDS Age-Related Eye Disease Study 
AS Ankylosing spondylitis 
BCG Bacille Calmette-Guérin  
BCVA Best corrected visual acuity 
BUN Blood urea nitrogen 
CD Crohn's disease 
CME Cystoid macular edema  
CMV Cytomegalovirus 
CNS Central Nervous System 
CRA Clinical Research Associate 
CRP C-reactive protein 
CXR Chest x-ray 
eCRF Electronic Case Report Form 
eow Every other week 
EAU Experimental autoimmune uveoretinitis 
EC European Commission 
ECG Electrocardiogram 
EDC Electronic Data Capture 
ELISA Enzyme-linked immunosorbent assay 
EQ-5D EuroQol-5D Questionnaire 
ESR Erythrocyte sedimentation rate 
ETDRS Early Treatment Diabetic Retinopathy Study 
EU European Union 
FA Fluorescein angiography 
FDA U.S. Food and Drug Administration 
GCP Good Clinical Practices 
GPRD Global Pharmaceutical Research and Development 
HADS Hospital Anxiety and Depression Scale 
HIV Human Immunodeficiency Virus 
HRU Health Resource Utilization Questionnaire 
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HSV Herpes Simplex Virus 
ICH International Conference on Harmonization 
IDMC Independent Data Monitoring Committee 
IEC Independent Ethics Committee 
IgG Immunoglobulin 
IgM Immunoglobulin M, 
IMP Investigational Medicinal Product 
IRB Institutional Review Board 
IUD Intrauterine device 
IV Intravenous 
JIA Juvenile idiopathic arthritis 
MMR Measles-mumps-rubella  
MMRV Measles-mumps-rubella-varicella 
MTX Methotrexate 
MRI Magnetic Resonance Imaging 
NEI National Eye Institute 
Nnmiss Number of non-missing observations 
NYHA New York Heart Association 
OCT Optical coherence tomography 
OPV Oral polio vaccine, 
PA Posterior-anterior 
PK Pharmacokinetics 
PMDA Pharmaceuticals and Medical Devices Agency 
POHS Presumed ocular histoplasmosis syndrome 
PPD Purified Protein Derivative 
Ps Psoriasis 
PsA Psoriatic arthritis 
RA Rheumatoid Arthritis 
RBC Red blood cell 
RPR Rapid Plasma Reagin 
SAE Serious Adverse Event 
SC Subcutaneous 
SF-36 SF-36 Health Status Survey 
SGOT Serum glutamic-oxaloacetic transaminase 
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SGPT Serum glutamic-pyruvic transaminase 
SSC Sponsor Steering Committee 
SUN Standardization of Uveitis Nomenclature 
SUSAR Suspected Unexpected Serious Adverse Reactions 
TNF Tumor necrosis factor 
TB Tuberculosis 
US United States 
VFQ-25 Visual Functioning Questionnaire 
VKH Vogt-Koyanagi-Harada disease 
WBC White blood cell 
WPAI-SHP Work Productivity and Activity Impairment, Questionnaire:  Specific 

Health Problem Questionnaire V2.0 
 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 12 

2.0 Table of Contents 

1.0 Title Page .................................................................................1 
1.1 Synopsis.....................................................................................................2 
1.2 List of Abbreviations and Definition of Terms .........................................9 
2.0 Table of Contents ..................................................................12 
3.0 Introduction...........................................................................17 
3.1 Uveitis Disease Overview .......................................................................17 
3.2 Epidemiology ..........................................................................................17 
3.3 Current Therapies for Non-Infectious Uveitis.........................................18 
3.4 Unmet Medical Need...............................................................................18 
3.5 Supporting Evidence for Anti-TNF Therapy as Potential 

Treatment Modality .................................................................................20 
3.5.1 Preclinical Evidence ................................................................................20 
3.5.2 Published Clinical Data ...........................................................................21 
3.6 Adalimumab Overview ...........................................................................22 
3.7 Conclusion...............................................................................................23 
4.0 Study Objective .....................................................................24 
5.0 Investigational Plan ..............................................................24 
5.1 Overall Study Design and Plan:  Description..........................................24 
5.2 Selection of Study Population .................................................................29 
5.2.1 Inclusion Criteria .....................................................................................29 
5.2.2 Exclusion Criteria ....................................................................................31 
5.2.3 Prior and Concomitant Therapy ..............................................................34 
5.2.3.1 Prior Therapy...........................................................................................34 
5.2.3.2 Concomitant Therapy ..............................................................................35 
5.2.3.3 Prohibited Therapy ..................................................................................36 
5.3 Efficacy, Pharmacokinetic and Safety Assessments/Variables...............37 
5.3.1 Efficacy and Safety Measurements Assessed and Flow Chart................37 
5.3.1.1 Study Procedures .....................................................................................45 
5.3.2 Drug Concentration Measurements .........................................................63 
5.3.2.1 Collection of Samples for Analysis.........................................................63 
5.3.2.2 Handling/Processing of Samples.............................................................64 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 13 

5.3.2.3 Disposition of Samples............................................................................64 
5.3.2.4 Measurement Methods ............................................................................64 
5.3.3 Efficacy Variables ...................................................................................65 
5.3.3.1 Primary Variable .....................................................................................65 
5.3.3.2 Secondary Variables................................................................................66 
5.3.3.3 Other Variables........................................................................................66 
5.3.4 Safety Variables.......................................................................................66 
5.3.5 Pharmacokinetic Variables......................................................................66 
5.4 Removal of Subjects from Therapy or Assessment ................................67 
5.4.1 Discontinuation of Individual Subjects ...................................................67 
5.4.2 Discontinuation of Entire Study ..............................................................68 
5.5 Treatments ...............................................................................................69 
5.5.1 Treatments Administered ........................................................................69 
5.5.2 Identity of Investigational Products.........................................................69 
5.5.2.1 Packaging and Labeling ..........................................................................70 
5.5.2.2 Storage and Disposition of Study Drugs .................................................72 
5.5.3 Method of Assigning Subjects to Treatment Groups ..............................73 
5.5.4 Selection and Timing of Dose for Each Subject .....................................73 
5.5.5 Masking ...................................................................................................74 
5.5.5.1 Unmasking of Investigational Product ....................................................74 
5.5.5.2 Masking of Data for Independent Data Monitoring Committee 

(IDMC) ....................................................................................................74 
5.5.6 Treatment Compliance ............................................................................75 
5.5.7 Drug Accountability ................................................................................76 
5.6 Discussion and Justification of Study Design .........................................77 
5.6.1 Discussion of Study Design and Choice of Control Groups ...................77 
5.6.2 Appropriateness of Measurements ..........................................................78 
5.6.3 Suitability of Subject Population.............................................................78 
5.6.4 Selection of Doses in the Study...............................................................78 
6.0 Adverse Events ......................................................................79 
6.1 Definitions ...............................................................................................79 
6.1.1 Adverse Event .........................................................................................79 
6.1.2 Serious Adverse Events ...........................................................................81 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 14 

6.2 Adverse Event Severity ...........................................................................82 
6.3 Relationship to Study Drug .....................................................................83 
6.4 Uveitis-Related Events ............................................................................84 
6.5 Adverse Event Collection Period ............................................................84 
6.6 Adverse Event Reporting ........................................................................85 
6.7 Pregnancy ................................................................................................87 
6.8 Toxicity Management..............................................................................88 
7.0 Protocol Deviations ...............................................................89 
8.0 Statistical Methods and Determination of Sample 

Size..........................................................................................90 
8.1.1 Analysis Population.................................................................................90 
8.1.2 Planned Methods of Statistical Analysis .................................................90 
8.1.3 Analysis of Demographics and Baseline Characteristics ........................90 
8.1.4 Analysis of Efficacy ................................................................................91 
8.1.5 Analysis of Safety....................................................................................91 
8.1.6 Interim Analyses......................................................................................92 
8.2 Determination of Sample Size.................................................................93 
8.3 Randomization Methods..........................................................................94 
9.0 Ethics ......................................................................................94 
9.1 Independent Ethics Committee (IEC) or Institutional Review 

Board (IRB) .............................................................................................94 
9.2 Ethical Conduct of the Study...................................................................95 
9.3 Subject Information and Consent ............................................................95 
10.0 Source Documents and Case Report Form 

Completion.............................................................................96 
10.1 Source Documents...................................................................................96 
10.2 Case Report Forms ..................................................................................97 
11.0 Data Quality Assurance........................................................99 
12.0 Use of Information and Publication....................................99 
12.1 Use of Information ..................................................................................99 
13.0 Completion of the Study.....................................................100 
14.0 Investigator's Agreement ...................................................101 
15.0 Reference List......................................................................102 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 15 

 
List of Tables 

Table 1.  M10-877 Treatment Failure Criteria by Study Visit ...............................27 
Table 2.  Study Activities .......................................................................................38 
Table 3.   Anterior Chamber Cells..........................................................................50 
Table 4.  Vitreous Haze Grading ............................................................................51 
Table 5.  Clinical Laboratory Tests ........................................................................57 
Table 6.  Study M10-877 Oral Prednisone Dosing and Taper Schedule................60 
Table 7.  Topical Corticosteroid Tapering..............................................................61 
Table 8.  Study M10-877 Treatment Failure Criteria by Study Visit.....................65 
Table 9.  Identity of Investigational Products.........................................................70 
Table 10.  Identity of Prednisone..............................................................................70 
 
List of Figures 

Figure 1.  Study Schematic ......................................................................................25 
Figure 2.  Adverse Event Collection........................................................................85 
 
List of Appendices 

Appendix A.  Responsibilities of the Clinical Investigator..........................................106 
Appendix B.  List of Protocol Signatories ...................................................................108 
Appendix C.  Injection Instructions - Sample Pre-Filled Syringe ...............................109 
Appendix D.  Non-Drug Materials Provided to the Study Sites ..................................116 
Appendix E.  Excluded Medications ...........................................................................117 
Appendix F.  Day 70 Follow-up (Phone Call or Clinic Visit).....................................118 
Appendix G.  Subject Medication Log ........................................................................119 
Appendix H.  Subject Dosing Sheet.............................................................................120 
Appendix I.  Visual Functioning Questionnaire (VFQ-25) ........................................126 
Appendix J.  Hospital Anxiety and Depression Scale (HADS)..................................137 
Appendix K.  Work Productivity and Activity Impairment, Questionnaire: 

Specific Health Problem Questionnaire V2.0 (WPAI-SHP) .................138 
Appendix L.  EuroQol-5D Questionnaire (EQ-5D) ....................................................140 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 16 

Appendix M.  Health Resource Utilization Questionnaire (HRU)...............................143 
Appendix N.  SF-36 Health Survey (SF-36)................................................................144 
Appendix O.  Japan Sub-study.....................................................................................150  



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 17 

3.0 Introduction 

3.1 Uveitis Disease Overview 

Uveitis refers to inflammation in the uveal tract of the eye which includes the iris, ciliary 
body, and choroid.1  In addition, diseases in which the retina is affected are also often 
included under the term "uveitis."  According to the Standardization of Uveitis 
Nomenclature (SUN) working group, uveitis can be classified according to the primary 
anatomical location of the inflammation – anterior-, intermediate-, posterior- or 
pan-uveitis (affecting all three areas).2  The location of inflammation dictates the 
prognosis and recommended therapy for the disease.  As an example, there is a higher 
risk for vision loss in subjects with panuveitis.3  Uveitis can also be categorized by the 
etiology of the inflammatory process – infectious or non-infectious.1  Non-infectious 
uveitis can then be further classified as to whether it is an isolated ocular syndrome 
(i.e., Birdshot choroidopathy) or if there is accompanying extra-ocular or systemic 
inflammation (i.e., sarcoidosis, Vogt-Koyanagi-Harada disease [VKH], Behcet's disease, 
Ankylosing spondylitis [AS], Juvenile idiopathic arthritis [JIA], Psoriatic arthritis [PsA], 
etc.).  Patients with non-infectious uveitis but who do not have a characteristic disease 
pattern or systemic involvement that indicate a specific diagnosis are often labeled as 
having "idiopathic" uveitis. 

3.2 Epidemiology 

There are challenges in understanding the epidemiology of non-infectious uveitis due to 
the heterogeneity of the disease, variations in diagnostic work-up and availability of 
investigations or tests, lack of uniform classification systems or definitions of uveitis 
entities and referral or selection bias.4  In addition, studies often combine both infectious 
and non-infectious types of uveitis. 

In a review of the epidemiologic literature by Wakefield and Chang that covered various 
parts of the world, the annual incidence of uveitis was noted to be between 17 and 52 per 
100,000 population.4  Anterior uveitis is the most common type of uveitis in most regions 
of the world, though it is less common in Asian countries.  Intermediate uveitis, on the 
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other hand, is universally the least common type of uveitis.  Among those with posterior 
uveitis, Toxoplasmic retinochoroiditis was the most commonly identified etiology, with 
the remaining cases being largely idiopathic.  Most cases of panuveitis, in 
North America, Europe and Asia, are idiopathic.  Other types of panuveitis are due to 
Sarcoid, Behcet's Disease, VKH or Toxoplasmosis. 

3.3 Current Therapies for Non-Infectious Uveitis 

Corticosteroids have been the mainstay of treatment for non-infectious uveitis because of 
their immediate efficacy.  These can be administered either in a topical, oral or injectable 
form.  However, ocular and/or systemic adverse effects of long-term corticosteroid 
therapy limit its use in the treatment of uveitis.5-6  The type and severity of the disease 
dictate the route of administration of corticosteroids and the likelihood of requiring 
immunosuppressive therapy to control the uveitis.5,8  Topical corticosteroid eye drops are 
often sufficient to successfully control anterior uveitis, while in inflammation involving 
the posterior segment of the eye, systemic or injectable corticosteroids are employed. 

The most commonly used immunosuppressive agents are cyclosporine, mycophenolate 
mofetil, azathioprine and tacrolimus.5-6  Based on the published recommendations of an 
expert panel, immunosuppressive agents should be considered for the management of 
ocular inflammatory disorders in the following situations:  1) the disease worsens on 
high-dose prednisone, 2) a response is not obtained after 2 to 4 weeks of high-dose 
prednisone, 3) the disease is not completely controlled  after 4 weeks of high-dose 
prednisone, 4) chronic suppression of disease activity requires much more than 
10 mg/day of prednisone (or its equivalent), 5) the type of uveitis requires immediate 
combination therapy with high-dose steroids and an immunosuppressive agent, 6) in the 
presence of corticosteroid side effects, or 7) requirement for doses of systemic 
corticosteroids that are highly likely to result in corticosteroid complications.5 

3.4 Unmet Medical Need 

In the US, it is estimated that about 10% of cases of blindness are due to uveitis.9  In a 
retrospective Dutch study, all anatomical sites of inflammation of uveitis were shown to 
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have the potential to lead to visual impairment and blindness; however, the risks were 
highest for those with panuveitis and posterior uveitis.2  Cystoid macular edema (CME) 
was identified as the leading cause of visual impairment (41%) and blindness (29%) in 
patients with uveitis.  Therefore, there is a need to have adequate therapy in patients with 
all types of uveitis, particularly with posterior segment involvement given its higher risk 
for potential permanent disability.  

The only drug class approved in the US by the Food and Drug Administration (FDA) for 
the treatment for uveitis is corticosteroids.  An example is Retisert® (fluocinolone 
acetonide intravitreal implant), which is designed to release therapeutic levels of drug 
over approximately 30 months.10  This is currently approved for the treatment of chronic 
non-infectious uveitis affecting the posterior segment of the eye.  The 34-week interim 
results of a 3-year, prospective, randomized, dose-masked trial in subjects with unilateral 
or bilateral uveitis showed a significant reduction in flare rates in the implanted eye but a 
significant increase in flare rates in the contralateral, non-implanted eye.11  More 
importantly, 3-year results showed statistically significantly higher incidence of chronic 
corticosteroid-associated effects in implanted versus non-implanted eyes such as need for 
glaucoma surgery (40% versus 2%, P < 0.01) and cataract extraction (93% versus 20%, 
P < 0.01).12 

In the European Union, the only drug class widely approved for treatment of uveitis is 
likewise corticosteroids for systemic or local administration.  In addition, the 
immunosuppressive agent cyclosporine holds national licenses for treatment of uveitis in 
some European countries.  The registered indication of cyclosporine does differ between 
these countries and comprises the treatment of intermediate or posterior uveitis and 
Behcet's disease but partially restricts the usage to patients at risk of blindness, and when 
conventional (corticosteroid) therapy is not adequate or unjustifiable side effects occur. 

In Japan, the drug class of corticosteroids is central to the treatment of uveitis.  An 
example is Predonine® Tab (prednisolone), which is approved as supportive measures for 
inflammation of internal ophthalmopathy, optic nerve, eye socket and ocular muscle such 
as uveitis.  The immunosuppressive agent, cyclosporine, is also used to treat uveitis, and 
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has been approved for treatment of Behcet's with eye symptoms.  Remicade® (infliximab) 
has been approved in Japan for the treatment of refractory uveitis associated with 
Behcet's disease, only in patients who have had an inadequate response to conventional 
therapy.  Retisert® was designated as an orphan drug in Japan for posterior uveitis and is 
currently under PMDA review.  

Globally, there is a clear unmet medical need for additional effective therapies in patients 
with non-infectious intermediate-, posterior- and pan-uveitis who require chronic 
corticosteroid therapy and are at risk for the long-term side effects of corticosteroids.  
These include both ocular adverse effects – intraocular pressure elevation/glaucoma, 
cataracts – and systemic adverse effects – osteoporosis, hypertension, hyperlipidemia, 
diabetes mellitus and infections.5,6  With the exception of some countries where 
cyclosporine and/or infliximab are approved under specific conditions, none of the 
immunosuppressive therapies that are currently part of standard of care to minimize 
chronic corticosteroid side effects and provide long-term control of uveitis have 
regulatory approval. 

3.5 Supporting Evidence for Anti-TNF Therapy as Potential 
Treatment Modality 

3.5.1 Preclinical Evidence 

Much of the advances in the understanding of the pathophysiology of intermediate uveitis 
and other posterior segment intraocular inflammatory disorders are based on studies of 
the experimental autoimmune uveoretinitis (EAU) animal model.  Various reports 
suggest that intermediate uveitis and posterior segment inflammation are mediated by 
T helper type 1 CD4+ T cells.13-15  TNF-α, a pro-inflammatory cytokine produced mainly 
by macrophages and T cells, has also been shown to play a role in the perpetuation of 
inflammation in uveitis by facilitating further leukocyte infiltration via adhesion molecule 
upregulation, macrophage activation and dendritic cell maturation/survival.16  This has 
been supported by both laboratory and clinical studies showing elevated levels of TNF-α 
in peripheral CD4+ T cells of patients in both idiopathic and sarcoid intermediate uveitis 
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and intraocularly in EAU rats.14,17  In addition, systemic blockade of TNF-α in EAU 
mice and rats ameliorated the manifestations of the disease.18,19 

3.5.2 Published Clinical Data 

There are numerous publications on the use of anti-TNF agents in the treatment of 
various types of anterior-, intermediate-, posterior- or pan-uveitis.  Several of these 
publications demonstrate the effectiveness of infliximab and adalimumab although there 
have been reports on the lack of efficacy of etanercept in the treatment of uveitis.20-31  
Most of these are case reports/series or open label studies.  A few selected reports are 
described here.  An adequate, well-controlled study of the efficacy and safety of 
anti-TNF therapy is lacking in the current literature. 

It is well known that some of the diseases for which adalimumab is currently indicated, 
such as JIA, AS and PsA, can present with uveitis.32  There have been reports of efficacy 
of adalimumab in pediatric patients with JIA-associated or idiopathic uveitis.22,33  In the 
open label uncontrolled RHAPSODY study of AS subjects, adalimumab decreased the 
rate of acute anterior uveitis flares by 51%.34 

In an open label study of Remicade (infliximab) in 31 subjects with refractory 
autoimmune uveitis, 24 (77%) of these subjects achieved "clinical success" at 
Week 10.28,29  Success was based on a composite clinical end point of visual acuity, 
control of intraocular inflammation, ability to taper concomitant medication therapy, and 
improvement in inflammatory signs on fluorescein angiography (FA) and/or OCT.  
Patient must have improvement in one of the four parameters without any worsening in 
the other three.  Fifteen of the 24 subjects who achieved clinical success completed 1 year 
of therapy.  Serious adverse events that were potentially related to infliximab included 
pulmonary embolus, congestive heart failure, lupus-like reaction and vitreous 
hemorrhage. 

The same group of Investigators did a similar open label study of adalimumab in patients 
with refractory/vision-threatening uveitis.  Preliminary results in 16 of 22 patients who 
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have reached Week 10 of the study showed "clinical success" in 10 of the 16 patients.35  
Clinical success was also based on four parameters:  visual acuity, control of intraocular 
inflammation, ability to taper concomitant corticosteroids/immunosuppressives and 
demonstration of clinical benefit by OCT or FA.  There was no treatment-limiting 
toxicity noted in the interim report. 

Likewise, in a Spanish prospective, uncontrolled study of 19 adult patients with bilateral 
chronic non-infectious uveitis (1 anterior, 3 intermediate, 5 posterior and 10 panuveitis) 
or refractory uveitis who have failed or were intolerant to corticosteroid and 
immunosuppressive therapy, patients were treated with adalimumab 40 mg every other 
week (eow) subcutaneously for 1 year.22  Twelve (63%) patients achieved control of 
intraocular inflammation at the end of the follow-up period.  All subjects were able to 
decrease concomitant immunosuppressives by at least 50%.  Of the 33 eyes with CME at 
study start, 55% had complete resolution at Month 12.  There was also statistically 
significant improvement in the mean visual acuity, AC and vitreous cavity inflammation.  
Only minor local adverse effects were noted. 

3.6 Adalimumab Overview 

Adalimumab is a recombinant human immunoglobulin (IgG1) monoclonal antibody 
containing only human peptide sequences.  Adalimumab is produced by recombinant 
DNA technology in a mammalian cell expression system.  It consists of 1330 amino acids 
and has a molecular weight of approximately 148 kilodaltons.  Adalimumab is composed 
of fully human heavy and light chain variable regions, which confer specificity to human 
TNF, and human IgG1 heavy chain and kappa light chain sequences.  Adalimumab binds 
with high affinity and specificity to soluble TNF-α but not to lymphotoxin-α (TNF-β).  

TNF is a naturally occurring cytokine that is involved in normal inflammatory and 
immune responses.  Elevated levels of TNF play an important role in pathologic 
inflammation.  Adalimumab binds specifically to TNF and neutralizes the biological 
function of TNF by blocking its interaction with the p55 and p75 cell surface TNF 
receptors.  Adalimumab also modulates biological responses that are induced or regulated 
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by TNF.  After treatment with adalimumab, levels of acute phase reactants of 
inflammation (C-reactive protein [CRP] and erythrocyte sedimentation rate [ESR]) and 
serum cytokines rapidly decrease. 

The FDA first approved adalimumab for the treatment of subjects with Rheumatoid 
Arthritis (RA) in the United States (US) in December 2002, the European Commission 
(EC) in the European Union (EU) in September 2003, and subsequently the 
Pharmaceuticals and Medical Devices Agency (PMDA) in Japan in April 2008.  As of 
30 November 2009, adalimumab has been approved for RA in 82 countries worldwide.   

Additional indications have been approved as follows: 

EU USA Japan 
Indication Approval Approval Approval 
Psoriatic Arthritis 01 Aug 2005 03 Oct 2005 Under review 
Ankylosing Spondylitis 01 Jun 2006 28 Jul 2006 Under review 
Crohn's Disease 04 Jun 2007 27 Feb 2007 Under review 
Psoriasis 19 Dec 2007 18 Jan 2008 Under review 
Juvenile Idiopathic Arthritis 25 Aug 2008 21 Feb 2008 N/A 

 
Safety Information 

A detailed discussion of the pre-clinical toxicology, metabolism, pharmacology and 
safety experience with adalimumab can be found in the current Investigator's Brochure. 

Abbott Laboratories is planning to investigate the efficacy and safety of adalimumab in 
the treatment of patients with non-infectious uveitis. 

3.7 Conclusion 

There is an unmet medical need in non-infectious intermediate-, posterior- and 
pan-uveitis and this represents the focus of the adalimumab clinical development plan.  
These types of uveitis are at a higher risk for vision loss compared to anterior uveitis.  
Disease management often requires chronic corticosteroid use, whether in an oral or 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 24 

injectable form, that presents with predictable long-term side effects; whereas anterior 
uveitis may be generally managed with topical corticosteroids. 

Immunosuppressive agents have been used as corticosteroid-sparing or additive therapy 
in intermediate-, posterior- or pan-uveitis but these have not been thoroughly studied, are 
not effective in all patients and also carry risk of certain adverse effects. 

TNF-α has been shown to play a pivotal role in the inflammatory process in 
non-infectious uveitis. 

4.0 Study Objective 

The objective of this study is to evaluate the efficacy and safety of adalimumab 80 mg 
loading dose followed by 40 mg given every other week (eow) subcutaneously (SC) 
starting at Week 1 compared with placebo in subjects with active non-infectious 
intermediate-, posterior- or pan-uveitis. 

5.0 Investigational Plan 

5.1 Overall Study Design and Plan:  Description 

This is a Phase 3, randomized, double-masked, placebo-controlled, multicenter study 
design. 

The plan is to investigate the safety and efficacy of adalimumab in subjects with active 
non-infectious intermediate-, posterior- or pan-uveitis in at least one eye despite at least 
2 weeks of prednisone ≥ 10 mg/day (or corticosteroid equivalent). 

Subjects will then be randomized into one of two arms.  Arm 1 will receive adalimumab 
80 mg subcutaneous (SC) loading dose followed by 40 mg doses eow starting at Week 1.  
Arm 2 will receive matching placebo.  Randomization will be a 1:1 ratio double-masked 
fashion to the treatment groups using baseline immunosuppressant usage as the 
stratification factor.  All subjects will receive a standardized prednisone burst of 
60 mg/day at study entry followed by a protocol-defined mandatory taper schedule, as 
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outlined below, in which all patients continuing in the study will be off prednisone no 
later than Week 15 

Figure 1.  Study Schematic 

 
 
There will be a 2 to 30-day screening period.  Subjects will be evaluated to ensure they 
meet all inclusion criteria and none of the exclusion criteria at the Screening visits.  
Subjects who do not meet eligibility for the study may be rescreened (labs, evaluations, 
etc.) only once at any time prior to the Baseline visit.  There is no minimum period of 
time a subject must wait to rescreen for the study.  All assessments noted in Table 2 
should be completed during a rescreen visit with the exception of a chest x-ray, ECG or 
PPD test in previous 90 days of rescreen visit provided all protocol required 
documentation is available per Section 5.3.1.1. Sites are encouraged to contact the Abbott 
medical monitor to confirm if subjects should or should not be rescreened. 

Beginning at Week 2, subjects who enter the study on oral prednisone will undergo a 
protocol-defined mandatory taper schedule which will decrease their dosage until all 
subjects are off oral prednisone by Week 15 (Figure 1). 
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Subjects who enter the study on topical corticosteroids will undergo a standardized taper 
schedule beginning at Week 2 until all subjects are off topical corticosteroids by 
Week 10.  Depending on the dose that the subject is on at study entry, the number of 
drops per day will be decreased every week at predefined increments (Section 5.3.1.1). 

Study visits will be at Baseline, Weeks 1, 4, and every 4 weeks thereafter with the 
following exception.  A study visit will occur at Week 27.  There will not be a study visit 
at Week 28.  Starting at Week 4, and every visit thereafter, all patients will be assessed 
for Treatment Failure.  The Week 1 visit is meant to assess patient's progress and safety 
of therapy. 

Subjects may be offered the opportunity to enroll into a rollover study (M11-327) if 
Treatment Failure criteria are met and their site is participating in the rollover study. 

Both of the subject's eyes should be evaluated.  Treatment Failure is defined in Table 1 
below for Week 4, Week 8 and all other visits thereafter: 
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Table 1.  M10-877 Treatment Failure Criteria by Study Visit 

Treatment Failure* 

Parameter Week 4 Visit Week 8 Visit 
All Other Visits After 

Week 8 

Chorioretinal and/or 
retinal vascular lesions 

New lesions relative to 
baseline 

New lesions relative to 
baseline 

New lesions relative to 
baseline 

OCT evidence of 
macular edema 

Presence of macular 
edema, same or worse than 

baseline** 

Presence of macular 
edema 

Presence of macular 
edema 

Anterior Chamber Cell 
grade (SUN Criteria) 

Same or worse than 
baseline, unless ≤ 0.5+ 

Inability to achieve 
≤ 0.5+ 

2-step increase relative 
to best state 
achieved*** 

Vitreous Haze grade 
(NEI/SUN criteria) 

Same or worse than 
baseline, unless ≤ 0.5+ 

Inability to achieve 
≤ 0.5+ 

2-step increase relative 
to best state 
achieved*** 

* At least 1 of the 4 criteria must be present in either eye. 
** Defined as within -10% of baseline value or higher for those with pre-existing ME at baseline or a value greater 

than the OCT machine-specific, pre-defined upper limit of normal for central retinal thickness for those without 
pre-existing ME at baseline. 

*** This is represented by a change of Grade 0 to Grade 2+; or Grade 0.5+ to Grade 3+. 
 
The primary analysis will be a comparison of the Time to Treatment Failure 
(non-Japanese subjects only) for the adalimumab and placebo arms.  The study will end 
when the 128th event of Treatment Failure (in non-Japanese subjects only) has occurred.  
Interim analyses will be performed when the 74th and 101st events of Treatment Failure 
have occurred at which point the study may be stopped early should pre-defined efficacy 
or futility boundaries be met (Section 8.1.6).  Depending upon the observed Treatment 
Failure rate prior to the first interim analysis, the second interim analysis may be waived.  
A subject may be able to participate in this study up to Week 80. 

Subjects that are deemed Treatment Failures or discontinue for any other reason prior to 
the end of the study will have a Final/Termination Visit.  No study drug will be 
administered at the Final/Termination visit of this clinical trial; however, subjects who 
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are determined to be Treatment Failures during the study will be given the opportunity to 
enroll in the open-label extension Study M11-327. 

At the time that the 128th event occurs, subjects should return for their next scheduled 
study visit as specified in the protocol.  The Final/Termination visit should be conducted 
in place of their regular scheduled study visit.  These subjects should be considered as 
having completed the study and will also be offered an opportunity to enroll into 
Study M11-327. 

If the study is stopped prior to the 128th event based upon the recommendation of the 
Independent Data Monitoring Committee (IDMC), that is established to independently 
monitor and assess data from this study, subjects should return to their next scheduled 
study visit as specified in the protocol.  The final/termination visit should be conducted in 
place of their regular scheduled study visit.  These subjects should be considered as 
having completed the study.  The opportunity for subjects to enroll into M11-327 will be 
offered if the reason for the IDMC recommendation of early study termination is due to 
meeting the pre-specified efficacy boundary.  If the early termination is based on safety 
or futility, subjects will not be offered entry into Study M11-327. 

Subjects may discontinue adalimumab treatment at any time during study participation.  

Subjects who complete Week 80 prior to the declaration of the 128th event will be 
considered as having completed the study.  The Week 80 visit will be considered their 
final visit.  These subjects will be offered an opportunity to enroll into Study M11-327. 

Safety data will be collected in the form of adverse events, physical examination, vital 
signs and laboratory tests throughout the treatment period and up to 70 days after the last 
injection in this study.  All subjects who do not continue into the rollover study 
(M11-327) will have a 70-day follow-up phone call or clinic visit to obtain follow-up 
information on any new or ongoing AEs.  The 70-day follow-up phone call or clinic visit 
will not be required for any subject that continues in the roll over study (M11-327). 
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A separate Sub-study of subjects enrolled in Japanese sites will be conducted.  The study 
will be conducted utilizing the same design as outlined in the parent protocol with the 
exceptions that are outlined in Appendix O. 

5.2 Selection of Study Population 

It is anticipated that approximately 220 subjects with active, non-infectious 
intermediate-, posterior-, or pan-uveitis will be enrolled at approximately 
60 investigational sites in the United States, Canada, Europe, Israel and Australia. 

An additional 30 subjects will be enrolled in approximately 8 sites in Japan as part of a 
separate Japan Sub-study outlined in Appendix O. 

A subject may be randomized in this study provided that he/she has met all of the 
inclusion criteria specified in Section 5.2.1 and none of the exclusion criteria specified in 
Section 5.2.2 of this protocol. 

5.2.1 Inclusion Criteria 

A subject will be eligible for study participation if she/he meets the following criteria: 

1. Subject is ≥ 18 years of age. 

2. Subject is diagnosed with non-infectious intermediate-, posterior- or pan-uveitis. 

3. Subject must have active disease at Baseline as defined by the presence of at least 
1 of the following parameters in either eye despite at least 2 weeks of prednisone 
≥ 10 mg/day (or oral corticosteroid equivalent): 
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• Active chorioretinal or retinal vascular lesion 
• Presence of macular edema by optical coherence tomography (OCT) and 

evidence of intraocular inflammation  
• ≥ 2+ anterior chamber cells (Standardization of Uveitis Nomenclature [SUN] 

criteria) 
• ≥ 2+ vitreous haze (National Eye Institute [NEI]/SUN criteria) 

4. Subject is on prednisone ≥ 10 mg/day (or corticosteroid equivalent) for at least 
2 weeks prior to Screening and remains on the same dose from Screening to 
Baseline visit. 

5. If female, subject is either not of childbearing potential, defined as postmenopausal 
for at least 1 year or surgically sterile (bilateral tubal ligation, bilateral 
oophorectomy or hysterectomy) or is of childbearing potential and is practicing an 
approved method of birth control throughout the study and for 150 days after the 
last dose of study drug.  The results of the serum pregnancy test performed during 
the Screening period and urine pregnancy test performed at the Baseline visit must 
be negative. 

Examples of approved methods of birth control include the following:  

● Condoms, sponge, foams, jellies, diaphragm or intrauterine device (IUD)  
● Oral, parenteral or intravaginal contraceptives for 90 days prior to study drug 

administration  
● A vasectomized partner  

6. Subject is judged to be in good health as determined by the Principal Investigator 
based upon the results of medical history, laboratory profile, physical examination, 
chest x-ray (CXR), and a 12-lead electrocardiogram (ECG) performed during 
Screening. 

7. Subject must be able and willing to self-administer SC injections or have a 
qualified person available to administer SC injections. 

8. Subject must be able and willing to provide written informed consent and comply 
with the requirements of this study protocol. 
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9. Subject has a negative PPD test (or equivalent) and CXR (Posterior-anterior [PA] 
and lateral view) at Screening.  If the subject has a positive PPD test (or 
equivalent), has had a past ulcerative reaction to PPD placement and/or a CXR 
consistent with prior TB (tuberculosis) exposure, the subject must initiate, be 
currently receiving or have documented completion of a course of anti-TB therapy 
(Section 5.3.1.1). 

 
Laboratory results from the Screening visit will be used to determine eligibility at 
Baseline. 

5.2.2 Exclusion Criteria 

1. Subject with isolated anterior uveitis. 

2. Subject with prior inadequate response to or intolerance to high-dose 
corticosteroids (equivalent of prednisone 1 mg/kg/day or 60 to 80 mg/day). 

3. Subject with confirmed or suspected infectious uveitis, including but not limited to 
infectious uveitis due to TB, CMV (cytomegalovirus), toxoplasmosis and HSV 
(herpes simplex virus). 

4. Subject with presumed ocular histoplasmosis syndrome (POHS). 

5. Subject with ocular masquerade syndromes, such as ocular lymphoma. 

6. Subject with serpiginous choroidopathy. 

7. Subject has a contraindication to pupil dilation with mydriatic eyedrops.  

8. Subject with corneal or lens opacity that precludes visualization of the fundus or 
that likely requires cataract surgery during the duration of the trial. 

9. Subject with intraocular pressure of ≥ 25 mmHg and on ≥ 2 glaucoma medications 
or evidence of glaucomatous optic nerve injury. 

10. Subject with best corrected visual acuity (BCVA) worse than 20/400 (ETDRS 
[Early Treatment Diabetic Retinopathy Study] logMAR > 1.34) in the better eye.  
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11. Subject with intermediate uveitis and symptoms and/or Magnetic Resonance 
Imaging (MRI) findings suggestive of a demyelinating disease such as multiple 
sclerosis. 

12. Subject has previous exposure to anti-TNF therapy and any biologic therapy with a 
potential therapeutic impact on non-infectious uveitis. 

13. Subject on more than 1 immunosuppressive therapy (not including corticosteroids) 
at Baseline. 

14. Subject on concomitant immunosuppressive therapy other than methotrexate, 
cyclosporine, mycophenolate mofetil or azathioprine at Baseline. 

15. If entering the study on 1 concomitant immunosuppressive therapy, dose has been 
increased within the last 28 days prior to Baseline visit and is not within the 
following allowable doses: 

● Methotrexate (MTX) ≤ 25 mg per week 
● Cyclosporine ≤ 4 mg/kg per day 
● Mycophenolate mofetil ≤ 2 gm per day 
● Azathioprine ≤ 175 mg per day 

16. Subject with prior or current use of cyclophosphamide or chlorambucil. 

17. Subject has received glucocorticosteroid implant (Retisert®). 

18. Subject has received intraocular or periocular glucocorticosteroids within 90 days 
prior to the Baseline visit. 

19. Subject with history of prior ocular surgery within 90 days prior to the Baseline 
visit. 

20. Subject with any planned (elective) eye surgery within the next 80 weeks from 
Baseline. 

21. Subject with proliferative or severe non-proliferative diabetic retinopathy. 

22. Subject with neovascular/wet age-related macular degeneration. 
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23. Subject with prolonged macular edema prior to study entry responsible for 
structural damage thought by the Investigator to impede the potential for 
normalization of macular thickness. 

24. Subject with abnormality of vitreo-retinal interface (i.e. vitreomacular traction, 
epiretinal membranes, etc.) thought by the Investigator to interfere with 
measurement of macular thickness or with the potential for macular structural 
damage independent of the inflammatory process. 

25. Subject with a systemic inflammatory disease that requires continued therapy with 
oral corticosteroids or a prohibited immunosuppressive agent at Screening or 
Baseline visits. 

26. Subject has been treated with any investigational drug of chemical or biologic 
nature within a minimum of 30 days or 5 half lives (whichever is longer) of the 
drug prior to the Baseline visit. 

27. Prior exposure to Tysabri® (natalizumab) or Raptiva® (efalizumab). 

28. Infection(s) requiring treatment with intravenous (IV) anti-infectives within 
30 days prior to the Baseline visit or oral anti-infectives within 14 days prior to the 
Baseline visit. 

29. History of moderate to severe congestive heart failure (NYHA class III or IV), 
recent cerebrovascular accident and any other condition which, in the opinion of 
the Investigator, would put the subject at risk by participation in the protocol. 

30. History of CNS (central nervous system) demyelinating disease or neurologic 
symptoms suggestive of CNS demyelinating disease. 

31. History of listeriosis, histoplasmosis, chronic or active Hepatitis B infection, 
human immunodeficiency virus (HIV) infection, immunodeficiency syndrome, 
chronic recurring infections or active TB. 

32. Known hypersensitivity to adalimumab or its excipients (Table 8). 

33. Positive pregnancy test at Screening or Baseline. 
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34. Female subjects who are breast-feeding or considering becoming pregnant during 
the study. 

35. Evidence of dysplasia or history of malignancy (including lymphoma and 
leukemia) other than a successfully treated non-metastatic cutaneous squamous 
cell, basal cell carcinoma or localized carcinoma in situ of the cervix. 

36. History of clinically significant drug or alcohol abuse in the last 12 months. 

37. Subject is considered by the Investigator, for any reason, to be an unsuitable 
candidate for the study.  

38. Clinically significant abnormal screening laboratory results as evaluated by the 
Investigator. 

39. Subject with a positive Syphilis Test. 

40. Subject with a positive Lyme Disease Test. 

41. Subject is not in compliance with Section 5.2.3. 

 
The Investigator should contact the Abbott medical monitor identified in Section 6.6 if 
there are any questions regarding inclusion and exclusion criteria and eligibility. 

5.2.3 Prior and Concomitant Therapy 

Contact the Abbott Laboratories medical monitor identified in Section 6.6 if there are any 
questions regarding concomitant, prior or prohibited therapy(ies). 

5.2.3.1 Prior Therapy 

Any medication (including, but not limited to, over-the-counter medicines such as 
aspirin, antacids, vitamins, mineral supplements, and herbal preparations) that the subject 
is receiving over the past 30 days prior to Screening visit through the end of the study, 
must be recorded on the appropriate Electronic Case Report Form (eCRF) along with the 
reason for use, dates of administration including start and end dates, and dosage including 
dose and frequency. 
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Any systemic or local therapy for uveitis since initial diagnosis (as determined through 
medical history records or through subject interview) prior to study entry will be recorded 
on the eCRF.  The following information on prior uveitis treatments should be captured: 

● For immunosuppressants other than systemic corticosteroids record the 
highest previously administered dose and the date range. 

● For prior systemic corticosteroids record the highest dose administered and 
the date range.  In addition, the date of the last uveitis flare and the dosage of 
corticosteroid treatment at the time of the flare must be recorded.  If the 
subject was completely off corticosteroids when the flare occurred, the date of 
the last dose of corticosteroid prior to flare must be recorded. 

● For topical uveitis therapies record the highest previously administered dose 
and the date range.  The medication name should include the strength, if part 
of the generic name (e.g. betamethasone phosphate 0.1%).  The dose should 
be recorded as number of drops. 

 
5.2.3.2 Concomitant Therapy 

Subjects will be allowed to continue on one ongoing non-biologic immunosuppressive 
therapy at study entry provided the dose has been not been increased within the past 
28 days prior to Baseline and must remain unchanged throughout the study.  In addition, 
doses must be within the acceptable limits listed below: 

● MTX ≤ 25 mg per week 
● Cyclosporine ≤ 4 mg/kg per day 
● Mycophenolate mofetil ≤ 2 gm per day 
● Azathioprine ≤ 175 mg per day 

 
For patients who are on > 1 systemic immunosuppressive therapy at screening, all but 
1 should be discontinued prior to Baseline.  There is no required washout period for the 
discontinued concomitant immunosuppressive. 
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For patients with glaucoma, prostaglandin ophthalmic solutions (e.g., latanoprost, 
bimatoprost, travoprost, etc.) cannot be initiated nor discontinued during the study.  
Dosage of other topical eye drops for glaucoma may be adjusted as medically necessary 
during the study. 

Each vaccine administered to the subject should be listed as a concomitant medication.  
Live vaccines may not be given concurrently while on study drug or for 70 days after the 
last dose of adalimumab. 

Contact the Abbott medical monitor identified in Section 6.6, if there are any questions 
regarding concomitant or prior therapy(ies). 

5.2.3.3 Prohibited Therapy 

With the exception of one allowed concomitant immunosuppressant as detailed in 
Section 5.2.3.2, the introduction of other medications for uveitis are prohibited during 
this clinical trial. 

The following are prohibited medications during the study: 

● All biologic therapies with a potential therapeutic impact on non-infectious 
uveitis, including but not limited to the following: 
○ Etanercept (Enbrel®); 
○ Infliximab (Remicade®); 
○ Golimumab (Simponi®); 
○ Abatacept (Orencia®); 
○ Anakinra (Kineret®); 
○ Rituximab (Rituxan®); 
○ Natalizumab (Tysabri®); 
○ Tocilizumab (Actemra®); 
○ Efalizumab (Raptiva®); 
○ Certolizumab (Cimzia®); 
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● Live vaccines (during the study and for 70 days after the last dose of 
study drug) (including but not limited to the following: monovalent live 
attenuated influenza A (H1N1) [intranasal],  seasonal trivalent live attenuated 
influenza (intranasal), herpes zoster, rotavirus, varicella (chicken pox), 
measles-mumps-rubella (MMR) or MMRV 
(measles-mumps-rubella-varicella), oral polio vaccine (OPV), smallpox, 
yellow fever, Bacillus Calmette-Guerin (BCG) and typhoid) 

● Rifampin/Pyrazinamide combination 
● Anti-retroviral therapy 
● All other immunosuppressive therapy other than MTX, cyclosporine, 

mycophenolate mofetil and azathioprine 
 
5.3 Efficacy, Pharmacokinetic and Safety 

Assessments/Variables 

5.3.1 Efficacy and Safety Measurements Assessed and Flow 
Chart 

Safety data will be collected in the form of adverse events, physical examinations, vital 
signs and laboratory tests throughout the treatment period.  Adverse events will also be 
collected up to 70 days after the last injection in this study.  The 70-day follow-up phone 
call or clinic visit will not be required for any subject that continues in the roll over study 
(M11-327). 

The visit window for all scheduled visits is ±3 days through Week 4 and ±7 days for all 
visits following the Week 4 study visit.  If a subject has an out of window visit, the next 
visit should occur as originally scheduled based on the first date of study drug 
administration (Baseline visit). 

Study procedures will be performed as summarized in the visit schedule presented in 
Table 2. 
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Table 2.  Study Activities 

Activity Screening Baseline
Week 

1 
Week

4 
Week

8 
Week 

12 
Week

16 
Week

20 
Week

24 
Week

27 
Week

32 
Week

36 

Informed Consent X            

Inclusion/Exclusion Criteria X X           

Medical/Surgical History X X           

Alcohol and Nicotine Use X            

Vital Signs/ Weight/Heightb X X X X X X X X X X X X 

Physical Exam X X    X   X    

12-Lead ECGc X            

Chest X-Rayd X            

TB Screeninge(PPD Skin Test) X            

Serum Pregnancy Testf X            

Urine Pregnancy Testg  Xg           

Best Corrected Visual Acuity Testing 
(ETDRS) 

X X X X X X X X X X X X 

Tonometry X X X X X X X X X X X X 

Slit Lamp Exam X X X X X X X X X X X X 

Dilated Indirect Ophthalmoscopy  X X X X X X X X X X X X 

Fundus Photographyh X X           

Optical Coherence Tomography 
(OCT) 

X X X X X X X X X X X X 

Table 2.  Study Activities (Continued) 
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Activity Screening Baseline
Week

1 
Week

4 
Week

8 
Week 

12 
Week

16 
Week

20 
Week

24 
Week

27 
Week

32 
Week

36 

VFQ-25t  X X X X X X X X X X X 

Hospital Anxiety and Depression 
Scale (HADS)u 

 X   X        

Work Productivity and Activity 
Impairment Questionnaire:  Specific 
Health Problem Questionnaire 
(WPAI-SHP)u 

 X   X        

EuroQol-5D Questionnaire (EQ-5D)u  X X X X X X X X X X X 

Health Resource Utilization 
Questionnairet 

 X X X X X X X X X X X 

SF-36 Health Status Survey (SF-36)u  X           

Hepatitis B Serology X            

Rapid Plasma Reagin (RPR) X            

Lyme IgG/IgM Antibody Serology X            

PKq  X X  X X    X  X 

AAAr  X    X    X  X 

Hematology/Chemistry X X X X X X X X X X X X 

Urinalysisi X X       X    

Monitor Adverse Eventsj X X X X X X X X X X X X 

Monitor Concomitant Medication X X X X X X X X X X X X 
Table 2.  Study Activities (Continued) 
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Activity Screening Baseline
Week

1 
Week

4 
Week

8 
Week 

12 
Week

16 
Week

20 
Week

24 
Week

27 
Week

32 
Week 

36 

Oral Prednisone Taperk   X X X X       

Corticosteroid Eye Drop Taperl   X X X        

Monitor Compliances  X X X X X X X X X X X 

Randomization  X           

Dispense Adalimumab Study Drug  X X X X X X X X v X X X 

Dispense Prednisone Study Drug m,n,o  Xm  Xn Xo        

Perform Drug Accountabilityp   X X X X X X X X X X 
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Table 2.  Study Activities (Continued) 

Activity 
Week

40 
Week

44 
Week

48 
Week

52 
Week

56 
Week

60 
Week

64 
Week 

68 
Week

72 
Week

76 

Final/ 
Termination

Visit 
Unscheduled

Visit 
70-Day 

Follow-upa

Informed Consent              

Inclusion/Exclusion Criteria              

Medical/Surgical History              

Alcohol and Nicotine Use              

Vital Signs/ Weight/Heightb X X X X X X X X X X X X  

Physical Exam   X      X  X   

12-Lead ECGc              

Chest X-Rayd              

TB Screeninge (PPD Skin Test)              

Serum Pregnancy Testf              

Urine Pregnancy Testg           Xg   

Best Corrected Visual Acuity Testing 
(ETDRS) 

X X X X X X X X X X X X  

Tonometry X X X X X X X X X X X X  

Slit Lamp Exam X X X X X X X X X X X X  

Dilated Indirect Ophthalmoscopy  X X X X X X X X X X X X  

Fundus Photographyh           X   

Optical Coherence Tomography (OCT) X X X X X X X X X X X X  
Table 2.  Study Activities (Continued) 
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Activity 
Week

40 
Week

44 
Week

48 
Week

52 
Week

56 
Week

60 
Week 

64 
Week 

68 
Week

72 
Week

76 

Final/ 
Termination

Visit 
Unscheduled

Visit 

70-Day 
Follow-

upa 

VFQ-25t X X X X X X X X X X X X  

Hospital Anxiety and Depression Scale 
(HADS)u 

          X   

Work Productivity and Activity 
Impairment Questionnaire: Specific Health 
Problem Questionnaire (WPAI-SHP)u 

          X   

EuroQol-5D Questionnaire (EQ-5D)u X X X X X X X X X X X X  

Health Resource Utilization Questionnairet X X X X X X X X X X X X  

SF-36 Health Status Survey (SF-36)u              

Hepatitis B Serology              

Rapid Plasma Reagin (RPR)              

Lyme IgG/IgM Antibody Serology              

PKq    X       X   

AAAr    X       X   

Hematology/Chemistry X X X X X X X X X X X X  

Urinalysisi    X       X   

Monitor Adverse Eventsj X X X X X X X X X X X X Xj 

Monitor Concomitant Medication X X X X X X X X X X X X X 
 

Table 2.  Study Activities (Continued) 
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Activity 
Week

40 
Week

44 
Week

48 
Week 

52 
Week 

56 
Week

60 
Week

64 
Week 

68 
Week

72 
Week

76 

Final/ 
Termination

Visit 
Unscheduled

Visit 

70-Day 
Follow-

upa 

Oral Prednisone Taperk              

Corticosteroid Eye Drop Taperl              

Monitor Compliances X X X X X X X X X X X X  

Randomization              

Dispense Adalimumab Study Drug X X X X X X X X X X    

Dispense Prednisone Study Drugm,n,o              

Perform Drug Accountabilityp X X X X X X X X X X X X  
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Table 2.  Study Activities (Continued) 

a. The 70-day follow-up should be conducted by telephone or at a routine clinic visit to collect any potential safety information. 
b. Height will be measured at Screening only.  Weight will be measured at Screening and Final/Termination visit.  Vital sign determinations of sitting blood pressure, heart rate, 

respiratory rate and body temperature will be obtained at each visit. 
c. For subjects with a normal ECG taken within 90 days of the Screening visit, a repeat ECG at Screening will not be required, provided all protocol required documentation is 

available.  If there are other findings that are clinically significant, the Principal Investigator must contact the medical monitor before enrolling the subject. 
d.  Must include a PA and lateral view.  If a subject had a chest-x-ray performed within 90 days, the test does not need to be repeated provided all protocol required 

documentation listed in Section 5.3.1.1 is available.  These cases must be discussed with the medical monitor. 
e.  Must be read by the Investigator or a qualified delegate during the period between 48 and 72 hours after injection.  Any documentation of past positive PPD results may be 

acceptable, however, negative PPD tests done more than 90 days prior to the Screening visit will need to be repeated.  Subjects who have had an ulcerating reaction to 
tuberculin skin test in the past should not be re-exposed and should not be tested.  Those subjects with a positive PPD history do not need to be tested, but must be 
prophylaxed prior to first study drug administration.  Prophylaxis treatment may be initiated if a subject has significant exposure to a patient with active TB. 

f. A serum pregnancy test will be performed at screening on all female subjects. 
g. A urine pregnancy test will be performed at Baseline and at the Final/Termination visit (if applicable) for all female subjects.  The frequency can be increased up to every visit 

if local regulations require.  If any urine pregnancy test is positive, a serum pregnancy test will be performed by the central laboratory. 
h. As supportive documented evidence, fundus photography will be performed at Screening, Baseline, and at the Time of Treatment Failure. 
i. The central laboratory will perform the urine dipstick.  If the urinalysis results are abnormal by dipstick, a central laboratory will perform a microscopic analysis. 
j. All SAEs will be captured from the time that the subject signs the Informed Consent Form through study completion or Early Termination and at the 70-day follow-up. 
k. All subjects will receive a prednisone burst of 60 mg/day at randomization.  Beginning at Week 2, subjects will undergo a standardized taper schedule until all subjects are off 

of oral prednisone by Week 15 as outlined in Section 5.3.1.1. 
l. Beginning at Week 2, subjects who enter the study on topical corticosteroids will undergo a standardized taper schedule until all subjects are off topical corticosteroids by 

Week 10 as outlined in Section 5.3.1.1. 
m. Subjects will receive 1 bottle or blister carton of 20 mg strength at Baseline. 
n. Subjects will receive 1 bottle or blister carton of 5 mg strength at the Week 4 visit. 
o. Subjects will receive 1 bottle or blister carton of 1 mg strength at the Week 8 visit. 
p. Collect the packaging and any remaining drug from the last clinic visit. 
q. Blood samples for PK will be collected at Baseline and Week 1, 8, 12, 27, 36, 52 and at the final/early termination visit.  
r. Blood samples for AAA will be collected at Baseline, and Week 12, 27, 36, 52 and at the final/early termination visit. 
s. A ± 3 day window is allowable for scheduled study dosing dates for adalimumab/placebo. 
t. Questionnaire will be administered by site staff (interview administered). 
u. Questionnaire will be completed by the subject unless impaired vision prohibits. 
v. At the Week 24 clinic visit, the subject will be dispensed 1 kit that includes 2 syringes.  The first syringe from this kit will be injected at home at Week 25.  For the Week 27 

visit, the subject will need to bring the remaining syringe back to the site.  This syringe will be injected at the site during the Week 27 visit.  At the Week 27 visit, a new kit 
that includes 2 syringes will be dispensed for injection at home for your Week 29 and Week 31 doses.  
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5.3.1.1 Study Procedures 

Subjects will have clinic visits at Screening, Baseline, Week 1, Week 4 and every 
4 weeks thereafter (with the exception that a visit will occur at Week 27 in place of 
Week 28), until the subject is determined as a treatment failure, until the 128th treatment 
failure occurs, until the subject completes 80 weeks of this clinical trial or if the study is 
stopped due to the findings of the IDMC.  Starting at Week 4 and every visit thereafter, 
all patients will be assessed for Treatment Failure. 

Independent sequential masked efficacy evaluations by a central reader will be 
established for fundus photography and OCT measurement in order to standardize and 
strengthen the validity of efficacy evaluations. 

Informed Consent 

A signed informed consent will be obtained from the subject or their legally authorized 
representative before any study-related procedures are undertaken.  Details about how 
informed consent will be obtained and documented are provided in Section 9.3. 

Inclusion/Exclusion Criteria 

Subjects will be eligible for study participation if he/she meets all inclusion criteria and 
none of the exclusion criteria at both the Screening and Baseline visits. 

Medical and Surgical History 

A complete medical and surgical history, as well as history of tobacco and alcohol use, 
will be obtained from each subject during the Screening visit.  An updated medical 
history will be obtained prior to study drug administration and updated as necessary 
throughout the study. 

A detailed medical history with respect to TB exposure needs to be documented.  This 
information needs to include BCG vaccination, cohabitation with individuals who have 
had TB, and reside or work in TB endemic locations. 
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Vital Signs/Weight/Height 

Vital signs will be obtained at each visit.  This includes sitting blood pressure, heart rate, 
respiratory rate and body temperature.  Each subject's height will be measured at the 
Screening visit only.  Weight will be measured at Screening and Final/Termination visit. 

Physical Examination 

A complete physical exam will be performed at the designated study visits listed in 
Table 2.  At all other visits, a symptom-directed physical exam will be performed.  The 
physical examination at the Baseline visit will serve as the baseline physical examination 
for the entire study.  Physical exam abnormalities noted by the Investigator at Baseline 
prior to the first dose should be recorded in the subject's medical history.  Abnormalities 
noted after the Baseline visit first dose should be evaluated and documented by the 
Investigator as to whether or not these are adverse events. 

12-Lead Electrocardiogram (ECG) 

A resting 12-lead ECG will be performed during the Screening Period.  A qualified 
physician (or local reader) will interpret, sign, and date the original tracing of each ECG.  
Any clinically significant findings will be documented in the source document and later 
transcribed on to the appropriate eCRF using the following conventions as appropriate: 

● Normal ECG 
● Abnormal ECG - not clinically significant 
● Abnormal ECG - clinically significant 

 
The original ECG tracing, signed and dated by a qualified physician or local reader, will 
be retained in the subject's records at the study site and monitored by the responsible 
CRA (Clinical Research Associate). 

For subjects with a normal ECG taken within 90 days of Screening, a repeat ECG at 
Screening will not be required, provided all protocol required documentation is available.  
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If there are other findings that are clinically significant, the Principal Investigator must 
contact the medical monitor before enrolling the subject. 

Subjects can have a repeat ECG at any time during the study as warranted based on the 
opinion of the Investigator. 

Chest X-ray (CXR) 

All subjects will undergo a standard CXR (posterior-anterior [PA] and lateral views) 
during the Screening period to rule out the presence of TB or other clinically relevant 
findings.  The CXR will not be required if the subject had a previous normal chest x-ray 
within 90 days of Screening, provided all protocol required documentation is available at 
the site (as outlined below). 

● The Abbott medical monitor is contacted and the case discussed; 
● The results from the prior CXR must be available in the subject's source 

documents; 
● The report must be signed and dated by the interpreting radiologist; 
● The report must include a PA and lateral view; 
● There must be a note in the report on the presence or absence of pleural 

scarring and calcified granulomas (or the film is available for a radiologist to 
reread to make such an assessment); 

● Nothing in the subject's medical history has changed since the time of the 
CXR to warrant a repeat test. 

 
Subjects can have a repeat CXR at any time during the study as warranted based on the 
opinion of the Investigator. 

TB Screening 

A PPD skin test (alternatively, also known as tuberculin skin test) must be performed 
during the Screening Period for all subjects including those with a prior history of 
Bacille Calmette-Guérin (BCG) administration. 
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If there are sites where the available testing materials or the US procedures or guidelines 
are not accepted, an alternative method may be used, but the method must be submitted 
and approved by Abbott prior to use with study subjects. 

If a subject had a negative PPD test within 90 days prior to Screening, and all protocol 
required documentation is available, this test does not need to be repeated, provided 
nothing has changed in the subject's medical history to warrant a repeat test.  These cases 
must be discussed with the Abbott medical monitor. 

The subject will be required to have the PPD test read by a licensed healthcare 
professional (at the study site) 48 to 72 hours after placement (or as per local guidelines), 
when the induration is maximal.  An induration (not erythema) of 5 mm or greater will be 
considered as PPD positive, irrespective of BCG status or local guidelines.  The absence 
of induration should be recorded, as "0 mm," not "negative." 

Subjects who have had an ulcerating reaction to tuberculin skin test in the past should not 
be re-exposed and should not be tested at Screening but will be considered PPD positive. 

Those subjects with a positive PPD history do not need to be tested, but must be 
prophylaxed prior to first study drug administration.  Prophylaxis treatment may be 
initiated if a subject has significant exposure to a patient with active TB. 

In the assessment of the CXR, a radiologist must note the presence or absence of calcified 
granulomas and/or pleural scarring/thickening and/or signs of active TB.  The Principal 
Investigator will indicate the clinical significance of any findings and will sign and date 
the report.  If the CXR demonstrates changes suggestive of previous TB (e.g., calcified 
nodule, fibrotic scar, apical or basilar pleural thickening) or other findings that are 
clinically significant, the Principal Investigator must contact the Abbott medical monitor 
before enrolling the subject. 

If PPD is positive, the subject has a prior history of active or latent TB or a positive CXR 
after consultation with the Abbott medical monitor, the subject will be required to start or 
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provide documentation of having completed a course of the Center for Disease Control 
(CDC) recommended prophylaxis per local guidelines prior to starting study therapy. 

Prophylactic treatment must be initiated but does not need to be completed prior to the 
first dose of study medication.  Newly initiated prophylactic treatment should be captured 
on the concomitant medications page in the eCRF and in the source documents.  Prior 
therapy should be captured in medical history. 

Subjects will be tested with commercially available PPD tests in their respective country. 

Pregnancy Tests 

A serum pregnancy test will be performed by the central laboratory chosen for the study 
at the Screening visit on all female subjects.  Urine pregnancy tests will be required at the 
Baseline visit.  All female subjects will have a repeat urine pregnancy test at the 
Final/Termination visit (if applicable) performed by the central laboratory.  The 
frequency can be increased up to every visit if local regulations require.   

If any urine pregnancy test is positive, a serum pregnancy test will be performed by the 
central laboratory.  A lactating or pregnant female will not be eligible for participation or 
continuation in this study. 

Best Corrected Visual Acuity Testing 

Refraction and assessment of best corrected visual acuity (BCVA) will be assessed at 
every visit. 

At each visit, subjects should undergo refraction and result of refraction for each eye 
recorded on the eCRF. 

Using the appropriate corrective lenses based on that visit's refraction, subject's best 
corrected visual acuity (BCVA) is measured using a standard ETDRS chart.  Subject 
should be 4 meters away from the chart. The test lighting level should be 85cd/m2.  
Testing for BCVA should be done for individual eyes, starting with the right eye, with 
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the contralateral eye covered.  BCVA should be recorded as the number of letters read 
from the ETDRS chart. 

Slit Lamp Exam 

The slit lamp exam will be completed to measure the following findings:  Anterior 
chamber cell count and Age-Related Eye Disease Study (AREDS) lens opacity grading.36  
Slit lamp should be performed prior to application of mydriatic eyedrops to dilate 
subject's pupils for further assessment. 

The number of anterior chamber (AC) cells observed within a 1 mm × 1 mm slit beam 
will be recorded for each eye.  The reported number will be used to determine the grade 
according to the SUN criteria2 (Table 3). 

Table 3.   Anterior Chamber Cells 

Grade Cells in Field 

0 < 1 
0.5 + 1 - 5 
1 + 6 - 15 
2 + 16 - 25 
3 + 26 - 50 
4 + > 50 

 
Lens opacity will be graded using the AREDS standard photographs as reference.36  

Tonometry 

Tonometry will be performed at every visit to measure the intraocular pressure for both 
eyes.  Applanation tonometry is preferred but non-contact tonometry can also be used if 
the site does not have the equipment to perform applanation tonometry.  However, the 
same technique should be used for all visits for an individual patient. 
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Dilated Indirect Ophthalmoscopy 

Subject's eyes should be dilated in preparation for indirect ophthalmoscopy. 

Dilated indirect ophthalmoscopy is performed to determine both vitreous haze grading 
and the absence/presence of active chorioretinal and/or retinal vascular lesions. 

Grading of vitreous haze (Table 4) will be based on the publication from the National 
Eye Institute (NEI) which has also been adapted by the SUN working group.2,37 

Sites will use the standard photographs given to them by the sponsor and the description 
in Table 4 when determining the grade for vitreous haze.  

Table 4.  Vitreous Haze Grading 

Grade Description 

0 No evident vitreal haze 

0.5 + Slight blurring of the optic disc margin because of the haze;  normal 
striations and reflex of the nerve fiber layer cannot be visualized 

1 + Permits a better definition of both the optic nerve head and the retinal 
vessels (compared to higher grades) 

2 + Permits better visualization of the retinal vessels (compared to higher 
grades) 

3 + Permits the observer to see the optic nerve head, but the borders are 
quite blurry  

4 + Optic nerve head is obscured 
 
The presence of chorioretinal or retinal vascular lesions will also be determined via 
dilated indirect ophthalmoscopy at Screening and Baseline visits.  At all subsequent 
visits, dilated indirect ophthalmoscopy will be performed to determine the presence of 
new lesions based on the Investigators' clinical judgment. 
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Fundus Photography 

Fundus photography will be performed at Screening, Baseline, at time of Treatment 
Failure or completion of study (final visit) to obtain documented evidence of the presence 
or absence of active chorioretinal and/or retinal vascular lesions. 

All fundus photography images will be sent to the central reader.  Fundus photograph 
from the Screening visit must undergo central reading and the presence or absence of 
active lesions confirmed prior to scheduling the Baseline visit.  Fundus photograph from 
the Baseline visit will also be sent to the central reader; however, if the Investigator 
determines that there has not been any change in findings since the Screening visit, the 
site does not need to wait for confirmation from the central reader before randomization.  
If the Investigator and central reader disagree with the findings, the central reader's 
assessment will take precedence. 

If Treatment Failure has been determined by the Investigator to have been reached on the 
basis of a new chorioretinal or retinal vascular lesion (in the absence of meeting treatment 
failure criteria for anterior chamber cells or vitreous haze), subjects should remain in the 
study until the central reader has confirmed that the subject has met the Treatment Failure 
criteria.  No changes in therapy should be made until the central reader has provided 
confirmation. 

Optical Coherence Tomography 

Sites must use one of three OCT machines for this clinical trial to determine central 
retinal thickness and the presence of macular edema: 

● Stratus OCT (Carl Zeiss Meditec, Inc.) 
● Cirrus HD-OCT (Carl Zeiss Meditec, Inc.) 
● Spectralis (Heidelberg Engineering) 

 
Each subject will undergo OCT measurements of the central retinal thickness (1 mm 
subfield) to evaluate for macular edema at every visit using the same machine throughout 
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the study.  Based on available data, macular thickness cutoffs of 250, 300, and 
315 microns, for Stratus, Cirrus, and Spectralis OCT, respectively, are proposed to define 
normal central retinal thickness in this clinical study.  Any measurement above these 
machine-specific cut-offs will indicate the presence of macular edema. 

At the Week 8 visit or beyond, the presence of macular edema will meet the requirement 
for Treatment Failure.  For the Week 4 visit only, resolution of macular edema or 
normalization of central retinal thickness is not required for those with pre-existing 
macular edema.  In these patients, the Week 4 Treatment Failure criteria will be met if the 
OCT measurement is the same or worse than baseline.  This is defined as a value within  
–10% of baseline measurement or higher for those with pre-existing macular edema at 
baseline or a value greater than the OCT machine-specific, pre-defined upper limit of 
normal for central retinal thickness for those without pre-existing macular edema at 
baseline. 

OCT measurements at every visit will be captured and sent to the central reader.  OCT 
images from the Screening visit must undergo central reading and the presence or 
absence of macular edema confirmed prior to scheduling the Baseline visit.  OCT images 
from the Baseline visit will also be sent to the central reader; however, if the Investigator 
determines that there has not been any change in findings since the Screening visit, the 
site does not need to wait for confirmation from the central reader before randomization.  
If the Investigator and central reader disagree with the findings, the central reader's 
assessment will take precedence. 

If Treatment Failure has been determined by the Investigator to have been reached on the 
basis of OCT evidence of macular edema, (in the absence of meeting the treatment failure 
criteria for anterior chamber cells or vitreous haze), subjects should remain in the study 
until the central reader has confirmed that the subject has met the Treatment Failure 
criteria.  No changes in therapy should be made until the central reader has provided 
confirmation.  
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Visual Functioning Questionnaire (VFQ-25) 

Beginning at the Baseline visit, the VFQ-25 will be completed at every visit prior to any 
study procedure or examination.  A copy of the questionnaire is located in Appendix I.  
The questionnaire will be interview administered.  The site will complete this 
questionnaire directly onto the CRFs and will be considered source documents. 

Hospital Anxiety and Depression Scale (HADS) 

Subjects will complete a HADS at the Baseline visit and Final/Termination Visit prior to 
any study procedure or examination.  A copy of the questionnaire is located in 
Appendix J.  The subject will complete this questionnaire directly onto the CRFs and will 
be considered source documents. 

Site staff should complete the questionnaire with the subject, if the subject has impaired 
vision that precludes him/her from reading and completing the questionnaire. 

Work Productivity and Activity Impairment, Questionnaire:  Specific Health 
Problem Questionnaire (WPAI-SHP) 

Subjects will complete a WPAI-SHP questionnaire at the Baseline visit and 
Final/Termination Visit prior to any study procedure or examination.  A copy of the 
questionnaire is located in Appendix K.  The subject will complete this questionnaire 
directly onto the CRFs and will be considered source documents. 

Site staff should complete the questionnaire with the subject, if the subject has impaired 
vision that precludes him/her from reading and completing the questionnaire. 

EuroQol-5D Questionnaire (EQ-5D) 

Beginning at the Baseline visit, subjects will complete an EQ-5D questionnaire at every 
visit prior to any study procedure or examination.  A copy of the questionnaire is located 
in Appendix L.  The subject will complete this questionnaire directly onto the CRFs and 
will be considered source documents. 
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Site staff should complete the questionnaire with the subject, if the subject has impaired 
vision that precludes him/her from reading and completing the questionnaire. 

Health Resource Utilization Questionnaire (HRU) 

Beginning at the Baseline visit, sites will complete a HRU questionnaire at every visit.  
A copy of the questionnaire is located in Appendix M.   

SF-36 Health Status Survey (SF-36) 

Subjects will complete a SF-36 survey at the Baseline visit prior to any study procedure 
or examination.  A copy of the questionnaire is located in Appendix N.  The subject will 
complete this questionnaire directly onto the CRFs and will be considered source 
documents. 

Site staff should complete the questionnaire with the subject, if the subject has impaired 
vision that precludes him/her from reading and completing the questionnaire. 

Hepatitis B Serology 

During the Screening phase, subjects will be screened for hepatitis B surface antigen 
(HBsAg).  A subject will not be eligible for study participation if test results are positive 
indicative of chronic or current hepatitis B infection.  

Rapid Plasma Reagin (RPR) and Lyme IgG/IgM Antibody Serology 

During the Screening phase, subjects will be screened for syphilis and Lyme disease to 
rule out a potential infectious etiology of the uveitis.  A subject will not be eligible for 
study participation if results are positive for either test. 

Clinical Laboratory Tests 

Lab evaluations will be performed according to the schedule outlined in Table 2. 
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Blood draws should be performed after completion of questionnaires (i.e., VFQ-25, 
HADS, WPAI-SHP, EQ-5D, SF-36) and vital sign determinations during a study visit, 
and before study drug administration, if applicable. 

A certified central laboratory will be utilized to process and provide results for the 
general laboratory tests.  The Investigator will review all laboratory test results.  All 
laboratory test results that are considered clinically significant by the Investigator will be 
followed to a satisfactory conclusion.  Laboratory abnormalities are considered to be 
adverse events only if they result in discontinuation from the study, necessitate 
therapeutic intervention, and/or the Investigator considers them to be adverse events. 

The central laboratory chosen for this study will provide instructions regarding the 
collection, processing and shipping of these samples. 
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Table 5.  Clinical Laboratory Tests 

Hematologyb Clinical Chemistry Urinalysisc Serologyd 

Hematocrit 
Hemoglobin 
Red Blood Cell (RBC) count 
White Blood Cell (WBC) count 
Neutrophils 
Bands 
Lymphocytes 
Monocytes 
Basophils 
Eosinophils 
Platelet count  
 (estimate not acceptable) 
Human Chorionic Gonadotropin
 (HCG)a 

Blood Urea Nitrogen (BUN) 
Creatinine 
Total bilirubin 
Serum glutamic-pyruvic-transaminase (SGPT/ALT) 
Serum glutamic-oxaloacetic-transaminase 
(SGOT/AST) 
Alkaline phosphatase 
Sodium 
Potassium 
Calcium 
Inorganic phosphorus 
Uric acid 
Cholesterol 
Total protein 
Glucose 
Triglycerides 
Albumin 

Specific gravity 
Ketones 
pH 
Protein 
Blood 
Glucose 

Hepatitis B surface antigen (HBsAg) 
Lyme IgG/IgM Antibody Serology 
Rapid Plasma Reagin (RPR) 

a. Collected from all female subjects.  Serum HCG is collected at Screening and urine HCG is collected at the Baseline and Final/Termination visits. 
b. Basic hematology testing performed on instrumentation does not include band reporting.  When Hematology results reflex to a Manual Differential, if there is a band result 

over 5, it is reported. 
c. Microscopic urinalysis performed at Screening and at subsequent visits if dipstick UA is abnormal by the central laboratory. 
d. Serology for hepatitis B (HBsAg), Lyme IgG/IgM Antibody Serology and Rapid Plasma Reagin (RPR) are only drawn at Screening. 
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Urinalysis 

Urine samples will be obtained for urinalysis testing as noted in Table 2.  The central 
laboratory will perform the urine dipstick.  If the urinalysis results are abnormal by 
dipstick, a central laboratory will perform a microscopic analysis. 

Adverse Events 

Adverse events will be assessed at every study visit from Baseline through 
Final/Termination, and during the 70-day phone call or clinic visit (if applicable).  For 
those subjects who terminate the study early or do not rollover into the extension study, a 
phone call or routine clinic visit should occur 70 days after last dose of study medication 
to obtain follow up information on any ongoing or new AEs, unless the patient continues 
in the rollover study (M11-327).  Refer to Section 6.0 and Appendix F for additional 
information. 

Concomitant Medication 

All medication (prescription or over-the-counter, including vitamins and/or herbal 
supplements) use over the 30 days prior to the Screening visit through the end of the 
study must be recorded on the appropriate eCRF.  Any systemic or local therapy for 
uveitis since initial diagnosis (as determined through medical history records or through 
subject interview) prior to study entry will be recorded on the eCRF.  The following 
information on prior uveitis treatments should be captured: 

● For immunosuppressants other than systemic corticosteroids record the 
highest previously administered dose and the date range.   

● For prior systemic corticosteroids record the highest dose administered and 
the date range.  In addition, the date of the last uveitis flare and the dosage of 
corticosteroid treatment at the time of the flare must be recorded.  If the 
subject was completely off corticosteroids when the flare occurred, the date of 
the last dose of corticosteroid must be recorded.   

● For topical uveitis therapies record the highest previously administered dose 
and the date range.  The medication name should include the strength, if part 
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of the generic name (e.g., betamethasone phosphate 0.1%).  The dose should 
be recorded as number of drops. 

 
Contact the Abbott medical monitor identified in Section 6.6, if there are any questions 
regarding concomitant or prior therapy(ies). 

Each vaccine administered to the subject should be listed as a concomitant medication.  
Live vaccines may not be given concurrently while on study drug or for 70 days after the 
last dose of adalimumab. 

Concomitant use of nutritional supplements should be recorded as concomitant 
medications (description, volume, frequency). 

Subjects will be provided with a medication log (Appendix G) to record all medications 
the subject takes throughout the study.  Subjects must return this log for review at every 
study visit. 

Oral Prednisone Taper 

All subjects will receive a mandatory prednisone burst and taper schedule as indicated in 
Table 6.  The schedule mandates discontinuation of corticosteroid therapy by Study 
Week 15. 
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Table 6.  Study M10-877 Oral Prednisone Dosing and Taper Schedule 

All subjects entering the study will be placed on a dose of 60 mg per day at the Baseline 
Visit (Day 0). 

Study Week Prednisone Dose (mg/day) 

Week 0  60 

1 60 
2 50 
3 40 
4 30 
5 20 
6 15 
7 12.5 
8 10 
9 7.5 

10 5 
11 4 
12 3 
13 2 
14 1 
15 Discontinue prednisone 

 
While the subject is on prednisone, the Investigator must take the appropriate preventive 
measures for osteoporosis based on current local clinical guidelines, including but not 
limited to daily calcium and vitamin D supplements. 

Corticosteroid Eye Drop Taper 

The use of topical corticosteroids will be allowed at study entry, but subjects using this 
therapy will undergo a mandatory taper schedule as described in Table 7 regardless of the 
type of agent used.  Depending on the dose that the subject is on at study entry, the 
number of drops per day will have to be decreased weekly at the increments indicated in 
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Table 7.  The maximum duration of concomitant topical steroid use during the study is 
9 weeks. 

Table 7.  Topical Corticosteroid Tapering 

Dose (Number of Drops/Day) per Week 

12 

10 

8 

6 

5 

4 

3 

2 

1 

Discontinue Drops 
 
Randomization 

The subject will not be assigned a screening number for this study.  Subject numbers will 
be centrally assigned, by the Interactive Voice Response System (IVRS) or the 
Interactive Web Response System (IWRS), in consecutive order at each site at Screening.  
Each subject will be assigned a unique subject number. 

All Screening laboratory results must be reviewed, signed and dated by the Principal 
Investigator prior to the Baseline visit.  Subjects will not be enrolled into the study if 
laboratory or other Screening result abnormalities are deemed clinically significant by the 
Principal Investigator. 

Subjects will be randomized to receive either adalimumab 80 mg subcutaneous (SC) 
loading dose at the Baseline study visit followed a week later by 40 mg eow starting at 
Week 1 (Arm 1), or matching placebo (Arm 2) in a 1:1 ratio double-masked fashion to 
the treatment groups using baseline immunosuppressant usage as the stratification factor. 
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Dispense Study Drug 

Study drug will be administered to subjects by study site medical staff, by him/herself or 
by a designee (friend, family member or health care professional) throughout the study. 

Subjects or a designated family member or friend will be trained to administer study 
medication during the first visit or several times, if appropriate.  This training must be 
documented in the subject's source document. 

Subjects or a trained designated family member or friend or a Health Care Professional 
will administer the injections of the study medication in the subject's home or in the clinic 
during the weeks the subjects are not in the office for scheduled clinic visits. 

Subjects will maintain a log for all study medication administered outside of the study 
visit (i.e., at home).  The dosing records will be reviewed and verified for compliance at 
each clinic visit.  All relevant dosing information will be retained by study personnel.  
Additionally, any discernible departure from the protocol regarding study drug 
administration will be documented appropriately.  A sample of the Subject Medication 
Log is presented in Appendix G.  

For subjects that cannot/will not self-administer study drug or do not have adequate 
support (friend, family member) at home, administration will occur in the clinic.   

At all office visits, subjects should be observed after study drug administration until 
judged clinically stable by the study personnel.  If an anaphylactic reaction or other 
serious allergic reaction occurs, administration of study medication should be 
discontinued immediately and appropriate therapy initiated.  When dosing at home, 
subjects should be instructed to contact the site immediately with any signs or symptoms 
of a reaction. 

The dosing dates for all doses of study medication should be calculated from the Baseline 
visit date.  A ± 3 day window is allowable for scheduled study dosing dates for 
adalimumab/placebo.  For subjects that deviate from this adalimumab/placebo dosing 
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window, every effort should be made to bring the subject back to the original dosing 
schedule as soon as possible.  For situations where bringing the subject back on the 
original dosing schedule will cause the dose to be out of the ±3 day window, please 
contact the medical monitor for additional instructions. 

The subject must be instructed to return study drug at each clinic visit for the purpose of 
compliance assessment and drug accountability as detailed in Section 5.5.7. 

5.3.2 Drug Concentration Measurements 

Blood samples will be taken at the following timepoints: 

● Blood samples for the measurement of serum adalimumab concentrations will 
be taken at the Baseline visit, and then at Week 1, 8, 12, 27, 36, 52 and at the 
final/early termination visit.  Week 1 and Week 27 serum adalimumab 
concentrations should be drawn prior to study medication administration. 

● Blood samples for the measurement of serum ant-adalimumab antibody 
concentrations will be taken at the Baseline visit and Weeks 12, 27, 36, 52 and 
at the final/early termination visit.  Week 27 serum AAA concentration should 
be drawn prior to study medication administration. 

 
The time that each blood sample is collected will be recorded to the nearest minute and 
this information will be transcribed onto the central laboratory requisition sheet.  The 
central lab will provide supplies as well as instructions for sample collection, processing, 
storage and shipment. 

5.3.2.1 Collection of Samples for Analysis 

Collection of Samples for Adalimumab Analysis 

During this study, a maximum of 8 blood samples will be collected per subject for 
pharmacokinetic analysis.  The total number of pharmacokinetic adalimumab samples 
planned will be approximately 1,760 (8 samples × 220 subjects). 
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Collection of Samples for Anti-Adalimumab Antibody (AAA) Analysis 

During this study, a maximum of 6 blood samples will be collected per subject for AAA 
analysis.  The total number of pharmacokinetic anti-adalimumab antibody samples 
planned will be approximately 1320 (6 samples × 220 subjects). 

5.3.2.2 Handling/Processing of Samples 

The blood samples for adalimumab and AAA assay will be centrifuged within 60 minutes 
of collection to separate the serum.  The serum samples will be transferred using plastic 
pipettes into screw-capped polypropylene vials labeled with the study drug number, 
protocol number, subject number, and study week.  The serum samples will be frozen 
within 2 hours after collection and will remain frozen in a –20°C or colder freezer until 
shipped.  Sites that do not have access to a –20°C or colder freezer will need to ship the 
samples the day they are collected. 

Additional detailed instructions for the handling and processing of samples will be 
provided from the central laboratory. 

5.3.2.3 Disposition of Samples 

The frozen serum samples will be packed in dry ice (pellet form) sufficient to last 3 days 
during transport.  Samples will be shipped pursuant to instructions from the on-site CRA.  
An inventory of the samples will be included in the package for shipment. 

Arrangements will be made with the central lab for the transfer of samples. 

5.3.2.4 Measurement Methods 

Serum concentrations of adalimumab will be determined using a validated ELISA 
(enzyme-linked immunosorbent assay) method under the supervision of the Drug 
Analysis Department at Abbott.  Only serum samples that have adalimumab levels 
< 2.0 µg/mL will be selected for AAA concentration measurement. 
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Serum concentrations of AAA will be determined using a validated ELISA method under 
the supervision of the Drug Analysis Department at Abbott. 

5.3.3 Efficacy Variables 

5.3.3.1 Primary Variable 

The primary efficacy endpoint is the Time to Treatment Failure.  Treatment Failure is 
judged based on the lack of adequate clinical response or inability to maintain a response.   

Treatment Failure is defined in Table 8 below for Week 4, Week 8 and all other visits 
thereafter. 

Table 8.  Study M10-877 Treatment Failure Criteria by Study Visit 

Treatment Failure* 

Parameter Week 4 Visit Week 8 Visit 
All Other Visits After 

Week 8 

Chorioretinal and/or 
retinal vascular lesions 

New lesions relative to 
baseline 

New lesions relative to 
baseline 

New lesions relative to 
baseline 

OCT evidence of 
macular edema 

Presence of macular 
edema, same or worse than 

baseline 

Presence of macular 
edema** 

Presence of macular 
edema 

Anterior Chamber Cell 
grade (SUN Criteria) 

Same or worse than 
baseline, unless ≤ 0.5+ 

Inability to achieve 
≤ 0.5+ 

2-step increase relative 
to best state 
achieved*** 

Vitreous Haze grade 
(NEI/SUN criteria) 

Same or worse than 
baseline, unless ≤ 0.5+ 

Inability to achieve 
≤ 0.5+ 

2-step increase relative 
to best state 
achieved*** 

* At least 1 of the 4 criteria must be present in either eye. 
** Defined as within -10% of baseline value or higher for those with pre-existing ME at baseline or a value greater 

than the OCT machine-specific, pre-defined upper limit of normal for central retinal thickness for those without 
pre-existing ME at baseline. 

*** This is represented by a change of Grade 0 to Grade 2+; or Grade 0.5+ to Grade 3+. 
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5.3.3.2 Secondary Variables 

Secondary variables are: 

● NEI Visual Functioning Questionnaire (VFQ-25) 
● Best Corrected Visual Acuity (BCVA) 

 
5.3.3.3 Other Variables 

Other variables for which data will be collected and analyzed include:  

● Hospital Anxiety and Depression Scale (HADS) 
● Work Productivity and Activity Impairment, Questionnaire:  Specific Health 

Problem Questionnaire (WPAI-SHP) 
● EuroQol-5D Questionnaire (EQ-5D) 
● Health Resource Utilization Questionnaire (HRU) 

 
5.3.4 Safety Variables 

Safety will be assessed by adverse events, physical examination, vital signs and 
laboratory data during the entire study. 

5.3.5 Pharmacokinetic Variables 

In addition to characterizing adalimumab for serum adalimumab concentrations at each 
time of scheduled sampling, population pharmacokinetic model based analyses with the 
focus on estimating apparent clearance (CL/F) and apparent volume of distribution (V/F) 
of adalimumab will be performed with data from the M10-880 study as a separate report.  

The number and percentage of subjects who develop AAA will be determined. 
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5.4 Removal of Subjects from Therapy or Assessment 

5.4.1 Discontinuation of Individual Subjects 

A subject may withdraw from the study at any time.  The Investigator may discontinue 
any subject's participation for any reason, including an adverse event, safety concerns or 
failure to comply with the protocol. 

Subjects will be withdrawn from the study immediately and will not be eligible to enroll 
into M11-327, if any one of the following occurs: 

● Clinically significant abnormal laboratory results or adverse events, which 
rule out continuation of the study drug, as determined by the Investigator and 
the medical monitor. 

● The Investigator believes it is in the best interest of the subject. 
● The subject or subject's guardian requests withdrawal from the study. 
● Inclusion and exclusion criteria violation was noted after the subject started 

study drug, when continuation of study drug would place the subject at risk as 
determined by the Abbott medical monitor. 

● Introduction of prohibited medications or dosages when continuation of the 
study drug would place the subject at risk as determined by the medical 
monitor. 

● Subject becomes pregnant while on study medication. 
● Subject has known dysplasia of the gastrointestinal tract or is diagnosed with 

lupus like syndrome or a malignancy, except for localized non-melanoma skin 
cancer.  Discontinuation for carcinoma in-situ of the cervix is at the discretion 
of the Investigator. 

● Subject is significantly non-compliant with study procedures which would put 
the subject at risk for continued participation in the trial in consultation with 
the Abbott medical monitor and the Investigator. 

 
If, during the course of study drug administration, the subject prematurely discontinues 
study drug use, the procedures outlined for the Final/Termination Visit must be 
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completed within 14 days of the last dose of study drug, and preferably prior to the 
initiation of another therapy.  However, these procedures should not interfere with the 
initiation of any new treatments or therapeutic modalities that the Investigator feels are 
necessary to treat the subject's condition.  Following discontinuation of the study drug, 
the subject will be treated in accordance with the Investigator's best clinical judgment. 

All attempts must be made to determine the date of last dose and the primary reason for 
premature discontinuation.  The information will be recorded on the appropriate eCRF.  
Subjects who prematurely discontinue will not be replaced. 

A final phone call or clinic visit will be completed 70 days after the subject's last dose to 
determine the status of any ongoing AEs/SAEs or the occurrence of any new AEs/SAEs.  
The 70-day follow-up phone call or clinic visit will not be required for any subject that 
continues in the rollover study (M11-327). 

5.4.2 Discontinuation of Entire Study 

Abbott reserves the right to discontinue a site's participation in the study at any time and 
to remove all study materials.  Possible reasons for termination of the study at a site 
include, but are not limited to: 

● Safety concerns based on reported data 
● Unsatisfactory enrollment with respect to quantity or quality 
● Inaccurate or incomplete data collection 
● Falsification of records 
● Significant non-compliance with protocol requirements 
● Interim analyses will be performed when the 74th and 101st events of 

Treatment Failure have occurred at which point the study may be stopped 
early should pre-defined efficacy or futility boundaries be met 

 
Abbott may terminate this study prematurely, either in its entirety or at any study site, for 
reasonable cause provided that written notice is submitted in advance of the intended 
termination.  The Investigator may also terminate the study at their site for reasonable 
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cause, after providing written notice to Abbott in advance of the intended termination.  
Advance notice is not required by either party if the study is stopped due to safety 
concerns. 

5.5 Treatments 

5.5.1 Treatments Administered 

Double masked study drug will be provided as a sterile, preservative-free solution for 
injection contained in 1 mL pre-filled syringes containing adalimumab 40 mg/0.8 mL or 
matching placebo for adalimumab.  Drug will be subcutaneously administered as an 
80 mg loading dose at Baseline followed by 40 mg dose every other week at 
approximately the same time of day starting at Week 1. 

The open-label drug (prednisone) will be provided as 1 mg, 5 mg and 20 mg tablets.  
Prednisone will be provided in 100 count bottles or cartons of 100 blisters 
(10 blisters × 10 tablets each) and will be administered orally daily. 

5.5.2 Identity of Investigational Products 

The individual study drug information is presented in Table 9. 
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Table 9.  Identity of Investigational Products 

Drug 
Dosage 
Form Device Formulation Manufacturer 

Adalimumab Parenteral Pre-filled syringe  

40 mg/0.8 mL solution for injection 
Adalimumab/ Mannitol, Citric acid 
monohydrate, Sodium citrate, 
Disodium phosphate dihydrate, 
Sodium dihydrogen phosphate 
dihydrate, Sodium chloride, 
Polysorbate 80, Water for injections, 
Sodium hydroxide added as necessary 
to adjust pH 

Abbott 
Laboratories 

Placebo for 
adalimumab Parenteral Pre-filled syringe  

0.8 mL solution for injection 
Mannitol, Citric acid monohydrate, 
Sodium citrate, Disodium 
phosphate dihydrate, Sodium 
dihydrogen phosphate dihydrate, 
Sodium chloride, Polysorbate 80, 
Water for injections, Sodium 
hydroxide added as necessary to 
adjust pH 

Abbott 
Laboratories 

 
Table 10.  Identity of Prednisone 

Prednisone Oral N/A 1 mg, 5 mg  and 20 mg tablets 

US source:  
 

 
 

German source: 
 

 
5.5.2.1 Packaging and Labeling 

Adalimumab 40 mg/0.8 mL or Placebo for Adalimumab 0.8 mL, pre-filled syringes 

Subject cartons will contain either 2 pre-filled syringes of adalimumab 40 mg/0.8 mL or 
2 pre-filled syringes of placebo for adalimumab.  The type and amount of kits dispensed 
will be managed by the IVR/IWR system.  Minimally, the following information will 
appear on either the syringe and/or carton labels: 
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● Caution statement(s) 
● Sponsor identification 
● Protocol number 
● Drug identification 
● Quantity of contents 
● Storage conditions 
● Dosing instructions 
● Kit number 
● Route of administration 
● Excipients (as required) 
● Blank spaces to write the subject's identification number, and date dispensed 

(as required) 
● Finishing lot number 
● Expiry date (as required) 

 
Each drug will be labeled as required per country requirements.  Labels must remain 
affixed to study drug as applicable. 

Prednisone 1 mg, 5 mg and 20 mg tablets 

Subjects will receive either bottles or blister cartons containing prednisone tablets 
depending on where the material is sourced from.  Each bottle/blister carton will contain 
either 100 tablets of 1 mg, 100 tablets of 5 mg prednisone or 100 tablets of 20 mg 
prednisone.  The type and amount of kits dispensed will be managed by the IVR/IWR 
system.  Minimally, the following information will appear on either the blister or bottle 
and/or carton labels: 

● Caution statement(s) 
● Sponsor identification 
● Protocol number 
● Drug identification 
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● Quantity of contents 
● Storage conditions 
● Dosing instructions 
● Kit number 
● Route of administration (as required) 
● Excipients (as required) 
● Blank spaces to write the subject's identification number and date dispensed 

(as required) 
● Finishing lot number 
● Expiry date (as required) 

 
All labels must remain affixed to study medication at all times, and should never be 
removed for any reason. 

5.5.2.2 Storage and Disposition of Study Drugs 

Adalimumab/placebo pre-filled syringes are to be stored protected from light at 2° to 
8°C/36° to 46°F.  Study drug must not be frozen at anytime.  A storage temperature log 
is to be maintained to document proper storage conditions.  The refrigerator temperature 
must be recorded each business day.  Malfunctions or any temperature excursion must be 
reported to Abbott immediately.  Study medication should be quarantined and not 
dispensed until Abbott Global Product Research and Development (GPRD) or Abbott 
Temperature Excursion Management System (ATEMS) deems the medication as 
acceptable. 

Label storage conditions for prednisone sourced for use in the US and Canada will be 
between 15° to 25°C (59° to 77°F).  Prednisone should be protected from moisture. 

Label storage conditions for prednisone sourced for use in Austria, Belgium, Czech 
Republic, Denmark, France, Germany, Israel, Italy, Netherlands, Portugal, Spain, and 
United Kingdom will be between 15° to 25°C (59° to 77°F). 
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Label storage conditions for prednisone sourced for use in Australia will be stored below 
25°C (77°F). 

All clinical supplies must be stored and locked in a secure place until they are dispensed 
for subject use or are returned to Abbott Laboratories. 

Investigational products are for investigational use only and are to be used only within 
the context of this study.  The clinical supplies for this study must be maintained under 
adequate security and stored under conditions specified on the label. 

5.5.3 Method of Assigning Subjects to Treatment Groups 

All subjects will be assigned a unique identification number by the IVRS/IWRS at the 
screening study visit.  Subjects who meet the inclusion and exclusion criteria in 
Section 5.2.1 and Section 5.2.2 will proceed to enter the study.  All subjects who enter 
the study will be centrally randomized at Baseline in a 1:1 ratio double-masked fashion to 
the treatment groups using baseline immunosuppressant usage as the stratification factor 
using the IVRS/IWRS which will assign a randomization number and a treatment group 
according to the randomization scheme generated by Abbott before the start of the study.  
The treatment group assignment will be maintained by the IVRS/IWRS and not provided 
to the site, as the subject will be referred to by the subject number assigned at Screening.  
The sites will be provided with appropriate kit number(s) for drug-dispensing purpose for 
each subject by the IVRS/IWRS.  Before the study is initiated, the telephone number and 
call-in directions for the IVRS/IWRS will be provided to each site.  Study drug will be 
administered at the study visits summarized in Table 2. 

5.5.4 Selection and Timing of Dose for Each Subject 

Each subject will be randomized to one of the two arms described in Section 5.1.  If a 
subject should forget to administer the injection of study medication on their regularly 
scheduled dosing date, they should take the forgotten injection as soon as they remember 
the dose was missed up to the day of their next scheduled dose.  The subject should not 
administer two doses on the same day except for the first dose at the Baseline visit. 
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In the event the incorrect dose is taken or a dose is missed, the subject should be 
instructed to contact the site to determine how to proceed with dosing.  The subject must 
record all dosing information on the Subject Dosing Sheet (Appendix H).  

Doses not administered (e.g., not taken before next dose is scheduled), should be 
recorded as not taken in the source.  The extra dose should be returned to the study site 
full.  The subject should resume their regular dosing schedule based on the first dosing 
date at Baseline. 

5.5.5 Masking 

Abbott Laboratories personnel with direct oversight of the conduct and management of 
the trial (with the exception of Abbott Laboratories' Drug Supply Management Team), 
the Investigator, study site personnel and the subject will remain masked to each subject's 
treatment throughout the masked period of the study.  The IVRS/IWRS will provide 
access to masked subject treatment information in the case of a medical emergency.   

5.5.5.1 Unmasking of Investigational Product 

In the event of a medical emergency, in which the Investigator believes that knowledge 
of study drug treatment is required, every effort must be made to contact the Abbott 
medical monitor listed in Section 6.6 prior to contacting the IVRS/IWRS for treatment 
unmasking.  The date and the reason the treatment was unmasked must be conveyed to 
Abbott and recorded in the source document and on the appropriate eCRF.  In the event 
the Abbott Clinical Project Team should unmask the treatment, the reason will be 
documented in a note to study file, in the source document and on the appropriate eCRF. 

5.5.5.2 Masking of Data for Independent Data Monitoring 
Committee (IDMC) 

The objective of the IDMC will be to independently monitor and assess data from 
Studies M10-877 (active uveitis), M10-880 (inactive uveitis) and M11-327 (open-label 
long-term extension).  The IDMC will be in effect until the end of both Study M10-877 
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and Study M10-880.  At each committee meeting, the IDMC will undertake a 
comprehensive review and assessment of the cumulative safety data.  They will also 
assess efficacy and futility on the primary endpoint at the pre-defined interim analyses 
timepoints. 

The IDMC will meet every 6 months or at a frequency determined by the IDMC and 
render their recommendation for either the termination or continuation of the study or an 
amendment to the study. 

Each interim efficacy analysis will be conducted under the direction of the IDMC.  The 
statistical interim analysis will be conducted by a statistics vendor external to Abbott in 
order for the sponsor to remain masked to the interim results of the study.  The purpose of 
the interim analyses will be to evaluate whether pre-defined efficacy and futility 
boundaries have been met at the specified required number of Treatment Failure events.  
A first interim analysis is planned at 74 events.  A second interim analysis is planned at 
101 events.  The final analysis is planned at a total of 128 events.  Depending upon the 
observed pooled Treatment Failure rate prior to the first interim analysis, the second 
interim analysis may be waived. 

The purpose of the interim analyses will be to allow early termination of the study if the 
effect size has been significantly underestimated and the study has already demonstrated 
substantial efficacy without the requirement to observe 128 events.  Alternatively, the 
interim analyses allow the study to be stopped early for futility if it is determined that the 
study cannot meet its intended outcome.   

5.5.6 Treatment Compliance 

The Investigator or his/her designated representatives will dispense study drug only for 
use by subjects enrolled in the study in accordance with the protocol.  The study drug 
must not be used for reasons other than that described in the protocol. 

The subject or their qualified designee will administer all doses of study drug when not at 
the site.  Appropriate site staff will supervise the subject's administration of the study 
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drug at the baseline office study visit to ensure proper injection technique.  In order to 
document compliance with the treatment regimen, the subject will be given a subject 
dosing sheet (Appendix H) to record all injection dates and times.  Compliance 
information will be documented on the appropriate eCRF.  Subjects will be counseled on 
missed doses of medication.  If the subject does not return the dosing sheet, IP boxes and 
sharp containers (when applicable), the site should question the subject and obtain as 
much information as possible as to the dosing of the study drug. 

The information should be documented on the source documents as per "best 
recollection" and when possible, reverified when the dosing sheet is returned before 
completing on the applicable eCRF page. 

5.5.7 Drug Accountability 

The Investigator or designee will verify that study drug supplies are received intact, at the 
appropriate temperature, and in the correct amounts from the drug depot.  This will be 
accomplished by documenting the condition of the shipment, verifying the kit numbers in 
the package against the Proof of Receipt (POR) or similar document included with each 
drug shipment, and documenting this verification by signing and dating the POR or 
similar document.  The original POR Note or similar document will be kept in the site 
files as a record of what was received.  

In addition, an interactive web response system (IWRS) will be used to document 
Investigational Product Accountability including but not limited to date received, the lot 
number, kit number(s), date dispensed, subject number and the identification with date of 
person dispensing the drug.  

All empty pre-filled syringe cartons and used pre-filled syringes will be inventoried by 
the site and verified by the CRA.  Each subject will be given their own sharps disposal 
container to store used pre-filled syringes.  Empty IP boxes and Sharps containers should 
be returned by the subject at each visit for accountability and compliance purposes and 
new containers issued as necessary.  Empty boxes and returned Sharps containers will be 
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retained (unless prohibited by local law) until the CRA is on site to confirm the returned 
medication.  CRAs and site staff will complete study medication accountability via study 
medication logs, source documents, subject dosing sheets, empty IP boxes and by 
visually inspecting the syringes in the Sharps container whenever possible.  Used Sharps 
containers should never be opened.  Once the CRA has verified drug accountability at the 
site, the site staff and CRA will document that the used pre-filled syringes have been 
destroyed, using appropriate biohazard precautions, when appropriate.  A copy of the 
destruction methodology should be maintained at the site's facility.  Unused medication 
will be returned by the CRA after drug accountability has been completed at the site. 

Subjects will be instructed to return their bottles of prednisone.  The site staff will verify 
the information on the dosing diary against the tablets returned and clarify any 
discrepancies with the subject before the visit is over.  An overall accountability of the 
study drug will be performed and verified by the Clinical Research Associate (CRA) 
throughout the study and at the site closeout visit. 

The Investigator agrees not to supply study medication to any persons not enrolled in the 
study or not named as a subinvestigator. 

5.6 Discussion and Justification of Study Design 

5.6.1 Discussion of Study Design and Choice of Control Groups 

This study is designed to compare the time to Treatment Failure between adalimumab 
and placebo in subjects with active non-infectious intermediate-, posterior- or pan-uveitis 
despite systemic corticosteroid therapy. 

The principle behind the choice of study populations and the approach to this study 
design is based on the expert panel recommendation of using immunosuppressive therapy 
when chronic suppression of disease activity requires more than 10 mg/day of 
prednisone.5 
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The objective will be to determine whether adalimumab is effective in controlling uveitis 
while tapering off systemic corticosteroids.  Subjects will be allowed to continue at least 
one other immunosuppressant.  Since there are no globally approved therapies in the 
treatment of uveitis, placebo is the most appropriate control group to measure the 
effectiveness of adalimumab to control the patient's disease in this setting. 

5.6.2 Appropriateness of Measurements 

Standard statistical, clinical, and laboratory procedures will be utilized in this study.  All 
efficacy measurements in this study are standard for assessing disease activity in subjects 
with uveitis.  All clinical and laboratory procedures in this study are standard and 
generally accepted. 

5.6.3 Suitability of Subject Population 

Subjects enrolled into this study will have active disease despite at least 2 weeks of 
prednisone ≥ 10 mg/day (or equivalent).  Subjects are candidates for systemic 
immunosuppressive therapy to allow reduction and/or discontinuation of corticosteroid 
therapy. 

5.6.4 Selection of Doses in the Study 

Adalimumab is approved in RA, PsA, AS, CD, and Ps at a maintenance dose of 
40 mg eow and has been selected as the dose to test in uveitis.  In total, adalimumab has 
now been tested in clinical studies in over 22,000 subjects representing more than 
41,000 patient years of which more than 90% of subjects were dosed with 40 mg eow at 
any given time.   

Similar to the approach to dosing of adalimumab in psoriasis, a loading dose of 80 mg at 
Baseline is being proposed to decrease the time to steady state and increase the rapidity 
of effect in uveitis subjects. 
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6.0 Adverse Events 

The Investigator will monitor each subject for clinical and laboratory evidence of adverse 
events on a routine basis throughout the study.  The Investigator will assess and record 
any adverse event in detail including the date of onset, event diagnosis (if known) or 
sign/symptom, severity, time course, duration and outcome, relationship of the adverse 
event to study drug and prednisone and any action(s) taken.  For serious adverse events, 
if the Investigator's opinion of possibly, probably not, or not related to study drug and 
prednisone is given, another cause of event must be provided by the Investigator for the 
adverse event.  For adverse events to be considered intermittent, the events must be of 
similar nature and severity.  Adverse events, whether in response to a query, observed by 
site personnel, or reported spontaneously by the subject will be recorded. 

All adverse events will be followed to a satisfactory conclusion. 

6.1 Definitions 

6.1.1 Adverse Event 

An adverse event (AE) is defined as any untoward medical occurrence in a patient or 
clinical investigation subject administered a pharmaceutical product and which does not 
necessarily have a causal relationship with this treatment.  An adverse event can therefore 
be any unfavorable and unintended sign (including an abnormal laboratory finding), 
symptom, or disease temporally associated with the use of a medicinal (investigational) 
product, whether or not the event is considered causally related to the use of the product. 

Such an event can result from use of the drug as stipulated in the protocol or labeling, as 
well as from accidental or intentional overdose, drug abuse, or drug withdrawal.  Any 
worsening of a pre-existing condition or illness is considered an adverse event.  
Laboratory abnormalities and changes in vital signs are considered to be adverse events 
only if they result in discontinuation from the study, necessitate therapeutic medical 
intervention, (meets protocol specific criteria [refer to Section 6.8 regarding toxicity 
management]) and/or if the Investigator considers them to be adverse events. 
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An elective surgery/procedure scheduled to occur during a study will not be considered 
an adverse event if the surgery/procedure is being performed for a pre-existing condition 
and the surgery/procedure has been pre-planned prior to study entry.  However, if the 
pre-existing condition deteriorates unexpectedly during the study (e.g., surgery performed 
earlier than planned), then, the deterioration of the condition for which the elective 
surgery/procedure is being done will be considered an adverse event. 
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6.1.2 Serious Adverse Events 

If an adverse event meets any of the following criteria, it is to be reported to Abbott as a 
serious adverse event (SAE) within 24 hours of the site being made aware of the serious 
adverse event. 

Death of Subject An event that results in the death of a subject. 

Life-Threatening An event that, in the opinion of the Investigator, would have 
resulted in immediate fatality if medical intervention had not 
been taken.  This does not include an event that would have 
been fatal if it had occurred in a more severe form. 

Hospitalization or 
Prolongation of 
Hospitalization 

An event that results in an admission to the hospital for any 
length of time or prolongs the subject's hospital stay.  This 
does not include an emergency room visit or admission to an 
outpatient facility. 

Congenital Anomaly An anomaly detected at or after birth, or any anomaly that 
results in fetal loss. 

Persistent or 
Significant 
Disability/Incapacity 

An event that results in a condition that substantially 
interferes with the activities of daily living of a study subject.  
Disability is not intended to include experiences of relatively 
minor medical significance such as headache, nausea, 
vomiting, diarrhea, influenza, and accidental trauma 
(e.g., sprained ankle). 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 82 

Important Medical 
Event Requiring 
Medical or Surgical 
Intervention to 
Prevent Serious 
Outcome 

An important medical event that may not be immediately 
life-threatening or result in death or hospitalization, but 
based on medical judgment may jeopardize the subject and 
may require medical or surgical intervention to prevent any 
of the outcomes listed above (i.e., death of subject, 
life-threatening, hospitalization, prolongation of 
hospitalization, congenital anomaly, or persistent or 
significant disability/incapacity).  Examples of such events 
include allergic bronchospasm requiring intensive treatment 
in an emergency room or at home, blood dyscrasias or 
convulsions that do not result in inpatient hospitalization, or 
the development of drug dependency or drug abuse. 

Spontaneous Abortion Miscarriage experienced by study subject. 

Elective Abortion Elective abortion performed on study subject. 

 
6.2 Adverse Event Severity 

The Investigator will use the following definitions to rate the severity of each adverse 
event: 

Mild The adverse event is transient and easily tolerated by the subject. 

Moderate The adverse event causes the subject discomfort and interrupts 
the subject's usual activities. 

Severe The adverse event causes considerable interference with the 
subject's usual activities and may be incapacitating or 
life-threatening. 
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6.3 Relationship to Study Drug 

The Investigator will use the following definitions to assess the relationship of the 
adverse event to the use of study drug and prednisone: 

Probably Related An adverse event has a strong temporal relationship to study 
drug or recurs on re-challenge and an Other cause of event is 
unlikely or significantly less likely. 

Possibly Related An adverse event has a strong temporal relationship to the study 
drug and an Other cause of event is equally or less likely 
compared to the potential relationship to study drug. 

Probably Not 
Related 

An adverse event has little or no temporal relationship to the 
study drug and/or a more likely Other cause of event exists. 

Not Related An adverse event is due to an underlying or concurrent illness or 
effect of another drug and is not related to the study drug 
(e.g., has no temporal relationship to study drug or has a much 
more likely Other cause of event). 

For causality assessments, events meeting the categories of probably or possibly will be 
considered "associated."  Events that are probably not or not related will be considered 
"not associated."  In addition, when the Investigator has not reported a causality or 
deemed it not assessable, Abbott will consider the event associated. 

If an Investigator's opinion of possibly, probably not, or not related to study drug is 
given, an 'Other' cause of event must be provided by the Investigator for the serious 
adverse event. 

Since prednisone is considered an investigational product in one or more participating 
countries in this study, causality assessments will be required for both adalimumab and 
prednisone in order to meet global regulatory reporting obligations. 
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6.4 Uveitis-Related Events 

The following events are known complications related to the condition being treated and 
will be classified as uveitis-related events.  These events will be analyzed separately from 
other adverse events in the final study report.  They will be considered expected for 
purposes of global regulatory reporting.  Since unmasking of such events may 
compromise the integrity of the clinical investigation, cases due to the following events 
will only be unmasked when meeting the conditions of Section 5.5.5.1.  

If a uveitis-related event is subsequently determined to not meet the criteria for a 
uveitis-related event, standard adverse event reporting procedures will apply with the date 
of notification considered to be the date that a uveitis-related event has been ruled out. 

● Loss of transparency of the cornea 
● Band keratopathy 
● Synechiae 
● Cataracts 
● Glaucoma/increased intraocular pressure 
● Vitreous hemorrhage 
● Macular edema 
● Retinal detachment 
● Epiretinal membrane 
● Vitreo-macular traction 
● Retinal ischemia 
● Vision loss 

 
6.5 Adverse Event Collection Period 

All adverse events reported from the time of study drug administration until 70 days, 
following discontinuation of study drug administration have elapsed or until the subject 
rolled over into the extension Study M11-327 will be collected, whether solicited or 
spontaneously reported by the subject.  In addition, serious adverse events will be 
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collected from the time the subject signs the study-specific informed consent.  Adverse 
event information will be collected and recorded on the appropriate eCRFs.  In the event 
of a death, the date and reason for death should be collected. 

Subjects will be contacted approximately 70 days following study drug discontinuation 
for an assessment of any new or ongoing AEs, except those subjects that continue in to 
M11-327.   

There may be instances where a 70-day follow-up phone call or clinic visit occurs after 
the locking of the clinical database.  In this situation, any adverse events reported to 
Abbott from this 70-day follow-up phone call or clinic visit will be evaluated for 
inclusion in the clinical database.  All SAEs or Adverse Events of Special Interest, as 
defined by Abbott, reported during the 70-day follow-up phone call or clinic visit must be 
captured in the clinical database. 

Adverse event information will be collected as shown in Figure 2. 

Figure 2.  Adverse Event Collection 

 SAEs  
SAEs and Non-Serious AEs 

Elicited and/or Spontaneously Reported 
|  |  |  | 

Consent 
Signed 

 Study 
Drug 
Start 

 Study 
Drug 

Stopped 

 70 Days After 
Study Drug 
Stopped* 

* Except for subjects who rollover into the extension study M11-327 
 
6.6 Adverse Event Reporting 

In the event of a serious adverse event, whether related to study drug or not, the 
Investigator will notify the Immunology Safety Team within 24 hours of the site being 
made aware of the serious adverse event (SAE) by entering the SAE data into the 
electronic data capture (EDC) system .  Serious adverse events that 
occur prior to the site having access to the  system must be faxed to the 
Immunology Safety Team within 24 hours of site awareness. 
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FAX to:  +1  
 
For serious adverse event concerns, contact the Immunology Safety Team at: 
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For any subject safety concerns, please contact the medical monitor listed below: 

United States and Canada: 

 
 

 
 

 
 

 
   

  

 

European Countries, Israel and Australia: 
 

 

 
 

 

 

Japan: 
 

 
 

 
 

  
 

 
 

  

 

 

 
In the EU, the sponsor will be responsible for Suspected Unexpected Serious Adverse 
Reactions (SUSAR) reporting for the Investigational Medicinal Product (IMP) in 
accordance with Directive 2001/20/EC.  The safety reference material used for SUSAR 
reporting for adalimumab will be the most current version of the Investigator's Brochure. 

6.7 Pregnancy 

Pregnancy in a study subject must be reported to the Abbott Safety Team within 
1 working day of the site becoming aware of the pregnancy.  Subjects who become 
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pregnant during the study must be discontinued (Section 5.4.1).  Pregnancies will be 
collected from the date of the first dose through 150 days following the last dose of study 
medication.   

Information regarding a pregnancy occurrence in a study subject and the outcome of the 
pregnancy will be collected.  Upon notification of a pregnancy, Abbott will forward a 
form to the site for the Investigator to complete and send back to Abbott.  A second form 
will also be sent approximately nine months from the date of notification to collect 
information on the outcome of the pregnancy.  This form will also need to be completed 
and sent back to Abbott. 

To monitor outcomes of pregnant women exposed to adalimumab, a pregnancy registry 
has been established for the United States, Puerto Rico and Canada.  Investigators are 
encouraged to register subjects by calling  and/or provide this 
information to the subject. 

Pregnancy in a study subject is not considered an AE.  However the medical outcome of 
an elective or spontaneous abortion, stillbirth or congenital anomaly is considered a SAE 
and must be reported to Abbott within 24 hours of the site becoming aware of the event. 

6.8 Toxicity Management 

For the purpose of medical management, all adverse events and laboratory abnormalities 
that occur during the study must be evaluated by the Investigator.  Subjects who develop 
a new infection while receiving masked study drug should be monitored closely.  
Administration of study injections should be interrupted if a subject develops an infection 
requiring IV anti-infective treatment or if an infection meets the definition of "serious" 
(refer to Section 6.1.2 for definitions).  Study medication may be restarted once the 
physician determines that the infection has been successfully treated.  Otherwise 
prohibited concomitant medications may be given if medically necessary.  Prior to use, 
every attempt should be made to contact the Abbott Study Physician for direction on 
re-introduction of study drug after prohibited medication administration. 
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If the subject must undergo elective surgery, the study injections must be interrupted 
2 weeks prior to the surgery.  If the subject must undergo emergency surgery, the study 
injections must be interrupted at the time of the surgery.  The injectable study medication 
can recommence at least 2 weeks after surgery once the physician has examined the 
surgical site and determined that it has healed and there is no sign of infection. 

If the subject is still on oral prednisone at time of elective or emergency surgery, the 
Investigator will determine, based on his/her clinical assessment, whether or not the 
subject should discontinue prednisone or if any other changes to corticosteroid therapy 
are warranted. 

7.0 Protocol Deviations 

The Investigator should not implement any deviation from the protocol without prior 
review and agreement by the Sponsor and in accordance with the Independent Ethics 
Committee (IEC)/Independent Review Board (IRB) and local regulations, except when 
necessary to eliminate an immediate hazard to study subjects.  When a deviation from the 
protocol is deemed necessary for an individual subject, the Investigator must contact the 
Abbott medical monitor listed in Section 1.0. 

For purposes of this protocol, reportable deviations are defined as: 

● Subject entered into the study even though they did not satisfy entry criteria 
● Subject who developed withdrawal criteria during the study and was not 

withdrawn 
● Subject who received wrong treatment or incorrect dose 
● Subject who received excluded concomitant treatment 

 
Such contact must be made as soon as possible to permit a review by Abbott to determine 
the impact of the deviation on the subject and/or the study.  Any significant protocol 
deviations affecting subject eligibility and/or safety must be reviewed and/or approved by 
the IEC/IRB and regulatory authorities, as applicable, prior to implementation. 
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8.0 Statistical Methods and Determination of Sample 
Size 

The primary objectives of the statistical analyses are to evaluate the efficacy and safety of 
adalimumab 80 mg loading dose followed by 40 mg given eow subcutaneously (SC) 
starting at Week 1 compared with placebo in subjects with active non-infectious 
intermediate-, posterior-, or pan-uveitis.  The following statistical analysis will be 
restricted to subjects recruited outside Japan.  Efficacy analysis will be performed in the 
Intent to Treat (ITT) set.  The safety analysis will be conducted in the Safety set. 

The analysis strategy described below will be supplemented by a detailed statistical 
analysis plan (SAP) which will be completed prior to database lock and unmasking.  

8.1.1 Analysis Population 

The ITT set includes all subjects who were randomized.  The safety set consists of all 
subjects who received at least one dose of study medication. 

No per protocol analysis will be done. 

8.1.2 Planned Methods of Statistical Analysis 

The statistical test for the primary endpoint will be performed at a one-sided significance 
level of 0.025.  All other statistical tests will be two-sided at a significance level of 0.05.  
All P values will be rounded to three decimal places.  Descriptive statistics will be 
provided.  These include the number of observations, means, standard deviation, 
minimum, first quartile, median, third quartile, and maximum for continuous variables; 
and counts and percentages for discrete variables.  The analyses will be performed using 
SAS (SAS Institute Inc., Cary, NC, USA). 

8.1.3 Analysis of Demographics and Baseline Characteristics 

Demographics and Baseline characteristics of the study subjects will be summarized for 
each treatment group using descriptive statistics.  Statistical tests will be performed to 
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assess the comparability of the treatment groups assigned by randomization.  Continuous 
variables will be analyzed using analysis of variance (ANOVA) and discrete variables 
will be analyzed using chi-square test. 

8.1.4 Analysis of Efficacy 

Efficacy variables will be summarized in each treatment group using descriptive 
statistics.  For the primary endpoint Kaplan-Meier estimates will be calculated and a 
Kaplan-Meier curve will be plotted. 

The primary efficacy endpoint is the time to Treatment Failure and will be compared 
between the adalimumab group and the placebo group using a group sequential log-rank 
test with two interim analyses at a one-sided overall significance level of 2.5%.  O'Brien, 
Fleming boundaries will be used for the alpha spending function and the gamma family 
with gamma = –5 will be used for defining non-binding futility boundaries. 

Treatment Failures will be counted as events.  Dropouts due to other reasons than 
Treatment Failure will be considered as censored observations at the time of dropping 
out.   

In a sensitivity analysis, the Time to Treatment Failure will be compared between the 
treatment groups in a proportional hazards model with treatment and baseline 
immunosuppressant usage as factors.  Further sensitivity analyses for the primary 
endpoint will be specified in the SAP prior to database lock. 

Secondary and other efficacy endpoints will be compared between treatment groups 
using ANOVA except for HRU data which will be analyzed using Poisson regression.  
Missing values will be imputed by last observation carried forward.  In a sensitivity 
analysis, secondary and other endpoints will be analyzed as observed. 

8.1.5 Analysis of Safety 

Treatment-emergent adverse events (AEs) will be summarized by treatment group using 
descriptive statistics.  Treatment-emergent AEs are defined as events with an onset date 
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on or after the first study drug administration until 70 days following the last study drug 
administration or until rollover into the extension Study M11-327.  Serious adverse 
events with onset after informed consent but before the first study drug administration 
will be considered as pretreatment SAEs and reported separately.  In case of increasing 
severity of an existing AE, the worsening will be considered as a new AE with a new 
onset date. 

AEs will be tabulated by system organ class and preferred term whereby the most current 
implemented MedDRA dictionary will be used.  Also, summaries by severity and 
relationship to study drug will be done.  Certain AEs, like serious or severe, leading to 
premature withdrawal, will be listed and described in detail.  AEs of special interest for 
treatment with biologics will be defined in the SAP and analyzed separately.  In addition 
to the descriptive statistics provided, Fisher's exact test will be used for comparisons 
between treatment groups. 

Other safety variables like laboratory data and vital signs will be described by descriptive 
statistics as mentioned before.  In addition, shift tables and listings will be provided for 
abnormal values whereby the normal range of the analyzing laboratory will be used. 

8.1.6 Interim Analyses 

The purpose of the interim analyses will be to allow early termination of the study if the 
effect size has been significantly underestimated and the study has already demonstrated 
substantial efficacy without the requirement to observe 128 events.  Alternatively, the 
interim analyses allow the study to be stopped early for futility if it is determined that the 
study cannot meet its intended outcome. 

A first interim analysis is planned at 74 events at a nominal significance level of 
α = 0.0032 with a non-binding futility stop at P ≥ 0.4063.  A second interim analysis is 
planned at 101 events at a nominal significance level of α = 0.0106 with a non-binding 
futility stop at P ≥ 0.1421.  The final analysis is planned at a total of 128 events at a 
nominal significance level of α = 0.0213.  Because the boundaries for the alpha spending 
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function correspond to O'Brien Fleming boundaries and the non-binding futility 
boundaries are derived from a gamma family with gamma = –5, the overall one-sided 
significance level of 0.025 is kept. 

The group sequential design may be changed by deleting the second interim analysis 
prior to the first interim analysis if the observed pooled event rate over time shows that 
the events occur faster than predicted.  If the second interim analysis is deleted prior to 
conducting the first interim analysis, the study will be analyzed using a group-sequential 
log-rank test with one interim analysis at a one-sided overall significance level of 2.5%.  
Using O'Brien, Fleming boundaries for the alpha spending function and the gamma 
family with gamma = –5 for defining the non-binding futility boundary leads to a 
nominal significance level of α = 0.0036 with a non-binding futility stop at P ≥ 0.3946 at 
the first interim analysis after 74 events.  The final analysis would then be planned at a 
total of 128 events at a nominal significance level of α = 0.0213. 

8.2 Determination of Sample Size 

The placebo Treatment Failure rate at 6 months is assumed to be 60% and the 
adalimumab Treatment Failure rate at 6 months is assumed as 40%. 

For conservative purposes, it is assumed that failures will begin to occur after 2 months 
of study duration as the prednisone taper reaches lower doses.  In addition, a pooled 
dropout rate of 35% over 12 months has been assumed. 

Using these failure rate assumptions for a group sequential log-rank test and a one-sided 
overall significance level of 2.5%, a total of 128 events are needed for the final analysis.  
The assumptions also include the following: 

● a power of 90%, 
● two interim analyses after 74 and 101 events, 
● an alpha spending function using O'Brien, Fleming boundaries,  
● non-binding futility stops based on a beta spending function using the gamma 

family with gamma = –5, 
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● an average accrual rate of 10 subjects per month in the first 4 months and 
25 subjects per month thereafter. 

 
A series of calculations with different sample sizes performed using East5, 
Version 5.2.0.0 were undertaken utilizing the event rate, recruitment rate, and drop-out 
rate assumptions given above.  A sample size of 220 (110 per group) allows all subjects 
at least 5 months of study duration before the predicted 128th event occurs and the study 
ends. 

8.3 Randomization Methods 

An IVRS/IWRS will be used to determine the randomization of subjects.  Detailed 
instructions for using the IVRS/IWRS will be provided to the site personnel. 

Subjects who are eligible based on inclusion and exclusion criteria and have had all 
pre-randomization procedures performed will be randomized in 1:1 double-masked 
fashion to the treatment groups using baseline immunosuppressant usage as the 
stratification factor.  Randomization will not be stratified by site due to the small 
expected number of subjects per site.  The randomization schedule will be prepared by 
the Statistics Department of Abbott GmbH & Co. KG, Ludwigshafen and provided to 
drug supply for adequate packaging.  Randomization will be done using an adequate 
block size. 

9.0 Ethics 

9.1 Independent Ethics Committee (IEC) or Institutional Review 
Board (IRB) 

Good Clinical Practice (GCP) requires that the clinical protocol, any protocol 
amendments, the Investigator's Brochure, the informed consent and all other forms of 
subject information related to the study (e.g., advertisements used to recruit subjects) and 
any other necessary documents be reviewed by an IEC/IRB.  The IEC/IRB will review 
the ethical, scientific and medical appropriateness of the study before it is conducted.  
IEC/IRB approval of the protocol, informed consent and subject information and/or 
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advertising, as relevant, will be obtained prior to the authorization of drug shipment to a 
study site. 

Any amendments to the protocol will require IEC/IRB approval prior to implementation 
of any changes made to the study design.  The Investigator will be required to submit, 
maintain and archive study essential documents according to ICH GCP. 

Any serious adverse events that meet the reporting criteria, as dictated by local 
regulations, will be reported to both responsible Ethics Committees and Regulatory 
Agencies, as required by local regulations.  During the conduct of the study, the 
Investigator should promptly provide written reports (e.g., ICH Expedited Reports, and 
any additional reports required by local regulations) to the IEC/IRB of any changes that 
affect the conduct of the study and/or increase the risk to subjects.  Written 
documentation of the submission to the IEC/IRB should also be provided to Abbott. 

9.2 Ethical Conduct of the Study 

The study will be conducted in accordance with the protocol, ICH guidelines, applicable 
regulations and guidelines governing clinical study conduct and the ethical principles that 
have their origin in the Declaration of Helsinki, and all applicable local regulations.  
Responsibilities of the clinical Investigator are specified in Appendix A. 

9.3 Subject Information and Consent 

The Investigator or his/her representative will explain the nature of the study to the 
subject, and answer all questions regarding this study.  Prior to any study-related 
screening procedures being performed on the subject, the informed consent statement will 
be reviewed and signed and dated by the subject, the person who administered the 
informed consent, and any other signatories according to local requirements.  A copy of 
the informed consent form will be given to the subject and the original will be placed in 
the subject's medical record.  An entry must also be made in the subject's dated source 
documents to confirm that informed consent was obtained prior to any study-related 
procedures and that the subject received a signed copy. 
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For subjects that complete or terminate early from the study, but are within the 70-day 
follow-up window:  if an updated informed consent form is approved these subjects will 
not be required to return to the study site for the purposes of signing the updated 
informed consent form, provided the subject is contacted regarding the changes and there 
is documentation of the contact in the subject's source documents. 

10.0 Source Documents and Case Report Form 
Completion 

10.1 Source Documents 

Source documents are defined as original documents, data and records.  This may include 
hospital records, clinical and office charts, laboratory data/information, subjects' diaries 
or evaluation checklists, pharmacy dispensing and other records, recorded data from 
automated instruments, microfiches, photographic negatives, microfilm or magnetic 
media, and/or x-rays.  Data collected during this study must be recorded on the 
appropriate source documents. 

The Investigator(s)/institution(s) will permit study-related monitoring, audits, IEC/IRB 
review, and regulatory inspection(s), providing direct access to source data documents. 

The following assessments that will be completed by the subject or physician will be 
considered source documentation: 

● NEI Visual Functioning Questionnaire (VFQ-25) 
● Hospital Anxiety and Depression Scale (HADS) 
● Work Productivity and Activity Impairment, Questionnaire:  Specific Health 

Problem Questionnaire (WPAI-SHP) 
● EuroQol-5D Questionnaire (EQ-5D) 
● Health Resource Utilization Questionnaire (HRU) 
● SF-36 Health Status Survey (SF-36) 
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The adverse event eCRF data segments of:  alternate etiology, severity, frequency and 
relationship to study drug, may also be used as source and will require an Investigator 
approval on the eCRF as verification of the accuracy of the information. 

The Investigator(s)/institution(s) will permit study-related monitoring, audits, IEC/IRB 
review, and regulatory inspection(s), providing direct access to source data documents. 

10.2 Case Report Forms 

Electronic case report forms (eCRF) must be completed for each subject 
screened/enrolled in this study.  These forms will be used to transmit information 
collected during the study to Abbott and regulatory authorities, as applicable.  The eCRF 
data for this study are being collected with an electronic data capture (EDC) system 
called provided by the technology vendor  
USA.  The EDC system and the study-specific electronic case report forms (eCRFs) will 
comply with Title 21 CFR Part 11.  The documentation related to the validation of the 
EDC system is available through the vendor, while the validation of the 
study-specific eCRFs will be conducted by Abbott and will be maintained in the Trial 
Master File at Abbott. 

The Investigator will document subject data in his/her own subject files.  These subject 
files will serve as source data for the study.  All eCRF data required by this protocol will 
be recorded by investigative site personnel in the EDC system.  All data entered into the 
eCRF will be supported by source documentation. 

The Investigator or an authorized member of the Investigator's staff will make any 
necessary corrections to the eCRF.  All change information, including the date and 
person performing the corrections, will be available via the audit trail, which is part of the 
EDC system.  For any correction, a reason for the alteration will be provided.  The eCRFs 
will be reviewed periodically for completeness, legibility, and acceptability by Abbott 
personnel (or their representatives).  Abbott (or their representatives) will also be allowed 
access to all source documents pertinent to the study in order to verify eCRF entries.  The 
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Principal Investigator will review the eCRFs for completeness and accuracy and provide 
his or her electronic signature and date to eCRFs as evidence thereof. 

will provide access to the EDC system for the duration of the trial through a 
password-protected method of internet access.  Such access will be removed from 
Investigator sites at the end of the site's participation in the study.  Data from the EDC 
system will be archived on appropriate data media (CD-ROM, etc.) and provided to the 
Investigator at that time as a durable record of the site's eCRF data.  It will be possible for 
the Investigator to make paper printouts from that media. 

The following assessments that will be completed by the subject (and the site, only for 
VFQ-25 and HRU, and for subjects with impaired vision who cannot complete the 
questionnaires on their own) on paper Case Report Forms provided by Abbott and 
forwarded to Abbott CDM for double data entry.  

All change information, including the date and person performing the corrections, will be 
available via the audit trail. 

● NEI Visual Functioning Questionnaire (VFQ-25) 
● Hospital Anxiety and Depression Scale (HADS) 
● Work Productivity and Activity Impairment, Questionnaire:  Specific Health 

Problem Questionnaire (WPAI-SHP) 
● EuroQol-5D Questionnaire (EQ-5D) 
● Health Resource Utilization Questionnaire (HRU) 
● SF-36 Health Status Survey (SF-36) 
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11.0 Data Quality Assurance 

Prior to the initiation of the study, a meeting will be held with Abbott personnel, the 
Investigators and appropriate site personnel.  This meeting will include a detailed 
discussion of the protocol, performance of study procedures, eCRF, Subject 
Questionnaires and Subject Diary completion, and specimen collection methods. 

The Abbott CRA will monitor each site throughout the study. 

All data entered in the database will be verified at Abbott.  Any discrepancies will be 
reviewed.  The data will be reviewed and computer logic checks will be run to identify 
items such as inconsistent study dates.  A manual review of selected line listings also will 
be performed at the end of the study.  Queries will be generated in the EDC system.  Any 
necessary corrections will be made to the eCRF. 

The data from the central laboratory analyses will be electronically transferred from the 
central laboratory to the study database.  A final review of all laboratory results will be 
conducted by a physician and clinical review team at Abbott. 

12.0 Use of Information and Publication 

12.1 Use of Information 

All information concerning adalimumab and Abbott Laboratories' operations, such as 
Abbott Laboratories' patent applications, formulas, manufacturing processes, basic 
scientific data, or formulation information, supplied by Abbott Laboratories and not 
previously published is considered confidential information. 

The information developed during the conduct of this clinical trial is also considered 
confidential and will be used by Abbott Laboratories in connection with the development 
of adalimumab.  This information may be disclosed as deemed necessary by Abbott 
Laboratories to other clinical Investigators, other pharmaceutical companies, to the FDA 
and to other government agencies.  To allow for the use of the information derived from 
this clinical trial and to ensure complete and thorough analysis, the Investigator is 
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obligated to provide Abbott Laboratories with complete test results and all data 
developed in this study and to provide direct access to source data/documents for 
trial-related monitoring, audits, IEC/IRB review, and regulatory inspection. 

This confidential information shall remain the sole property of Abbott Laboratories, shall 
not be disclosed to others without the written consent of Abbott Laboratories, and shall 
not be used except in the performance of this study. 

The Investigator will maintain a confidential subject identification code list of all subjects 
enrolled in the study (by name and subject number).  This list will be maintained at the 
site and will not be retrieved by Abbott. 

Information regarding this study may be posted on various internet web sites and will 
maximally include study name, number, general population to be enrolled, entrance 
qualifications, brief description of the study, study objectives, doses, accruing 
Investigators (upon their approval) and number of subjects to be enrolled. 

Please refer to your Investigator site contract for information related to publication 
practices. 

13.0 Completion of the Study 

For subjects who do not continue into the rollover study M11-327, the end-of-study is 
defined as the date of the last subject's last scheduled visit or the actual date of follow-up 
contact, whichever is later. 

For subjects who continue in the roll over study M11-327 the end-of-study is defined as 
the date of the last subject's last scheduled visit. 
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14.0 Investigator's Agreement 

1. I have received and reviewed the Investigator's Brochure for Adalimumab. 

2. I have read this protocol and agree that the study is ethical. 

3. I agree to conduct the study as outlined and in accordance with all applicable 
regulations and guidelines. 

4. I agree to maintain the confidentiality of all information received or developed in 
connection with this protocol. 

   

Protocol Title: A Multicenter Study of the Efficacy and Safety of the Human 
Anti-TNF Monoclonal Antibody Adalimumab in Subjects with 
Active Non-infectious Intermediate-, Posterior- or Pan-uveitis 

Protocol Date: 11 December 2009 

   

   

Signature of Principal Investigator  Date 

   

Name of Principal Investigator (printed or typed)   

   

 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 102 

15.0 Reference List 

1. Yanoff M, Duker JS, editors.  Yanoff & Duker:  Ophthalmology, 3rd ed.  Elsevier 
Health Sciences, 2009. 

2. Jabs DA, Nussenblatt RB, Rosenbaum JT.  The standardization of uveitis 
nomenclature (SUN) working group.  Standardization of uveitis nomenclature for 
reporting clinical data.  Results of the First International Workshop.  Am J 
Ophthalmol.  2005;140(3):509-16. 

3. Rothova A, Suttorp-van Schulten MS, Treffers WF, Kijlstra A.  Causes and 
frequency of blindness in patients with intraocular inflammatory disease.  Br J 
Ophthalmol.  1996;80(4):332-6. 

4. Wakefield D, Chang JH.  International Ophthalmology Clinics.  2005;45(2):1-13. 

5. Jabs DA, Rosenbaum JT, Foster CS, Holland GN, Jaffe GJ, Louie JS, et al.  
Guidelines for the use of immunosuppressive drugs in patients with ocular 
inflammatory disorders:  recommendations of an expert panel.  Am J Ophthalmol.  
2000;130(4):492-513. 

6. Cervantes-Castaneda RA, Jawed N, Foster CS.  Immunosuppressive therapy for 
noninfectious uveitis.  Retinal Physician.  2007:30-7. 

7. Becker MD, Smith JR, Max R, Fiehn C.  Management of sight-threatening uveitis:  
new therapeutic options.  Drugs.  2005;65(4):497-519. 

8. Smith JR, Rosenbaum JT.  Management of uveitis:  A theumatologic perspective.  
Arthritis Rheum.  2002;46(2):309-18. 

9. Nussenblatt R.  The natural history of uveitis.  Int Ophthalmology.  1990;14:303-8. 

10. Retisert (fluocinolone acetonide intravitreal implant [Package Insert]).  Rochester, 
NY:  Bausch & Lomb; 2007. 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 103 

11. Jaffe GJ, Martin D, Callanan D, Pearson PA, Levy B.  Fluocinolone acetonide 
implant (Retisert) for noninfectious posterior uveitis:  Thirty-four-week results of a 
multicenter randomized clinical study.  Ophthalmology.  2006;113:1020-7. 

12. Callanan DG, Jaffe GJ, Martin DF, Pearson PA, Comstock TL.  Treatment of 
posterior uveitis with a fluocinolone acetonide implant:  three-year clinical trial 
results.  Arch Ophthalmol.  2008;126(9):1191-1201. 

13. Caspi RR, Sun B, Agarwal RK.  T cell mechanisms in experimental autoimmune 
uveoretinitis:  susceptibility is a function of the cytokine response profile.  Eye.  
1997;11:209-12. 

14. Murphy CC, Duncan L, Forrester JV, Dick AD.  Systemic CD4+ T cell phenotype 
and activation status in intermediate uveitis.  Br J Ophthalmol.  2004;88:412-6. 

15. Deschenes J, Char DH, Kaleta S.  Activated T lymphocytes in uveitis.  Br J 
Ophthalmol.  1988;72:83-7. 

16. Dick AD, Forrester JV, Liversidge J, Cope AP.  The role of tumour necrosis factor 
(TNF-a) in experimental autoimmune uveoretinitis (EAU).  Progress in Retinal 
and Eye Research.  2004;23:617-37. 

17. Okada AA, Sakai J, Usui M, Mizuguchi J.  Intraocular cytokine quantification of 
experimental autoimmune uveoretinitis in rats.  Ocular Immunology and 
Inflammation.  1998;6(2):111-20. 

18. Sartani G, Silver PB, Rizzo LV, Chan C, Wiggert B, Mastorakos G, et al.  
Anti-tumor necrosis factor alpha therapy suppresses the induction of experimental 
autoimmune uveoretinitis in mice by inhibiting antigen priming.  Invest 
Ophthalmol Vis Sci.  1996;37:2211-8. 

19. Dick AD, Duncan L, Hale G, Waldmann H, Isaacs J.  Neutralizing TNF-alpha 
activity modulates T-cell phenotype and function in experimental autoimmune 
uveoretinitis.  J of Autoimmunity.  1998;11:255-64. 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 104 

20. Callejas-Rubio JL, Sánchez-Cano D, García Serrano JL, Ortego-Centeno N.  
Adalimumab therapy for refractory uveitis:  a pilot study[letter].  J of Ocular 
Pharmacology and Therapeutics.  2008;24(6):613-4. 

21. Mushtaq B, Saeed T, Situnayake RD and Murray PI.  Adalimumab for 
sight-threatening uveitis in Behcet's disease.  Eye.  2007;21:824-5. 

22. Diaz-Llopis M, Garcia-Delpech S, Salom D, Udaondo P, Hernandez-Garfella M, 
Bosch-Morell F, et al.  Adalimumab therapy for refractory uveitis:  a pilot study.  
J Ocul Pharmacol Ther.  2008;24:351-61. 

23. Vazquez-Cobian LB, Flynn T, Lehman TJA.  Adalimumab therapy for childhood 
uveitis.  J Pediatr.  2006;149:572-75. 

24. Tognon S, Graziani G, Marcolongo R.  Anti-TNF-Therapy in seven patients with 
Behcet's uveitis:  advantages and controversial aspects.  Ann. New York Acad. 
Sci.  2007;1110:474-84. 

25. Saurenmann RK, Levin AV, Rose JB, Parker S, Rabinovitch T.  Tumour necrosis 
factor a inhibitors in the treatment of childhood uveitis.  Rheumatology.  
2006;45:982-89. 

26. Niccoli L, Nannini C, Benucci M, Chindamo C, Cassara E.  Long-term efficacy of 
infliximab in refractory posterior uveitis of Behcet's disease:  a 24-month 
follow-up study.  Rheumatology.  2007;46:1161-64. 

27. Lindstedt EW, Baarsma GS, Kuijpers RWAM, van Hagen PM.  Anti-TNF-a 
therapy for sight threatening uveitis.  Br J Ophthalmol.  2005;89:533-36. 

28. Suhler EB, Smith JR, Wertheim MS, Lauer AK, Kurz DE.  A prospective trial of 
infliximab therapy for refractory uveitis.  Arch Ophthalmol.  2005;123:903-12. 

29. Suhler EB, Smith JR, Giles TR, Lauer AK, Wertheim MS.  Infliximab therapy for 
refractory uveitis:  2-year results of a prospective trial.  Arch Ophthalmol.  
2009;127(6):819-22. 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 105 

30. Schmeling H, Horneff G.  Etanercept and uveitis in patients with juvenile 
idiopathic arthritis.  Rheumatology.  2005;44:1008-11. 

31. Foster CS, Tufail F, Waheed NK, Chu D, Miserocchi E.  Efficacy of etanercept in 
preventing relapse of uveitis controlled by methotrexate.  Arch Ophthalmol.  
2003;121(4):437-40. 

32. Jakob E, Reuland MS, Mackensen F, Harsch N, Fleckenstein M, Lorenz HM, et al.  
Uveitis subtypes in a german interdisciplinary uveitis center:  analysis of 1916 
patients.  J Rheumatol.  2009;36(1):127-36. 

33. Biester S, Deuter C, Michels H, Haefner R, Kuemmerle-Deschner J, Doycheva D, 
et al.  Adalimumab in the therapy of uveitis in childhood.  Br J Ophthalmol.  
2007;91:319-24. 

34. Rudwaleit M, Rødevand E, Holck P, Vanhoof J, Kron M, Kary S, et al.  
Adalimumab effectively reduces the rate of anterior uveitis flares in patients with 
active ankylosing spondylitis.  Ann Rheum Dis.  2009;68:696-701. 

35. Suhler EB, Goldstein DA, Lowder CY, Giles TR, Liesegang TL, et al.  
Adalimumab (Humira) for the treatment of refractory uveitis:  preliminary results 
of a multicenter prospective phase II clinical trial.  Oral Presentation, Association 
of Research in Vision and Ophthalmology annual meeting.  Fort Lauderdale, FL.  
2009. 

36. The Age-Related Eye Disease Study Research Group.  The Age-Related Eye 
Disease Study (AREDS) system for classifying cataracts from photographs: 
AREDS Report No. 4.  Am J Ophthalmol.  2001;131:167-75. 

37. Nussenblatt RB, Palestine AG, Chan C, Roberge F.  Standardization of vitreal 
inflammatory activity in intermediate and posterior uveitis.  Ophthalmology.  
1985;92:467-71. 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 106 

Appendix A.  Responsibilities of the Clinical Investigator 

Clinical research studies sponsored by Abbott are subject to the Good Clinical Practices 
(GCP) and local regulations and guidelines governing the study at the site location.  In 
signing the Investigator Agreement in Section 14.0 of this protocol, the Investigator is 
agreeing the following: 

1. Conducting the study in accordance with the relevant, current protocol, making 
changes in a protocol only after notifying Abbott, except when necessary to protect 
the safety, rights or welfare of subjects. 

2. Personally conducting or supervising the described investigation(s). 

3. Informing all subjects, or persons used as controls, that the drugs are being used 
for investigational purposes and complying with the requirements relating to 
informed consent and ethics committees [e.g., independent ethics committee (IEC) 
or institutional review board (IRB)] review and approval of the protocol and 
amendments. 

4. Reporting adverse experiences that occur in the course of the investigation(s) to 
Abbott and the site director. 

5. Reading the information in the Investigator's Brochure/safety material provided, 
including the instructions for use and the potential risks and side effects of the 
investigational product(s). 

6. Informing all associates, colleagues, and employees assisting in the conduct of the 
study about their obligations in meeting the above commitments. 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 107 

7. Maintaining adequate and accurate records of the conduct of the study, making 
those records available for inspection by representatives of Abbott and/or the 
appropriate regulatory agency, and retaining all study-related documents until 
notification from Abbott. 

8. Maintaining records demonstrating that an ethics committee reviewed and 
approved the initial clinical investigation and all amendments. 

9. Reporting promptly, all changes in the research activity and all unanticipated 
problems involving risks to human subjects or others, to the appropriate 
individuals (e.g., coordinating Investigator, institution Director) and/or directly to 
the ethics committees and Abbott. 

10. Following the protocol and make any changes in the research without ethics 
committee approval, except where necessary to eliminate apparent immediate 
hazards to human subjects. 
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Appendix B.  List of Protocol Signatories 

Name Title Functional Area 

  Clinical 

  Statistics 

  Clinical 

  Clinical 
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Appendix C.  Injection Instructions - Sample Pre-Filled Syringe 

Subject Instructions 

0.8 mL dose 

(Administered as a single dose-pre-filled syringe) 

Protocol M10-877 

Tables of Contents 

 
Dosing Schedule 

General Information and Supplies 

Injection Procedures 
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Study Drug Dosing Schedule 

Subject Number: _____________________________________ 

You will require subcutaneous (SC) injections throughout the study. 

You will receive the following number of injections during this study: 

● Baseline visit (the first visit to receive study medication for this study) you 
will receive 2 injections at the clinic. 

● Week 1 you will receive 1 injection at the clinic. 
● Starting at Week 3 you will have 1 injection every other week through 

Week 25 at home.  
● Week 27 you will have 1 injection at the clinic. 
● Week 29 through the end of study participation you will take 1 injection every 

other Week 25 at home. 
 
At Baseline, 1 kit that includes 2 syringes will be used for the loading dose administered 
at the clinic.  You will not take home any medication at this visit.  For all doses, kits 
must be used in the order dispensed.  At the Week 1 visit, you will receive 1 kit that 
includes 2 syringes.  One syringe from this kit will be administered at the clinic.  The 
second syringe will be taken home and injected at home at Week 3.  At Week 4 through 
Week 20 scheduled visits you will receive 1 kit that includes 2 syringes.  All these 
syringes will be injected at home as directed by the investigator.   

At the Week 24 visit you will be dispensed 1 kit that includes 2 syringes.  The first 
syringe from this kit will be injected at home at Week 25.  For your Week 27 visit, will 
you need to bring the remaining syringe to the clinic.  This syringe will be injected 
at the clinic during the Week 27 visit.  Also at the Week 27 visit a new kit that includes 
2 syringes will be dispensed for injection at home at Weeks 29 and 31.  At the Week 32 
visit and all remaining visits you will receive 1 kit that includes 2 syringes.  All these 
syringes will be injected at home on the appropriate dosing weeks. 
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Please return all used and unused syringes and empty boxes to the clinic on your next 
visit.  Used syringes should be placed in the special sharps container provided.  All 
unused syringes should be returned in the original box. 

If an injection is missed or something occurs where the full dose cannot be injected, 
contact your study center immediately for further instructions.  Please record any missed 
doses on your subject dosing sheet. 

Remember to complete your dosing sheet after each injection and to call the doctor's 
office if you are having problems administering your study medication. 

General Information 

● Pre-filled syringes will be labeled "Adalimumab" versus Placebo 
● Store all adalimumab pre-filled syringes in your refrigerator NOT in the 

freezer.  Should the syringes accidentally become frozen, call your study 
doctor's office. 

● Study medication should be taken at about the same time of day, on the same 
day of the week as directed by your study doctor. 

● USE A NEW SYRINGE EVERY INJECTION DAY.  There may be 
medication left in the syringe.  DO NOT RE-USE. 

● Save all study medications.  Pre-filled syringes (used and unused) & empty 
boxes must be returned to the study center at each visit.  Used syringes will 
be disposed of in a sharps container provided to you. 

● Whenever possible, have someone with you for at least 15 to 30 minutes after 
your injection. 

● Call your doctor IMMEDIATELY if you experience any itching, hives, 
shortness of breath, or any symptom that has you concerned.  If you are 
unable to reach your doctor or if you experience life-threatening symptoms 
call, ______________________ or proceed to your nearest emergency room. 
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Injection Procedures (PFS) 

1. Setting up for an injection 

● Find a clean flat surface. 
● Do not use if the seals on the carton are broken or missing.  Contact your 

study doctor's office if the seals are broken. 
● Take one kit with the prefilled syringe(s) of adalimumab from the refrigerator. 

Do not use a prefilled syringe that has been frozen or if it has been left in 
direct sunlight. 

● Return any unused syringe(s) to the refrigerator. 
 

You will need the following items for each dose: 

● study medication in pre-filled syringe(s) 
● alcohol prep(s) 
● cotton ball or gauze pad(s) 

 

 
 
If you do not have all of the items you need to give yourself an injection, call your study 
physician.  Use only the items provided in the box your adalimumab comes in. 

● Make sure the liquid in the prefilled syringe is clear and colorless.  Do not use 
a prefilled syringe if the liquid is cloudy or discolored or has flakes or 
particles in it. 

● Have a special sharps (puncture proof) container nearby for disposing of used 
needles and syringes. 

 
For your protection, it is important that you follow these instructions. 
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1. Choosing and preparing an injection site 

 

 
 

● Wash your hands well. 
● Choose a site on the front of your thighs or your stomach area (abdomen).  If 

you choose your abdomen, you should avoid the area 2 inches around your 
belly button (navel). 

● Choose a different site each time you give yourself an injection.  Each new 
injection should be given at least one inch from a site you used before.  Never 
inject into areas where the skin is tender, bruised, red or hard or where you 
have scars or stretch marks. 

● If you have psoriasis, you should try not to inject directly into any raised, 
thick, red or scaly skin patches or lesions. 

● You may find it helpful to keep notes on the location of your injection sites. 
● Wipe the site where adalimumab is to be injected with an alcohol prep (swab), 

using a circular motion.  Do not touch this area again until you are ready to 
inject. 
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2. How to prepare your adalimumab dose for injection with a Prefilled Syringe 

● Hold the syringe upright with the needle facing down.  Check to make sure 
that the amount of liquid in the syringe is the same or close to the 0.8 mL line 
for the 40 mg prefilled syringe.  The top of the liquid may be curved.  If the 
syringe does not have the correct amount of liquid, do not use that syringe.  
Call your study doctor. 

● Remove the needle cover taking care not to touch the needle with your fingers 
or allow it to touch any surface. 

● Turn the syringe so the needle is facing up and slowly push the plunger in to 
push the air in the syringe out through the needle.  If a small drop of liquid 
comes out of the needle that is okay. 

● Do not shake the syringe. 
 

 
 

3. Injecting Adalimumab 

● With your other hand, gently squeeze an area of the cleaned area of skin and 
hold it firmly. 

● You will inject into this raised area of skin.  Hold the syringe like a pencil at 
about a 45º angle (see picture) to the skin. 

● With a quick, short, "dart-like" motion, push the needle into the skin. 
● After the needle is in, let go of the skin.  Pull back slightly on the plunger.  If 

blood appears in the syringe it means that you have entered a blood vessel.  
Do not inject adalimumab.  Pull the needle out of the skin and repeat the steps 
to choose and clean a new injection site.  Do not use the same syringe.  
Dispose of it in your special sharps container.  If no blood appears, slowly 
push the plunger all the way in until all of the adalimumab is injected. 
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● When the syringe is empty, remove the needle from the skin keeping it at the 
same angle it was when it was pushed into the skin. 

● Press a cotton ball or gauze pad over the injection site and hold it for 
10 seconds.  Do not rub the injection site.  You may have slight bleeding.  
This is normal.  

● Dispose of the syringe right away into your special sharps container. 
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Appendix D.  Non-Drug Materials Provided to the Study Sites 

Study sites will receive the following supplies prior to or during the study: 

● Tote Bags 
● Coolers 
● Sharps Containers 
● Ice Packs 
● Dosing Diary 
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Appendix E.  Excluded Medications 

● All biologic therapies with a potential therapeutic impact on non-infectious 
uveitis, including but not limited to the following: 
○ Etanercept (Enbrel®); 
○ Infliximab (Remicade®); 
○ Golimumab (Simponi®); 
○ Abatacept (Orencia®); 
○ Anakinra (Kineret®); 
○ Rituximab (Rituxan®); 
○ Natalizumab (Tysabri®); 
○ Tocilizumab (Actemra®); 
○ Efalizumab (Raptiva®); 
○ Certolizumab (Cimzia®); 
○ Live vaccines (during the study and for 70 days after the last dose of 

study drug) (including but not limited to the following:  monovalent live 
attenuated influenza A (H1N1) [intranasal], seasonal trivalent live 
attenuated influenza (intranasal), herpes zoster, rotavirus, varicella 
(chicken pox), measles-mumps-rubella (MMR) or MMRV 
(measles-mumps-rubella-varicella), oral polio vaccine (OPV), smallpox, 
yellow fever, Bacillus Calmette-Guerin (BCG) and typhoid)   

● Rifampin/Pyrazinamide combination  
● Anti retro-viral therapy 
● All other immunosuppressive therapy other than MTX, cyclosporine, 

mycophenolate mofetil, and azathioprine 
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Appendix F.  Day 70 Follow-up (Phone Call or Clinic Visit) 

Site Name/Number: ________ 

Subject Number:________ 

Subject Initials:________ 

Please contact all Subjects 70 days following drug discontinuation. 
  
 
Date of Call/Visit: ____________ 
 
 □     Lost to Follow-Up (Please check this box if subject was not willing to provide any follow-up 

information or you were unable to speak to the subject following at least one attempt). 
 □      No Events Reported. 
 
List any Adverse Events (AE) and/or Serious Adverse Events (SAE) that occurred since the subject was 
last seen in clinic for this study.  Please document all adverse events on a 500 AE CRF in the EDC system.  
(Please report all SAEs to Abbott within 24 hours of being made aware of the event).  In addition, please 
note stop dates to any adverse events that were ongoing at the last study visit. 

  

    

    

    

    

 
 

Please fax this form to Abbott at  
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Appendix G.  Subject Medication Log 

Instructions:  As a participant in this study, it is also important to keep a record of all mediations you take (new and old) throughout the study.  Please take this 
sheet home with you and write down any medications you take during the study.  It will be VERY important that you bring this sheet back to your doctor's office 
and speak with your doctor about everything you have written down. 
 

Name of Medication 
Date you took first 

dose 
Date you took 

last dose 

What dose of 
medicine did you 

take? 

How often did 
you take the 
medicine? 

Why did you take the 
medicine? 
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Appendix H.  Subject Dosing Sheet 

Instructions:  To be completed for every study dose.  The areas shaded in grey are visits 
when the dose should be administered at the study doctor's office.  The non-shaded areas 
should be completed for every dose administered at home.  Study medication should be 
taken at about the same time of day, on the same day of the week as directed by your 
study doctor.  Please refer to the Self Injection Instructions provided to you for additional 
dosing information.  Call the doctor's office if you are having problems administering 
your study medication. 
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Adalimumab/Placebo Dosing Sheet 

Date 
Day or 
Week # 

Time of Study 
Drug 

Administration 

Dose (mL) 
Administered 

(If you inject all 
of the 

medication, the 
dose is 0.8 mL) 

Initials of 
Person 

Administering 
Study 

Medication Comments 

18-Mar-04 EXAMPLE 9:35 0.8 MM none 

  Study Entry         

  Study Entry         

  Week 1         

  Week 3         

  Week 5         

  Week 7         

  Week 9         

  Week 11         

  Week 13         

  Week 15         

  Week 17         

  Week 19         

  Week 21         

  Week 23         

  Week 25         

  Week 27         

  Week 29         

  Week 31         

  Week 33         

  Week 35         

  Week 37         

  Week 39         

  Week 41         

  Week 43         

  Week 45         

  Week 47         

  Week 49         
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Adalimumab/Placebo Dosing Sheet 

Date 
Day or 
Week # 

Time of Study 
Drug 

Administration 

Dose (mL) 
Administered 

(If you inject all 
of the 

medication, the 
dose is 0.8 mL) 

Initials of 
Person 

Administering 
Study 

Medication Comments 

  Week 51         

  Week 53         

  Week 55         

  Week 57         

  Week 59         

  Week 61         

  Week 63         

  Week 65         

  Week 67         

  Week 69         

  Week 71         

  Week 73         

  Week 75         

  Week 77         

  Week 79         
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Daily Prednisone Dosing Sheet 

Week # 
Day 

# Date 

Expected 
Prednisone 
Daily Dose 

(mg) 

Expected 
# of 

20 mg 
tabs 

Actual 
# 

20 mg 
Tabs 

Taken 

Expected 
# of 5 mg 

tabs 

Actual 
# 5 mg 
Tabs 

Taken 

Expected 
# of 1 mg 

tabs 

Actual 
# 1 mg 
Tabs 

Taken 

Initials of 
Person 

Administering 
Medication 

Week 0 0   60 mg 3             
Week 0 1   60 mg 3             
Week 0 2   60 mg 3             
Week 0 3   60 mg 3             
Week 0 4   60 mg 3             
Week 0 5   60 mg 3             
Week 0 6   60 mg 3             
Week 1 7   60 mg 3             
Week 1 8   60 mg 3         
Week 1 9   60 mg 3         
Week 1 10   60 mg 3         
Week 1 11   60 mg 3         
Week 1 12   60 mg 3         
Week 1 13   60 mg 3         
Week 2 14   50 mg 2.5         
Week 2 15   50 mg 2.5         
Week 2 16   50 mg 2.5         
Week 2 17   50 mg 2.5         
Week 2 18   50 mg 2.5         
Week 2 19   50 mg 2.5         
Week 2 20   50 mg 2.5         
Week 3 21   40 mg 2         
Week 3 22   40 mg 2         
Week 3 23   40 mg 2         
Week 3 24   40 mg 2         
Week 3 25   40 mg 2         
Week 3 26   40 mg 2         
Week 3 27   40 mg 2         
Week 4 28   30 mg 1.5         
Week 4 29   30 mg 1.5         
Week 4 30   30 mg 1.5         
Week 4 31   30 mg 1.5         
Week 4 32   30 mg 1.5         
Week 4 33   30 mg 1.5         
Week 4 34   30 mg 1.5         
Week 5 35   20 mg 1         
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Daily Prednisone Dosing Sheet 

Week # 
Day 

# Date 

Expected 
Prednisone 
Daily Dose 

(mg) 

Expected 
# of 

20 mg 
tabs 

Actual 
# 

20 mg 
Tabs 

Taken 

Expected 
# of 5 mg 

tabs 

Actual 
# 5 mg 
Tabs 

Taken 

Expected 
# of 1 mg 

tabs 

Actual 
# 1 mg 
Tabs 

Taken 

Initials of 
Person 

Administering 
Medication 

Week 5 36   20 mg 1         
Week 5 37   20 mg 1         
Week 5 38   20 mg 1         
Week 5 39   20 mg 1         
Week 5 40   20 mg 1         
Week 5 41   20 mg 1         
Week 6 42   15 mg     3         
Week 6 43   15 mg     3         
Week 6 44   15 mg     3         
Week 6 45   15 mg     3         
Week 6 46   15 mg     3         
Week 6 47   15 mg     3         
Week 6 48   15 mg     3         
Week 7 49   12.5 mg     2.5         
Week 7 50   12.5 mg     2.5         
Week 7 51   12.5 mg     2.5         
Week 7 52   12.5 mg     2.5         
Week 7 53   12.5 mg     2.5         
Week 7 54   12.5 mg     2.5         
Week 7 55   12.5 mg     2.5         
Week 8 56   10 mg     2         
Week 8 57   10 mg     2         
Week 8 58   10 mg     2         
Week 8 59   10 mg     2         
Week 8 60   10 mg     2         
Week 8 61   10 mg     2         
Week 8 62   10 mg     2         
Week 9 63   7.5 mg     1.5         
Week 9 64   7.5 mg     1.5         
Week 9 65   7.5 mg     1.5         
Week 9 66   7.5 mg     1.5         
Week 9 67   7.5 mg     1.5         
Week 9 68   7.5 mg     1.5         
Week 9 69   7.5 mg     1.5         
Week 10 70   5 mg     1         
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Daily Prednisone Dosing Sheet 

Week # 
Day 

# Date 

Expected 
Prednisone 
Daily Dose 

(mg) 

Expected 
# of 

20 mg 
tabs 

Actual 
# 

20 mg 
Tabs 

Taken 

Expected 
# of 5 mg 

tabs 

Actual 
# 5 mg 
Tabs 

Taken 

Expected 
# of 1 mg 

tabs 

Actual 
# 1 mg 
Tabs 

Taken 

Initials of 
Person 

Administering 
Medication 

Week 10 71   5 mg     1         
Week 10 72   5 mg     1         
Week 10 73   5 mg     1         
Week 10 74   5 mg     1         
Week 10 75   5 mg     1         
Week 10 76   5 mg     1         
Week 11 77   4 mg         4     
Week 11 78   4 mg         4     
Week 11 79   4 mg         4     
Week 11 80   4 mg         4     
Week 11 81   4 mg         4     
Week 11 82   4 mg         4     
Week 11 83   4 mg         4     
Week 12 84   3 mg         3     
Week 12 85   3 mg         3     
Week 12 86   3 mg         3     
Week 12 87   3 mg         3     
Week 12 88   3 mg         3     
Week 12 89   3 mg         3     
Week 12 90   3 mg         3     
Week 13 91   2 mg         2     
Week 13 92   2 mg         2     
Week 13 93   2 mg         2     
Week 13 94   2 mg         2     
Week 13 95   2 mg         2     
Week 13 96   2 mg         2     
Week 13 97   2 mg         2     
Week 14 98   1 mg         1     
Week 14 99   1 mg         1     
Week 14 100   1 mg         1     
Week 14 101   1 mg         1     
Week 14 102   1 mg         1     
Week 14 103   1 mg         1     
Week 14 104   1 mg         1     
Week 15 105   0 mg               
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Appendix I.  Visual Functioning Questionnaire (VFQ-25) 
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Appendix J.  Hospital Anxiety and Depression Scale (HADS) 
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Appendix K.  Work Productivity and Activity Impairment, Questionnaire: 
Specific Health Problem Questionnaire V2.0 (WPAI-SHP) 

The following questions ask about the effect of your UVEITIS on your ability to work 
and perform regular activities.  Please fill in the blanks or circle a number, as indicated. 

 

1. Are you currently employed (working for pay)?  _____ NO ___ YES 
  If NO, check "NO" and skip to question 6. 

The next questions are about the past seven days, not including today. 

 

2. During the past 7 days, how many hours did you miss from work because of 
problems associated with your UVEITIS?  Include hours you missed on sick days, 
times you went in late, left early, etc., because of your UVEITIS.  Do not include 
time you missed to participate in this study. 
 
_____HOURS 
 
 

3. During the past seven days, how many hours did you miss from work because of 
any other reason, such as vacation, holidays, time off to participate in this study? 
 
_____HOURS 
 
 

4. During the past seven days, how many hours did you actually work? 
 
_____HOURS  (If "0," skip to question 6.) 
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5. During the past 7 days, how much did your UVEITIS affect your productivity while 
you were working? 
 

Think about days you were limited in the amount or kind of work you could do, days 
you accomplished less than you would like, or days you could not do your work as 
carefully as usual.  If UVEITIS affected your work only a little, choose a low number.  
Choose a high number if UVEITIS affected your work a great deal. 

Consider only how much UVEITIS affected 
productivity while you were working. 

           UVEITIS had no 
effect on my 
work 0 1 2 3 4 5 6 7 8 9 10 

UVEITIS 
completely 
prevented me from 
working 

CIRCLE A NUMBER 

 

6. During the past 7 days, how much did your UVEITIS affect your ability to do your 
regular daily activities, other than work at a job?   
 
By regular activities, we mean the usual activities you do, such as work around the 
house, shopping, childcare, exercising, studying, etc.  Think about times you were 
limited in the amount or kind of activities you could do and times you accomplished 
less than you would like.  If UVEITIS affected your activities only a little, choose a 
low number.  Choose a high number if UVEITIS affected your activities a great deal.   

 
Consider only how much UVEITIS affected your ability  

to do your regular daily activities, other than work at a job. 

           UVEITIS had no 
effect on my 
daily activities 0 1 2 3 4 5 6 7 8 9 10 

UVEITIS 
completely 
prevented me from 
doing my daily 
activities 

                             CIRCLE A NUMBER  

WPAI:SHP  V2.0 (US English)      
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Appendix L.  EuroQol-5D Questionnaire (EQ-5D) 

 
 
 

EQ-5D 

 
 

 

Health Questionnaire 

 

(English version for the US) 

 

 

 

 

 

 

© EuroQoL Group 1990 
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By placing a checkmark in one box in each group below, please indicate which 
statements best describe your own health state today. 

Mobility 

I have no problems in walking about  

I have some problems in walking about  

I am confined to bed  
 
Self-Care 

I have no problems with self-care  

I have some problems washing or dressing myself  

I am unable to wash or dress myself  
 
Usual Activities (e.g., work, study, housework, family or leisure activities) 

I have no problems with performing my usual activities  

I have some problems with performing my usual activities  

I am unable to perform my usual activities  
 
Pain/Discomfort 
I have no pain or discomfort  

I have moderate pain or discomfort  

I have extreme pain or discomfort  
 
Anxiety/Depression 

I am not anxious or depressed  

I am moderately anxious or depressed  

I am extremely anxious or depressed  
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Appendix M.  Health Resource Utilization Questionnaire (HRU) 

Since the last study visit has the subject had any visits for their uveitis other than the 
protocol required visit? 
 
YES: ____ 

NO: ____ 

If YES, please provide the following: 

1. Since the last protocol required visit, has the subject been seen by a health care 

professional for their uveitis? 

 YES: ____ 

 NO: ____ 

 If YES, how many times:  ____ 

2. Since the last protocol required visit, has the subject been seen in the Emergency 

Room for their uveitis? 

 YES: ____ 

 NO: ____ 

 If YES, how many times:  ____ 

3. Since the last protocol required visit, has the subject been admitted to the hospital 

due to their uveitis? 

 YES: ____ 

 NO: ____ 

If YES, please list the ADMISSION DATE: __ __/___ ___ ___/ ___ ___ ___ __ 
  DD      MMM            YYYY 

                                                  DISCHARGE DATE: __ __/___ ___ ___/ ___ ___ ___ __ 
        DD      MMM   YYYY 
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Appendix N.  SF-36 Health Survey (SF-36) 
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Appendix O.  Japan Sub-study 

Due to the potential regional heterogeneity, there will be a Japan Sub-study that includes 
only subjects enrolled from sites in Japan.  The Japanese subjects will not be included in 
the primary analysis of the parent protocol to be used for regulatory applications outside 
Japan.  The Japan Sub-study will, however, allow the integration of clinical data obtained 
from all other subjects in the parent protocol to support a future regulatory application in 
Japan. 

The parent protocol is to be followed for the Japan Sub-study except where indicated in 
the sections below. 

5.0 Investigational Plan of Japan Sub-study 

5.1  Overall Study Design and Plan:  Description 

The design of the Japan Sub-study is the same as that described in Section 5.0 of the 
parent protocol except where noted below. 

The primary analysis for the Japan Sub-study will be an integrated analysis of the Time 
to Treatment Failure for the adalimumab and placebo arms.  The analysis will include 
30 subjects from Japanese sites and 220 subjects from all other sites in the parent 
protocol.  The Japan Sub-study will end when the 128th event of Treatment Failure has 
occurred in the parent protocol or when the 17th event of Treatment Failure has occurred 
in the Japan Sub-study, whichever occurs later.   

If the parent protocol is stopped early based on the IDMC recommendation that the 
pre-specified efficacy boundary has been met, the Japan Sub-study will continue until the 
17th event of Treatment Failure has occurred in Japanese subjects.  If the parent protocol 
is stopped early based on the IDMC recommendation that the pre-specified futility 
boundary has been met, or based on safety concerns, the Japan Sub-study will also be 
stopped at that time. 
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Subjects in the Japan Sub-study that are deemed Treatment Failures or discontinue for 
any other reason prior to the end of the study will have a Final/Termination Visit.  No 
study drug will be administered at the Final/Termination visit of this clinical trial; 
however, subjects who complete at Week 80 or are determined to be Treatment Failures 
during the study will be given the opportunity to enroll in the open-label extension Study 
M11-327. 

At the time that the required number of Treatment Failure events has occurred, subjects 
should return to their next scheduled study visit as specified in the protocol.  The 
Final/Termination visit should be conducted in place of their regular scheduled study 
visit.  These subjects should be considered as having completed the study and will also be 
offered an opportunity to enroll into M11-327 at the time of the final visit.  If the study is 
stopped early at the recommendation of the IDMC on the grounds of safety or futility, 
subjects will not be offered entry into Study M11-327. 

As with the parent protocol, safety data will be collected in the form of adverse events, 
physical examination, vital signs and laboratory tests throughout the treatment period and 
up to 70 days after the last injection in this study.  All subjects that do not continue into 
the rollover study (M11-327) will have a 70-day follow-up phone call or clinic visit to 
obtain follow-up information on any new or ongoing AEs.  The 70-day follow-up phone 
call or clinic visit will not be required for any subject that continues in the roll over study 
(M11-327). 

5.2  Selection of Study Population 

It is anticipated that 220 subjects with inactive, non-infectious intermediate-, posterior-, 
or pan-uveitis will be enrolled at approximately 60 investigational sites in the United 
States, Canada, Europe, Israel and Australia. 

An additional 30 subjects will be enrolled in approximately 8 sites in Japan as part of a 
separate Japan Sub-study. 
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A subject may be randomized in this study provided that he/she has met all of the 
inclusion criteria specified in Section 5.2.1 and none of the exclusion criteria specified in 
Section 5.2.2 of this protocol. 

5.2.1  Inclusion Criteria 

1. Subject is ≥ 18 years of age. 

2. Subject is diagnosed with non-infectious intermediate-, posterior- or pan-uveitis. 

3. Subject must have active disease at Baseline as defined by the presence of at least 
1 of the following parameters in either eye despite at least 2 weeks of prednisone ≥ 
10 mg/day (or oral corticosteroid equivalent): 

• Active chorioretinal or retinal vascular lesion 
• Presence of macular edema by optical coherence tomography (OCT) and 

evidence of intraocular inflammation  
• ≥ 2+ anterior chamber cells (Standardization of Uveitis Nomenclature [SUN] 

criteria) 
• ≥ 2+ vitreous haze (National Eye Institute [NEI]/SUN criteria) 

4. Subject is on prednisone ≥ 10 mg/day (or corticosteroid equivalent) for at least 
2 weeks prior to Screening and remains on the same dose from Screening to 
Baseline visit. 

5. If female, subject is either not of childbearing potential, defined as postmenopausal 
for at least 1 year or surgically sterile (bilateral tubal ligation, bilateral 
oophorectomy or hysterectomy) or is of childbearing potential and is practicing an 
approved method of birth control throughout the study and for 150 days after the 
last dose of study drug.  The results of the serum pregnancy test performed during 
the Screening period and urine pregnancy test performed at the Baseline visit must 
be negative. 

Examples of approved methods of birth control include the following:  

● Condoms, sponge, foams, jellies, diaphragm or intrauterine device (IUD)  
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● Oral, parenteral or intravaginal contraceptives for 90 days prior to study drug 
administration  

● A vasectomized partner  

6. Subject is judged to be in good health as determined by the Principal Investigator 
based upon the results of medical history, laboratory profile, physical examination, 
chest x-ray (CXR), and a 12-lead electrocardiogram (ECG) performed during 
Screening. 

7. Subject must be able and willing to self-administer SC injections or have a 
qualified person available to administer SC injections. 

8. Subject must be able and willing to provide written informed consent and comply 
with the requirements of this study protocol. 

9. Subject has a negative PPD test (or equivalent) and CXR (Posterior-anterior [PA] 
and lateral view) at Screening.  If the subject has a positive PPD test (or 
equivalent), has had a past ulcerative reaction to PPD placement and/or a CXR 
consistent with prior TB (tuberculosis) exposure, the subject must initiate, be 
currently receiving or have documented completion of a course of anti-TB therapy 
(Section 5.3.1.1). 

Rationale for Inclusion Criteria: 

a) The following criteria were implemented to select the appropriate subject 
population with sufficient disease activity for evaluation:  1, 2, 3, 4 and 7. 

b) The following criteria was implemented because the impact of adalimumab on 
pregnancy is unknown:  5. 

c) The following criteria were implemented for safety of the subjects:  6 and 9 

d) The following criteria was implemented in accordance with harmonized good 
clinical practice:  8. 
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Laboratory results from the Screening visit will be used to determine eligibility at 
Baseline. 

5.2.2  Exclusion Criteria 

1. Subject with isolated anterior uveitis. 

2. Subject with prior inadequate response to or intolerance to high-dose 
corticosteroids (equivalent of prednisone 1 mg/kg/day or 60 to 80 mg/day). 

3. Subject with confirmed or suspected infectious uveitis, including but not limited to 
infectious uveitis due to TB, CMV (cytomegalovirus), toxoplasmosis and HSV 
(herpes simplex virus). 

4. Subject with presumed ocular histoplasmosis syndrome (POHS). 

5. Subject with ocular masquerade syndromes, such as ocular lymphoma. 

6. Subject with serpiginous choroidopathy. 

7. Subject has a contraindication to pupil dilation with mydriatic eyedrops.  

8. Subject with corneal or lens opacity that precludes visualization of the fundus or 
that likely requires cataract surgery during the duration of the trial. 

9. Subject with intraocular pressure of ≥ 25 mmHg and on ≥ 2 glaucoma medications 
or evidence of glaucomatous optic nerve injury. 

10. Subject with best corrected visual acuity (BCVA) worse than 20/400 (ETDRS 
[Early Treatment Diabetic Retinopathy Study] logMAR > 1.34) in the better eye.  

11. Subject with intermediate uveitis and symptoms and/or Magnetic Resonance 
Imaging (MRI) findings suggestive of a demyelinating disease such as multiple 
sclerosis. 

12. Subject has previous exposure to anti-TNF therapy and any biologic therapy with a 
potential therapeutic impact on non-infectious uveitis. 
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13. Subject on more than 1 immunosuppressive therapy (not including corticosteroids) 
at Baseline. 

14. Subject on concomitant immunosuppressive therapy other than methotrexate, 
cyclosporine, mycophenolate mofetil or azathioprine at Baseline. 

15. If entering the study on 1 concomitant immunosuppressive therapy, dose has been 
increased within the last 28 days prior to Baseline visit and is not within the 
following allowable doses: 

● Methotrexate (MTX) ≤ 25 mg per week 
● Cyclosporine ≤ 4 mg/kg per day 
● Mycophenolate mofetil ≤  2 gm per day 
● Azathioprine ≤ 175 mg per day 

16. Subject with prior or current use of cyclophosphamide or chlorambucil. 

17. Subject has received glucocorticosteroid implant (Retisert®). 

18. Subject has received intraocular or periocular glucocorticosteroids within 90 days 
prior to the Baseline visit. 

19. Subject with history of prior ocular surgery within 90 days prior to the Baseline 
visit. 

20. Subject with any planned (elective) eye surgery within the next 80 weeks from 
Baseline. 

21. Subject with proliferative or severe non-proliferative diabetic retinopathy. 

22. Subject with neovascular/wet age-related macular degeneration. 

23. Subject with prolonged macular edema prior to study entry responsible for 
structural damage thought by the Investigator to impede the potential for 
normalization of macular thickness. 

24. Subject with abnormality of vitreo-retinal interface (i.e., vitreomacular traction, 
epiretinal membranes, etc.) thought by the Investigator to interfere with 
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measurement of macular thickness or with the potential for macular structural 
damage independent of the inflammatory process. 

25. Subject with a systemic inflammatory disease that requires continued therapy with 
oral corticosteroids or a prohibited immunosuppressive agent at Screening or 
Baseline visits. 

26. Subject has been treated with any investigational drug of chemical or biologic 
nature within a minimum of 30 days or 5 half lives (whichever is longer) of the 
drug prior to the Baseline visit. 

27. Prior exposure to Tysabri® (natalizumab) or Raptiva® (efalizumab). 

28. Subjects judged as "strongly positive" in a purified protein derivative (PPD) skin 
test for the detection of latent TB infection at the screening evaluation. 

● "Strongly positive" is defined as induration and erythema (> 10 mm of 
diameter) with either bulla, necrosis or double redness. 

● Subjects who demonstrate evidence of latent TB infection (either 
PPD > 5 mm of induration, irrespective of BCG vaccination status, and 
negative CXR findings for active TB) but not be evaluated as "strongly 
positive" will be allowed to participate in the study under the condition that 
the prophylactic treatment (isoniazide 300 mg/day for 9 months) for latent TB 
must be initiated 21 days prior to administration of study drug, however the 
course of prophylaxis need not be completed prior to the onset of study drug.  
If subject has documentation of complete prophylactic treatment for TB repeat 
treatment is not required.  

29. Infection(s) requiring treatment with intravenous (IV) anti-infectives within 
30 days prior to the Baseline visit or oral anti-infectives within 14 days prior to the 
Baseline visit. 

30. History of moderate to severe congestive heart failure (NYHA class III or IV), 
recent cerebrovascular accident and any other condition which, in the opinion of 
the Investigator, would put the subject at risk by participation in the protocol. 
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31. History of CNS (central nervous system) demyelinating disease or neurologic 
symptoms suggestive of CNS demyelinating disease. 

32. History of listeriosis, histoplasmosis, chronic or active Hepatitis B infection, 
human immunodeficiency virus (HIV) infection, immunodeficiency syndrome, 
chronic recurring infections or active TB. 

33. Known hypersensitivity to adalimumab or its excipients (Table 8). 

34. Positive pregnancy test at Screening or Baseline. 

35. Female subjects who are breast-feeding or considering becoming pregnant during 
the study. 

36. Evidence of dysplasia or history of malignancy (including lymphoma and 
leukemia) other than a successfully treated non-metastatic cutaneous squamous 
cell, basal cell carcinoma or localized carcinoma in situ of the cervix. 

37. History of clinically significant drug or alcohol abuse in the last 12 months. 

38. Subject is considered by the Investigator, for any reason, to be an unsuitable 
candidate for the study.  

39. Clinically significant abnormal screening laboratory results as evaluated by the 
Investigator. 

40. Subject with a positive Syphilis Test. 

41. Subject with a positive Lyme Test. 

42. Subject is not in compliance with Section 5.2.3. 

 
The Investigator should contact the Abbott medical monitor identified in Section 6.6 if 
there are any questions regarding inclusion and exclusion criteria and eligibility 

Rationale for Exclusion Criteria: 

a) The following criteria were implemented to select the appropriate subject 
population for evaluation:  1-15, 17-25. 
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b) The following criteria were implemented because the impact of adalimumab on 
pregnancy is unknown:  34, and 35. 

The following criteria were implemented for safety of the subjects:  16, 26-33, 36-42. 

5.2.2.1  Collection of Samples for Analysis 

Blood samples will be taken at the following timepoints: 

● Blood samples for the measurement of serum adalimumab concentrations will 
be taken at the Baseline visit, and then at Week 1, 2, 8, 12, 27, 36, 52 and at 
the final/early termination visit..  Week 1 and Week 27 serum adalimumab 
concentrations should be drawn prior to study medication administration. 

● Blood samples for the measurement of serum anti-adalimumab antibody 
concentrations will be taken at the Baseline visit and Week 12, 27, 36, 52 and 
at the final/early termination visit.   Week 27 serum AAA concentration 
should be drawn prior to study medication administration. 

 
The time that each blood sample is collected will be recorded to the nearest minute and 
this information will be transcribed onto the central laboratory requisition sheet.  The 
central lab will provide supplies as well as instructions for sample collection, processing, 
storage and shipment. 

Collection of Samples for Adalimumab Analysis 

During this study, a maximum of 8 blood samples will be collected per subject for 
pharmacokinetic analysis.  The total number of pharmacokinetic adalimumab samples 
planned will be approximately 240 (8 samples × 30 subjects). 

Collection of Samples for Anti-Adalimumab Antibody (AAA) Analysis 

During this study, a maximum of 6 blood samples will be collected per subject for AAA 
analysis.  The total number of pharmacokinetic anti-adalimumab antibody samples 
planned will be approximately 180 (6 samples × 30 subjects). 
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5.2.2.2  Storage and Disposition of Study Drugs 

Adalimumab/placebo pre-filled syringes are to be stored protected from light at  
2° to 8°C/36° to 46°F.  Study drug must not be frozen at anytime.  A storage 
temperature log is to be maintained to document proper storage conditions.  The 
refrigerator temperature must be recorded each business day.  Malfunctions or any 
temperature excursion must be reported to Abbott immediately.  Study medication should 
be quarantined and not dispensed until Abbott Global Product Research and 
Development (GPRD) or Abbott Temperature Excursion Management System (ATEMS) 
deems the medication as acceptable. 

Label storage conditions for prednisone sourced for use in the Japan will be stored at 
controlled room temperature. 

All clinical supplies must be stored and locked in a secure place until they are dispensed 
for subject use or are returned to Abbott Laboratories.  

Investigational products are for investigational use only and are to be used only within 
the context of this study.  The clinical supplies for this study must be maintained under 
adequate security and stored under conditions specified on the label. 

6.6  Adverse Event Reporting 

In Japan, the Principal Investigator will provide documentation of all serious adverse 
events to the Director of the investigative site and the Sponsor. 

7.0  Protocol Deviations 

In Japan, the Investigator will record all protocol deviations in the appropriate medical 
records at site. 
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8.0  Statistical Methods and Determination of Sample 
Size 

The primary objectives of the statistical analyses of the Japan Sub-study are to integrate 
and evaluate the efficacy and safety of adalimumab 80 mg loading dose followed by 
40 mg given eow SC starting at Week 1 compared with placebo in subjects with active 
non-infectious intermediate-, posterior-, or pan-uveitis in both the Japanese sites and 
those sites in the parent protocol.  Efficacy analysis will be performed in the Intent to 
Treat (ITT) set.  The safety analysis will be conducted in the Safety set. 

A detailed statistical analysis plan (SAP) will be completed prior to database lock and 
unmasking of the parent protocol which will include the handling of the Japan Sub-study 
analyses. 

8.1  Analysis Population 

The integrated ITT dataset includes all randomized subjects (at both Japanese sites and 
all other sites in the parent protocol).  The integrated safety set consists of all subjects 
(from both Japanese sites and those sites following the parent protocol) who received at 
least one dose of study medication. 

The Japan ITT dataset includes all subjects who were randomized at Japanese sites only 
and will be used for efficacy analyses of Japanese subjects separately from other subjects 
in the parent protocol.  The Japan safety set consists of all subjects from Japanese sites 
who received at least one dose of study medication. 

8.1.1  Planned Methods of Statistical Analysis 

The statistical test for the primary endpoint will be performed at a one-sided significance 
level of 0.025.  All other statistical tests will be two-sided at a significance level of 0.05.  
All P values will be rounded to three decimal places.  Descriptive statistics will be 
provided.  These include the number of observations, means, standard deviation, 
minimum, 1st quartile, median, 3rd quartile, and maximum for continuous variables; and 
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counts and percentages for discrete variables.  The analyses will be performed using SAS 
(SAS Institute Inc., Cary, NC, USA). 

8.1.2  Analysis of Demographics and Baseline Characteristics 

Demographics and Baseline characteristics of the study subjects will be summarized in 
each treatment group using descriptive statistics in both the integrated ITT dataset and the 
Japan ITT dataset.  Statistical tests will be performed to assess the comparability of the 
treatment groups assigned by randomization.  Continuous variables will be analyzed 
using analysis of variance (ANOVA) and discrete variables will be analyzed using 
chi-square test. 

8.1.3  Analysis of Efficacy 

Efficacy variables will be summarized in each treatment group using descriptive statistics 
in both the integrated ITT dataset and the Japan ITT dataset.  For the primary endpoint 
Kaplan-Meier estimates will be calculated and a Kaplan-Meier curve will be plotted. 

The primary analysis for the Japan Sub-study will be an integrated analysis of the Time 
to Treatment Failure in the integrated ITT dataset.  Time to Treatment Failure will be 
compared between the adalimumab group and the placebo group at a one-sided 
significance level of 2.5% in a proportional hazards model with treatment and race as 
factors.  As an additional analysis the Time to Treatment Failure will be compared 
between the adalimumab group and the placebo group in the Japan ITT dataset using a 
log-rank test. 

Treatment Failures will be counted as events.  Dropouts due to other reasons than 
Treatment Failure will be considered as censored observations at the time of dropping 
out. 

Secondary and other efficacy endpoints will be compared between treatment groups in 
both the integrated ITT dataset and the Japan ITT dataset using ANOVA except for HRU 
data which will be analyzed using Poisson regression.  Missing values will be imputed by 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 162 

last observation carried forward.  In a sensitivity analysis, secondary and other endpoints 
will be analyzed as observed. 

8.1.4  Analysis of Safety 

Treatment-emergent adverse events (AEs) will be summarized by treatment group using 
descriptive statistics and will be performed on the integrated safety dataset and the Japan 
safety dataset.  Treatment-emergent AEs are defined as events with an onset date on or 
after the first study drug administration until 70 days following the last study drug 
administration or until roll over into the extension Study M11-327.  Serious adverse 
events with onset after informed consent but before the first study drug administration 
will be considered as pretreatment SAEs and reported separately.  In case of increasing 
severity of an existing AE, the worsening will be considered as a new AE with a new 
onset date. 

AEs will be tabulated by system organ class and preferred term whereby the most current 
implemented MedDRA dictionary will be used.  Also, summaries by severity and 
relationship to study drug will be done.  Certain AEs, like serious or severe, leading to 
premature withdrawal, will be listed and described in detail.  AEs of special interest for 
treatment with biologics will be defined in the SAP and analyzed separately.  In addition 
to the descriptive statistics provided Fisher's exact test will be used for comparisons 
between treatment groups. 

Other safety variables like laboratory data and vital signs will be described by descriptive 
statistics as mentioned before.  In addition, shift tables and listings will be provided for 
abnormal values whereby the normal range of the analyzing laboratory will be used. 

8.1.5  Interim Analyses 

Interim analyses will not be performed for the Japan Sub-study (neither on the integrated 
ITT dataset nor on the Japan ITT dataset).  If the parent protocol is stopped early due to 
the IDMC recommendation that the pre-specified boundary for efficacy has been met, the 
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Japan Sub-study will continue until the 17th Treatment Failure event has occurred in 
Japanese subjects. 

If the parent protocol is stopped early due to the IDMC recommendation that the 
pre-specified futility boundary has been met or due to safety reasons, the Japan Sub-study 
will also be stopped. 

8.1.6  Determination of Sample Size of Japan Sub-study 

Section 8.2 of the parent protocol outlines the rationale for the sample size of 
220 subjects.  An additional 30 subjects has been determined as the proper sample size 
for the Japan Sub-study based on the following rationale. 

To ensure that the result in Japanese subjects will be comparable to the result in western 
subjects, the number of events needed in Japanese patients was calculated to be 17 using 
EAST5, Version 5.2.0.0. Based on the assumptions in Section 8.2, 17 events will be 
needed to ensure to see an effect in the same direction in the Japanese subjects as 
compared to western subjects (i.e., a hazard ratio < 1) with a probability of 89%.  Taking 
into account the feasibility of enrolment and the ratio of the number of events to the 
number of subjects in the western population (128 events in 220 subjects), the target 
number of Japanese patients to be included was set at 30. 

8.1.7  Randomization Methods 

An IVRS/IWRS will be used to determine the randomization of subjects.  Detailed 
instructions for using the IVRS/IWRS will be provided to the site personnel. 

Subjects who are eligible based on inclusion and exclusion criteria and have had all 
pre-randomization procedures performed will be randomized in 1:1 double-masked 
fashion to the treatment groups.  Due to the small sample size, no stratification by 
baseline immunosuppressant usage will be used for Japanese subjects.  However, 
Japanese subjects will be randomized in a separate stratum.  The randomization schedule 
will be prepared by the Statistics Department of Abbott GmbH & Co. KG, Ludwigshafen 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 164 

and provided to drug supply for adequate packaging.  Randomization will be done using 
an adequate block size. 

9.3.1  Informed Consent Form and Explanatory Material 

In Japan, the Principal Investigator will prepare the consent form and explanatory 
material required to obtain subject's consent to participate in the study with the 
cooperation of the sponsor and will revise these documents as required.  The prepared or 
revised consent forms and explanatory material will be submitted to the sponsor.  
Approval of the IRB will be obtained prior to use in the study. 

9.3.2  Revision of the Consent Form and Explanatory Material 

In Japan, when important new information related to the subject's consent becomes 
available, the Principal Investigator will revise without delay the consent form and 
explanatory material based on the information and will obtain the approval of the IRB 
prior to use in the study.  The Investigator will provide the information, without delay, to 
each subject already participating in the study, and will confirm the intention of each 
subject to continue in the study or not.  The Investigator will also provide further 
explanation using the revised consent form and explanatory material and will obtain 
written consent from each subject of their own free will to continue participating in the 
study. 

13.0  Completion of the Study 

The Investigator will conduct the study in compliance with the protocol and complete the 
study within the timeframe specified in the contract between the Investigator (Director of 
the Site in Japan) and Abbott.  Continuation of this study beyond this date must be 
mutually agreed upon in writing by both the Investigator (Director of the Site in Japan) 
and Abbott.  The Investigator will provide a final report to the IEC/IRB following 
conclusion of the study, and will forward a copy of this report to Abbott or their 
representative. 



 
Adalimumab 
M10-877 Protocol 
EudraCT 2009-016095-68 

 

 

 165 

The Investigator (Director of the Site in Japan) must retain any records related to the 
study according to local requirements.  If the Investigator (Director of the Site in Japan) 
is not able to retain the records, he/she must notify Abbott to arrange alternative 
archiving options. 

16.0 Clinical Expense and Compensation 

16.1 Expenditure of the Clinical Expense 

The sponsor will pay the expenses related to this study to the investigative site in 
accordance with "Special Healthcare Expenditure."  The expenses of screening test, etc. 
will be paid based on the contract concluded with each investigative site.  To lighten the 
burden imposed on the subject with participation to the study, transportation expenses, 
etc. will be paid to the subjects via participating investigative site in accordance with the 
rules of the investigative site. 

16.2 Compensation for Health Impairment and Insurance 

1. If a subject suffers some sort of health impairment due to this study, the 
investigative site will provide treatment and take other necessary measures.  
Among the expenses required for the treatment, the amount not covered by health 
insurance that the patient must pay directly will be borne by the sponsor only when 
the event is associated with the use of the study drug. 

2. When a subject suffers health impairment during this study and a dispute occurs or 
might occur between the investigative site and the subject, the investigative site 
will immediately report this to the sponsor and resolve it.  The sponsor will 
cooperate with the investigative site in resolving any issues or problems. 

3. When the investigative site must compensate subject for any health impairment 
caused by this study, the compensation paid by the investigative site and the 
expenses related to any dispute will be borne in full by the sponsor, except in cases 
where the responsibility for the problem is attributed to the investigative site.  This 
shall not apply to cases where the health impairment occurred because the 
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investigative site performed the study with marked deviation from the GCP or the 
protocol or because of a deliberate action or a major error by the investigative site. 

4. When a subject suffers health impairment during this study and liability for 
compensation arises, the sponsor will compensate in accordance with the SOP 
regarding the compensation prepared in advance. 

5. The sponsor will obtain clinical study insurance and will take other necessary 
measures to cover the claims and compensation required in such cases. 

 
17.0 Organization for Clinical Study Conduct 

17.1 Sponsors 

Abbott Japan Co., Ltd., 3-5-27, Mita, Minato-ku, Tokyo 108-6303, Japan 

17.2 Clinical General Manager 

, Director, Global Pharmaceutical Research & Development, Japan, 
Abbott Japan Co., Ltd., 3-5-27, Mita, Minato-ku, Tokyo 108-6302, Japan 

17.3 Clinical Trial Practice Manager 

, Project Head of Clinical Science/Planning, Global Pharmaceutical 
Research & Development, Abbott Japan Co., Ltd., 3-5-27, Mita, Minato-ku, Tokyo 108-
6302, Japan, TEL:  /FAX:   

Principal Duties: 

The clinical trial practice manager will conduct overall management of the study.  The 
clinical trial practice manager will also confirm that the operation of the study, as well as 
preparation, recording, and reporting of the data are performed accurately in accordance 
with the protocol, the standards specified in Article 14, Paragraph 3 and Article 80-2 of 
the Pharmaceutical Affairs Law, the GCP, and the SOPs of the sponsor.  The clinical trial 
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practice manager will sign the protocol and the clinical study report on behalf of the 
sponsor. 

17.4 Sponsor Organization 

 Project Director, Immunology Development, Abbott 
100 Abbott Park Road, . AP-6C-6, Abbott Park, IL  60064-6084, USA  
TEL:   

Principal Duties 

The persons responsible for the study will prepare and revise the Investigator's brochure, 
the study protocol, the CRF, the consent form and explanatory materials (draft), the 
clinical study report, and other required data. 

They will continuously collect, evaluate, and provide the information required for 
appropriate assessment of the progress of the clinical trial and for conduct of the clinical 
trial. 

17.4.1 Principal Investigators 

To be determined. 

Principal Duties: 

1. Selecting the subjects. 

2. Obtaining consent from the subjects. 

3. Treatment of the subjects. 

4. Agreement and compliance with the protocol. 

5. Submission of documents to the IRB. 

6. Compliance with the instructions and decisions of the directors of the investigative 
site. 
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7. Using the study drug in compliance with the protocol. 

8. Preventing deviations and changes to the protocol, recording any deviations, and 
reporting them to the sponsor, the director of the investigative site, and IRB. 

9. Completion of CRFs based on source data/documents and submission to the 
sponsor. 

10. Reporting to the IRB, the sponsor, and the director of the investigative site during 
the study. 

11. Notification and treatment of subjects when the study is discontinued or 
suspended, as well as notification and detailed reporting to the director of the 
investigative site. 

12. Notification of the director of the investigative site on completion of the study and 
reporting a summary of the results. 

13. Retaining essential documents related to the study. 

 
17.4.3 Investigative Sites 

To be determined. 

17.4.4 Clinical Laboratory 

 
 

 
 
Principal Duties: 

Collection, storage and shipment of the samples for the laboratory tests, and samples for 
adalimumab and AAA analysis.  Performing the laboratory test and reporting the results 
to the Investigator and the sponsor. 
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17.4.5 Drug Concentration Measurement 

 Group Leader, Clinical Pharmacology and 
Pharmacometrics, Abbott, 100 Abbott Park Road, , Bldg. AP13A, Abbott 
Park, IL  60064, USA  TEL:   

Principal Duties: 

The person in charge will assess the quantitative determination process and the results 
under the supervision of drug analysis division of the sponsor, and prepare an analysis 
report. 

17.4.6 Pharmacokinetic Analysis 

 Group Leader, Clinical Pharmacology & 
Pharmacometrics, Abbott 100 Abbott Park Road, , Bldg. AP13A, Abbott 
Park, IL  60064, USA  TEL:  

Principal Duties: 

The person in charge will calculate the pharmacokinetic parameters, perform 
pharmacokinetic analysis, and prepare the pharmacokinetic report. 

17.4.7 Enrollment Center 

 
 

 

Principal Duties: 

1. Subject registration. 

2. Confirmation of subject eligibility. 
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3. Inform the result of registration for each subject to each investigative site. 

4. Correspond to the answers from the investigative sites regarding subject 
registration. 

 
18.0 Storage of Records 

The directors of the investigation sites will retain the "Essential documents to be retained 
by study institutions" specified in the Section 4.9.5 of ICH guideline for the period 
specified the following. 

Essential documents should be retained until at least 2 years after the last approval of a 
marketing application in an ICH region and until there are no pending or contemplated 
marketing applications in an ICH region or at least 2 years have elapsed since the formal 
discontinuation of clinical development of the investigational product.  These documents 
should be retained for a longer period, however, if required by applicable regulatory 
requirements or by an agreement with the sponsor.  It is the responsibility of the sponsor 
to inform the investigator/institution as to when these documents no longer need to be 
retained. 

19.0 Study Period 

The study period is planned from March 2010 to September 2011.  For Japan, First 
Subject First Visit is planned to be May 2010. 
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Investigator's Agreement - Japan 

The Principal Investigator will agree to the following:  1) I have received and reviewed 
the Investigator's Brochure for Adalimumab I have read this protocol and agree that the 
study is ethical; 3) I agree to conduct the study as outlined and in accordance with all 
applicable regulations and guidelines; 4) I agree to maintain the confidentiality of all 
information received or developed in connection with this protocol and 5) I agree with 
the Sponsor about the contents of the protocol and CRFs and to comply with them. 

Study Title: A Multicenter Study of the Efficacy and Safety of the Human 
Anti-TNF Monoclonal Antibody Adalimumab in Subjects with 
Active Non-infectious Intermediate-, Posterior-, or Pan-uveitis 

Protocol Number: M10-877 

Issue Date:   Protocol:  Version                   ,                /               / 
  CRF:        Version                   ,                /               / 

Site–specific Change 
  No 
  Yes 
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1.0 Title Page 

CLINICAL STUDY PROTOCOL M10-877 – VISUAL I 

A Multicenter Study of the Efficacy and Safety of the 
Human Anti-TNF Monoclonal Antibody Adalimumab 
as Maintenance Therapy in Subjects Requiring High 

Dose Corticosteroids for Active Non-infectious 
Intermediate-, Posterior-, or Pan-uveitis 

Incorporating Global Amendments 1, 2, 3, Country 
Specific Amendment 4 for France Only, and Global 

Amendments 4 and 5, Administrative Change 1, 
Global Amendments 6 and 7, Administrative 

Change 2 and Global Amendment 8, Administrative 
Change 2.1 for Japan Only, Global Amendment 9, 

Administrative Change 3 and Global Amendment 10 

AbbVie Investigational  
  Product: 

 
Adalimumab 

Date:  19 November 2013 

Development Phase: 3 

Study Design: A randomized, double-masked, placebo-controlled, multicenter study designed to 
demonstrate the efficacy and safety of adalimumab as maintenance therapy in adult 
subjects requiring high dose corticosteroids for active non infectious intermediate-, 
posterior-, or pan-uveitis. 

EudraCT Number: 2009-016095-68 

Investigators: Investigator information is on file at AbbVie 

Sponsor  Non-European Countries: 
AbbVie 
Bldg. AP4-2 
1 North Waukegan Road 
North Chicago, IL  60064, USA 
Japan:   
AbbVie GK 
3-5-27, Mita, Minato-ku 
Tokyo, 108-6302, Japan 

European Countries: 
AbbVie Deutschland GmbH & Co 
KG 
Knollstrasse 50 
67061 Ludwigshafen 
Germany 
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Sponsor/Emergency 
  Contact: 

US, Canada, Latin America 
 

  
 

 
 

 
  

  
 

  
 
Japan 

 
  

  
 

 

 

Europe, Israel, Australia 
 

 

 
 

 

 
   

 
  

 
 

  

 
The specific contact details of the AbbVie legal/regulatory entity (person) within the relevant country are provided 

within the clinical trial agreement with the Investigator/Institution and in the Clinical Trial Application with the 
Competent Authority. 

This study will be conducted in compliance with the protocol, Good Clinical Practice and all other applicable regulatory 
requirements, including the archiving of essential documents. 

Confidential Information 
No use or disclosure outside AbbVie is permitted without prior written authorization from AbbVie. 
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1.1 Protocol Amendment:  Summary of Changes 

The purpose of this amendment is to incorporate the changes summarized below as well 
as editorial changes. 

● Section 1.2 Synopsis, Section 5.1 Overall Study Design and Plan:  Description, 
Figure 1 Study Schematic, Section 5.2 Selection of Study Population, 
Section 5.3.1.1 Study Procedures, Section 8.2 Determination of Sample Size, 
Appendix N Japan Sub-study:  Section 5.1, Section 5.2, Section 8.2. 
Description:  Increased overall sample size to 266 subjects (including 
32 Japanese subjects) and increased the number of required treatment failures 
to 138 events and 19 events in subjects enrolled in Japan.  
Rationale:  The overall treatment failure rate based on the masked study data 
was higher (60% at 6 months) than the overall treatment failure rate assumed 
for sample size calculation (50% at 6 months).  The assumption for the sample 
size calculation was adjusted in order to maintain a power of 90% 

● Section 1.2 Synopsis and Section 5.3.3.2 Secondary Variables. 
Description:  Changed the definition of secondary endpoints.  
Rationale:  To be able to include those subjects in the analysis that have a 
treatment failure at Week 6 

 
Administrative Changes: 

○ Section 1.0 Title Page and Section 6.5 Adverse Event Reporting:  
Incorporated Administrative Change 3 changes. 

○ Section 1.0 Title Page and Section 6.5 Adverse Event Reporting:  Updated 
Sponsor/Emergency Contact. 

○ Sections 1.2 Synopsis:  Updated to reflect the changes in this amendment. 
○ Section 5.3.2.1and Appendix N:  Section 5.3.2.1 Collection of Samples for 

Analysis:  Adjusted to account for the possibility of additional samples 
depending on the number of subjects required to meet the 138th treatment 
failure event in subjects enrolled outside of Japan and the 19th treatment 
failure in subjects in Japan. 
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● Section 5.3.1.1 Fundus Photography:  Language added to clarify that the site 
must have a discussion with AbbVie Medical Monitor and/or the central reader 
if the fundus image discrepancy is not clear or if a medical discussion is 
required. 

 
An itemized list of all changes made to the protocol under this amendment can be found 
in Appendix O. 



 Adalimumab 
M10-877 Protocol Amendment 10 - Global 
EudraCT 2009-016095-68 

 

 

5 

1.2 Synopsis 

AbbVie Protocol Number:  M10-877 

Name of Study Drug:  Adalimumab Phase of Development:  3 

Name of Active Ingredient:  Adalimumab Date of Protocol Synopsis:  19 November 2013 

Protocol Title:  A Multicenter Study of the Efficacy and Safety of the Human Anti-TNF Monoclonal 
Antibody Adalimumab as Maintenance Therapy in Subjects Requiring High Dose Corticosteroids for 
Active Non-infectious Intermediate-, Posterior-, or Pan-uveitis - VISUAL I 

Objective: 
The objective of this study is to evaluate the efficacy and safety of adalimumab 80 mg loading dose 
followed by 40 mg dose given every other week (eow) subcutaneously (SC) starting at Week 1 
compared with placebo as maintenance therapy in subjects requiring high dose corticosteroids for active 
non-infectious intermediate-, posterior-, or pan-uveitis. 

Investigators:  Investigator information on file at AbbVie. 

Study Sites:  Up to 102 sites in the US, Canada, Europe, Israel, Australia, Latin America and Japan. 

Study Population: 
Adults with active intermediate-, posterior-, or pan-uveitis in at least one eye despite at least 2 weeks of 
oral prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day (or oral corticosteroid equivalent). 

Number of Subjects to be Enrolled: 
Approximately two hundred and sixty-six (266) (234 non-Japanese subjects and 32 Japanese subjects in 
a Japan Sub-study) 

Methodology: 
This study is a randomized, double-masked, placebo-controlled, multicenter study designed to 
demonstrate the efficacy and safety of adalimumab as maintenance therapy in adult subjects requiring 
high dose corticosteroids for active non-infectious intermediate-, posterior-, or pan-uveitis.  Subjects will 
be randomized to receive adalimumab 80 mg subcutaneous (SC) loading dose followed a week later by 
40 mg dose eow starting at Week 1 (Arm 1) or matching placebo as loading and eow doses (Arm 2) in a 
1:1 ratio. 
All subjects will receive a standardized prednisone burst of 60 mg/day at study entry followed by a 
protocol-defined mandatory taper schedule, as outlined below, in which all subjects continuing in the 
study will be off prednisone no later than Week 15. 
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Methodology (Continued): 

Study Week Prednisone Dose (mg/day) 

Week 0 60 

1 60 

2 50 

3 40 

4 30 

5 20 

6 15 

7 12.5 

8 10 

9 7.5 

10 5 

11 4 

12 3 

13 2 

14 1 

15 Discontinued prednisone 

Subjects who enter the study on topical corticosteroids will undergo a standardized taper schedule 
beginning at Week 1 until all subjects are off topical corticosteroids by Week 9.  Depending on the dose 
that the subject is on at the Baseline visit, the number of drops per day will be decreased every week at 
the increments indicated below: 

Dose (No. of drops/day) per Week 

12 

10 

8 

6 

5 

4 

3 

2 

1 

Discontinue Drops 
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Methodology (Continued): 
Study visits will be at Baseline, Weeks 1, 4, 6, 8 and every 4 weeks thereafter with the following 
exception.  A study visit will occur at Week 27.  There will not be a study visit at Week 28.  Starting at 
Week 6 and every visit thereafter, all subjects will be assessed for Treatment Failure.  The Week 1 and 
Week 4 visits are meant to assess the subject's progress and safety of therapy.  Subjects determined as 
Treatment Failures will be discontinued from the study.  The primary analysis will be a comparison of 
the Time to Treatment Failure for the adalimumab and placebo arms. 
Blood samples for the evaluation of adalimumab concentrations will be collected at Baseline and 
Week 1, 8, 12, 27, 36, 52 and at the Final/Early Termination visit if the subject terminates prior to 
52 weeks.  Blood samples for the evaluation of anti adalimumab antibody (AAA) concentrations will be 
collected at Baseline and Weeks 12, 27, 36, 52 and at the Final/Early Termination visit if the subject 
terminates prior to 52 weeks.  PK and AAA samples will also be collected during an Unscheduled Visit 
if this occurs before Week 52. 
Safety data will be collected in the form of adverse events, physical examination, vital signs and 
laboratory tests throughout the treatment period and up to 70 days after the last injection in this study. 
Subjects that meet the Treatment Failure criteria or discontinue for any other reason prior to the end of 
the study will have a Final/Early Termination visit. 
All subjects will have a 70-day follow-up phone call or clinic visit to obtain follow-up information on 
any new or ongoing AEs.  The 70-day follow-up phone call or clinic visit will not be required for any 
subject that continues in the roll over study (M11-327). 
Subjects who are Treatment Failures at Week 6 and at subsequent visits thereafter will be given the 
opportunity to enroll in the open-label adalimumab Study M11-327 if criteria are met and their site is 
participating in the rollover study.  Likewise, at the end of this study, all remaining subjects who have 
not had a Treatment Failure event will have the opportunity to enroll in M11-327. 

Diagnosis and Main Criteria for Inclusion/Exclusion: 

Main Inclusion: 
• Subject is ≥ 18 years of age. 
• Subject is diagnosed with non-infectious intermediate-, posterior-, or pan-uveitis. 
• Subject must have active disease at the Baseline visit as defined by the presence of at least 1 of 

the following parameters in at least one eye despite at least 2 weeks of maintenance therapy 
with oral prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day (or oral corticosteroid 
equivalent): 
o Active, inflammatory, chorioretinal and/or inflammatory retinal vascular lesion 
o ≥ 2+ anterior chamber cells (Standardization of Uveitis Nomenclature [SUN] criteria) 
o ≥ 2+ vitreous haze (National Eye Institute [NEI]/SUN criteria) 

• Subject is on oral prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day (or oral corticosteroid 
equivalent) for at least 2 weeks prior to Screening and remains on the same dose from 
Screening to Baseline visit. 

• Subject with documented prior adequate response to oral corticosteroids (equivalent of oral 
prednisone up to 1 mg/kg/day). 
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Main Inclusion (Continued): 
• Subjects who do not have previous, active or latent TB.  Only one TB test is required to allow 

the subject in the study.  Subjects with either negative PPD (< 5 mm of induration) or negative 
QuantiFERON®-TB Gold test (or IGRA equivalent) are eligible.  Subjects with a repeat 
indeterminate QuantiFERON®-TB Gold test (or IGRA equivalent) result are not eligible. 
Note, that only one TB screening test is allowed and required.  A repeat QuantiFERON®-TB 
Gold test (or IGRA equivalent) is not permitted if the PPD skin test is positive. 
The TB screening tests are diagnostic tests.  In the event of a negative TB screening test, the 
results are to be interpreted in the context of the patient's epidemiology, history, exam findings, 
etc. and it is the responsibility of the investigator to determine if a patient has previous, active 
or latent tuberculosis or not.  Under no circumstances can a patient with a positive PPD result 
or positive QuantiFERON®-TB Gold test (or IGRA equivalent) enter the study. 

Main Exclusion: 
• Subject with isolated anterior uveitis. 
• Subject with prior inadequate response to high-dose oral corticosteroids. 
• Subject with confirmed or suspected infectious uveitis, including but not limited to infectious 

uveitis due to TB, cytomegalovirus (CMV), Lyme disease, toxoplasmosis, Human 
T-Lymphotropic Virus Type 1 (HTLV-1) infection, Whipple's disease, herpes zoster virus 
(HZV), and herpes simplex virus (HSV). 

• Subject with serpiginous choroidopathy. 
• Subject with corneal or lens opacity that precludes visualization of the fundus or that likely 

requires cataract surgery during the duration of the trial. 
• Subject with intraocular pressure of ≥ 25 mmHg and on ≥ 2 glaucoma medications or evidence 

of glaucomatous optic nerve injury. 
• Subject with Best Corrected Visual Acuity (BCVA) less than 20 letters (ETDRS [Early 

Treatment Diabetic Retinopathy Study]) in at least one eye at the Baseline visit. 
• Subject with intermediate uveitis or panuveitis that has signs of intermediate uveitis 

(e.g., presence or history of snowbanking or snowballs) and symptoms and/or Magnetic 
Resonance Imaging (MRI) findings suggestive of a demyelinating disease such as multiple 
sclerosis.  All subjects with intermediate uveitis or panuveitis that have signs of intermediate 
uveitis (e.g., presence or history of snowbanking or snowballs) must have a brain MRI within 
90 days prior to the Baseline visit. 

• Subject has previous exposure to anti-TNF therapy or any biologic therapy (except intravitreal 
anti VEGF therapy) with a potential therapeutic impact on non-infectious uveitis. 

• If entering the study on 1 concomitant immunosuppressive therapy, dose has been increased 
within the last 28 days prior to Baseline visit or is not within the following allowable doses at 
the Baseline visit: 
o Methotrexate (MTX) ≤ 25 mg per week 
o Cyclosporine ≤ 4 mg/kg per day 
o Mycophenolate mofetil ≤ 2 grams per day or an equivalent drug to mycophenolate mofetil 

(e.g., mycophenolic acid) at an equivalent dose approved by the Medical Monitor 
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Main Exclusion (Continued): 
o Azathioprine ≤ 175 mg per day 
o Tacrolimus (oral formulation) ≤ 8 mg per day 

• Subject has received Retisert® (glucocorticosteroids implant) within 3 years prior to the 
Baseline visit or that has had complications related to the device.  Subject has had Retisert® 
(glucocorticosteroid implant) removed within 90 days prior to the Baseline visit or has had 
complications related to the removal of the device. 

• Subject has received intraocular or periocular corticosteroids within 30 days prior to Baseline 
visit. 

• Subject with proliferative or severe non-proliferative diabetic retinopathy or clinically 
significant macular edema due to diabetic retinopathy. 

• Subject with neovascular/wet age-related macular degeneration. 
• Subject with abnormality of vitreo-retinal interface (i.e., vitreomacular traction, epiretinal 

membranes, etc.) with the potential for macular structural damage independent of the 
inflammatory process. 

• Subject with severe vitreous haze that precludes visualization of the fundus at the Baseline 
visit. 

• Subject has received Ozurdex® (dexamethasone implant) within 6 months prior to the Baseline 
visit. 

• Subject has received intravitreal methotrexate within 90 days prior to the Baseline visit. 
• Subject has received intravitreal anti-VEGF therapy: 

o within 45 days of the Baseline visit for Lucentis® (ranibizumab) or Avastin® 
(bevacizumab); 

o or within 60 days of the Baseline visit for anti-VEGF Trap (Aflibercept). 
• Subject on systemic carbonic anhydrase inhibitor within 1 week prior to Screening visit. 
• Subject with macular edema as the only sign of uveitis. 
• Subject with a history of scleritis. 
• Subject with intolerance to high-dose oral corticosteroids (equivalent of oral prednisone 

1 mg/kg/day or 60 to 80 mg/day). 
• Subject on cyclophosphamide within 30 days prior to the Baseline visit. 

Investigational Product: Adalimumab 
Doses: 80 mg loading dose followed by 40 mg dose eow starting at Week 1 
Mode of Administration: SC (pre-filled syringe) 

Duration of Treatment:  A subject may be able to participate in this study up to Week 80.  The study 
will include a 2 to 30 day Screening Period.  The maximum double-masked treatment period duration 
will be 80 weeks or when the 138th treatment failure event (in non-Japanese subjects) occurs.  In 
addition, a 70-day follow-up phone call or clinic visit will take place. 
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Criteria for Evaluation 
Efficacy: 
The primary efficacy endpoint is the Time to Treatment Failure.  Treatment Failure is defined in the 
table below for Week 6 and all other visits thereafter: 

M10-877 Treatment Failure Criteria by Study Visit 

Parameter 

Treatment Failure* 

Week 6 Visit All Other Visits After Week 6 
Inflammatory, chorioretinal 
and/or inflammatory retinal 

vascular lesions 

New active, inflammatory 
lesions relative to Baseline 

New active, inflammatory 
lesions relative to Baseline 

Anterior Chamber Cell grade 
(SUN Criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Vitreous Haze grade 
(NEI/SUN criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Visual Acuity (ETDRS) 
Worsening of BCVA by 

≥ 15 letters relative to best state 
achieved 

Worsening of BCVA by 
≥ 15 letters relative to best state 

achieved 
* To be considered a treatment failure, ≥ 1 of these 4 criteria need to be present in at least 1 eye. 
** A 2-step increase is represented by a change of Grade 0 to Grade 2+; or Grade 0.5+ to Grade 3+. 
 
Ranked secondary efficacy variables are: 
1. Change in Anterior Chamber (AC) cell grade in each eye from best state achieved prior to Week 6 

to the Final/Early Termination visit. 
2. Change in Vitreous Haze grade (NEI/SUN criteria) in each eye from best state achieved prior to 

Week 6 to the Final/Early Termination visit. 
3. Change in logMAR BCVA in each eye from best state achieved prior to Week 6 to the Final/Early 

Termination visit. 
4. Time to OCT evidence of macular edema in at least one eye on or after Week 6. 
5. Percent change in central retinal thickness in each eye from best state achieved prior to Week 6 to 

the Final/Early Termination visit. 
6. Change in NEI Visual Functioning Questionnaire (VFQ-25) composite score from best state 

achieved prior to Week 6 to the Final/Early Termination visit. 
Other efficacy variables include:  NEI Visual Functioning Questionnaire (VFQ-25) subscores, Hospital 
Anxiety and Depression Scale (HADS), Work Productivity and Activity Impairment Questionnaire:  
Specific Health Problem Questionnaire (WPAI-SHP), EuroQol-5D Questionnaire (EQ-5D) and Health 
Resource Utilization Questionnaire (HRU). 
Safety:  Safety will be assessed by adverse events, physical examination, vital signs and laboratory data 
during the entire study. 
Pharmacokinetics:  Adalimumab serum concentrations will be characterized at each time point of the 
scheduled sampling. 
Immunogenicity:  Presence of anti-adalimumab antibody (AAA) will be determined. 
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Statistical Methods: 
The following statistical analysis will be restricted to subjects recruited outside Japan.  A separate 
statistical analysis for subjects recruited in Japan will be conducted for the Japan sub-study. 

Efficacy: 
The efficacy analysis will be performed in the Intent to Treat (ITT) set which includes all subjects that 
are randomized. 
The primary efficacy endpoint is the Time to Treatment Failure at or after Week 6 and will be compared 
between the adalimumab group and the placebo group using a log-rank test at a two-sided significance 
level of 5%. 
Treatment Failures on or after Week 6 will be counted as events and dropouts due to reasons other than 
Treatment Failure at any time during the study will be considered as censored observations at the time of 
dropping out. 
The ranked secondary endpoints will be analyzed as follows:  Change in AC cell grade, change in 
Vitreous Haze grade, change in logMAR BCVA and change in CRT will be compared between 
treatment groups using ANOVA adjusted for clustered observations (i.e., observations from each of the 
subject's eyes).  Change in VFQ-25 will be compared between treatment groups using ANOVA.  
Subjects dropping out through Week 6 will be excluded from the analyses of AC cells, Vitreous Haze, 
logMAR BCVA, central retinal thickness and VFQ-25.  Missing values will be imputed by last 
observation carried forward.  The time to OCT evidence of macular edema at or after Week 6 will be 
compared between the treatment groups in a proportional hazards model.  OCT evidence of macular 
edema at or after Week 6 will be counted as event.  Dropouts due to reasons other than OCT evidence of 
macular edema will be considered as censored observations at the time of dropping out. 
The two-sided testing of ranked secondary endpoints will only be initiated in case of statistically 
significant differences between the treatment groups for the primary endpoint.  The statistical test for the 
ranked secondary variables will be carried out in the hierarchical order shown and will be performed at 
the significance level of 5%.  This means that statistically significant results for the higher ranked 
secondary variable are mandatory to initiate the testing of the next variable with a lower rank and that 
the multiple significance level of 5% two-sided is controlled. 
Other efficacy endpoints will be compared between treatment groups using analysis of variance except 
for healthcare resource utilization (HRU) data which will be analyzed using Poisson regression.  Missing 
values will be imputed by last observation carried forward.  HRU data will be analyzed as observed. 
Demographics and Baseline characteristics of the study subjects will be summarized using descriptive 
statistics.  The P value will be provided to assess the comparability of the treatment groups assigned by 
randomization.  Continuous variables will be analyzed using analysis of variance and discrete variables 
will be analyzed using Chi-square test. 
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Safety: 
The safety analysis will be performed in the safety set defined as all subjects who received at least 
one injection of study medication.  The number and percentage of subjects with treatment emergent 
adverse events will be displayed with counts and percentages.  The changes in laboratory data and vital 
signs will be summarized using descriptive statistics. 

Pharmacokinetics:  Adalimumab serum concentrations will be summarized at each time point of the 
scheduled sampling.  In addition, population pharmacokinetic model based analyses with the focus on 
estimating apparent clearance (CL/F) and apparent volume of distribution (V/F) of adalimumab will be 
performed with data from the M10-880 study as a separate report. 
Immunogenicity:  Percentages of subjects who are AAA-positive will be calculated for each treatment 
group. 
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1.3 List of Abbreviations and Definition of Terms 

AAA Anti-Adalimumab Antibody 
AC Anterior Chamber 
AE Adverse Event 
ALT Alanine Aminotransferase 
ANA Antinuclear Antibody 
AREDS Age-Related Eye Disease Study 
AS Ankylosing Spondylitis 
AST Aspartate Aminotransferase  
ATEMS Abbott Temperature Excursion Management System 
BCG Bacille Calmette-Guérin  
BCVA Best Corrected Visual Acuity 
BUN Blood Urea Nitrogen 
CD Crohn's Disease 
CDM Clinical Data Management 
CME Cystoid Macular Edema  
CMV Cytomegalovirus 
CNS Central Nervous System 
CRA Clinical Research Associate 
CRP C-reactive Protein 
CRT Central Retinal Thickness 
CXR Chest X-ray 
eCRF Electronic Case Report Form 
eow Every Other Week 
EAU Experimental Autoimmune Uveoretinitis 
EC European Commission 
ECG Electrocardiogram 
eCRF Electronic Case Report Form 
EDC Electronic Data Capture 
ELISA Enzyme-linked Immunosorbent Assay 
EQ-5D EuroQol-5D Questionnaire 
EMA European Medicines Agency 
ESR Erythrocyte Sedimentation Rate 
ETDRS Early Treatment Diabetic Retinopathy Study 
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EU European Union 
FA Fluorescein Angiography 
FDA US Food and Drug Administration 
FTA Fluorescent Treponemal Antibodies  
GCP Good Clinical Practices 
GPRD Global Pharmaceutical Research and Development 
HADS Hospital Anxiety and Depression Scale 
HBcAb Hepatitis B Core Antibody 
HBV-DNA Hepatitis B Virus- DNA 
HBsAg Hepatitis B Surface Antigen 
HBsAb Hepatitis B Surface Antibody 
HCG Human Chorionic Gonadotropin 
HIV Human Immunodeficiency Virus 
HTLV-1 Human T-Lymphotropic Virus Type 1 
HRU Healthcare Resource Utilization 
HSV Herpes Simplex Virus 
HZV Herpes Zoster Virus 
ICH International Conference on Harmonization 
IDMC Independent Data Monitoring Committee 
IEC Independent Ethics Committee 
IgG Immunoglobulin G 
IgM Immunoglobulin M 
IMP Investigational Medicinal Product 
IGRA Interferon-Gamma Release Assay 
IRB Institutional Review Board 
ITT Intent to Treat 
IUD Intrauterine Device 
IV Intravenous 
IVRS Interactive Voice Response System 
IWRS Interactive Web Response System 
JIA Juvenile Idiopathic Arthritis 
MMR Measles-Mumps-Rubella  
MMRV Measles-Mumps-Rubella-Varicella 
MRI Magnetic Resonance Imaging 
MTX Methotrexate 



 Adalimumab 
M10-877 Protocol Amendment 10 - Global 
EudraCT 2009-016095-68 

 

 

15 

NEI National Eye Institute 
Nnmiss Number of Non-missing Observations 
NYHA New York Heart Association 
OCT Optical Coherence Tomography 
OPV Oral Polio Vaccine 
PA Posterior-Anterior 
PK Pharmacokinetics 
PMDA Pharmaceuticals and Medical Devices Agency 
POR Proof of Receipt 
POHS Presumed Ocular Histoplasmosis Syndrome 
PPD Purified Protein Derivative 
Ps Psoriasis 
PsA Psoriatic Arthritis 
PSC Posterior Subcapsular 
RA Rheumatoid Arthritis 
RBC Red Blood Cell 
SAE Serious Adverse Event 
SAP Statistical Analysis Plan 
SC Subcutaneous 
SF-36 SF-36 Health Status Survey 
SGOT Serum Glutamic-Oxaloacetic Transaminase 
SGPT Serum Glutamic-Pyruvic Transaminase 
SUN Standardization of Uveitis Nomenclature 
SUSAR Suspected Unexpected Serious Adverse Reactions 
TNF Tumor Necrosis Factor 
TB Tuberculosis 
UC Ulcerative Colitis 
US United States 
VEGF Vascular Endothelial Growth Factor 
VFQ-25 Visual Functioning Questionnaire 
VKH Vogt-Koyanagi-Harada Disease 
WBC White Blood Cell 
WPAI-SHP Work Productivity and Activity Impairment, Questionnaire:  Specific 

Health Problem Questionnaire V2.0 
Nd: YAG/YAG neodymium-doped yttrium aluminium garnet  
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3.0 Introduction 

3.1 Uveitis Disease Overview 

Uveitis refers to inflammation in the uveal tract of the eye which includes the iris, ciliary 
body, and choroid.1  In addition, diseases in which the retina is affected are also often 
included under the term "uveitis."  According to the Standardization of Uveitis 
Nomenclature (SUN) working group, uveitis can be classified according to the primary 
anatomical location of the inflammation – anterior-, intermediate-, posterior- or 
pan-uveitis (affecting all three areas).3  The location of inflammation dictates the 
prognosis and recommended therapy for the disease.  As an example, there is a higher risk 
for vision loss in subjects with panuveitis.4  Uveitis can also be categorized by the 
etiology of the inflammatory process – infectious or non-infectious.1  Non-infectious 
uveitis can then be further classified as to whether it is an isolated ocular syndrome 
(i.e., Birdshot choroidopathy) or if there is accompanying extra-ocular or systemic 
inflammation (i.e., sarcoidosis, Vogt-Koyanagi-Harada disease [VKH], Behcet's disease, 
Ankylosing spondylitis [AS], Juvenile idiopathic arthritis [JIA], Psoriatic arthritis [PsA], 
etc.).  Subjects with non-infectious uveitis but who do not have a characteristic disease 
pattern or systemic involvement that indicate a specific diagnosis are often labeled as 
having "idiopathic" uveitis. 

3.2 Epidemiology 

There are challenges in understanding the epidemiology of non-infectious uveitis due to 
the heterogeneity of the disease, variations in diagnostic work-up and availability of 
investigations or tests, lack of uniform classification systems or definitions of uveitis 
entities and referral or selection bias.5  In addition, studies often combine both infectious 
and non-infectious types of uveitis. 

In a review of the epidemiologic literature by Wakefield and Chang that covered various 
parts of the world, the annual incidence of uveitis was noted to be between 17 and 52 per 
100,000 population.5  Anterior uveitis is the most common type of uveitis in most regions 
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of the world, though it is less common in Asian countries.  Intermediate uveitis, on the 
other hand, is universally the least common type of uveitis.  Among those with posterior 
uveitis, Toxoplasmic retinochoroiditis was the most commonly identified etiology, with 
the remaining cases being largely idiopathic.  Most cases of panuveitis, in North America, 
Europe and Asia, are idiopathic.  Other types of panuveitis are due to Sarcoid, Behcet's 
Disease, VKH or Toxoplasmosis. 

3.3 Current Therapies for Non-Infectious Uveitis 

Corticosteroids have been the mainstay of treatment for non-infectious uveitis because of 
their immediate efficacy.  These can be administered either in a topical, oral or injectable 
form.  However, ocular and/or systemic adverse effects of long-term corticosteroid 
therapy limit its use in the treatment of uveitis.6-8  The type and severity of the disease 
dictate the route of administration of corticosteroids and the likelihood of requiring 
immunosuppressive therapy to control the uveitis.6,9  Topical corticosteroid eye drops are 
often sufficient to successfully control anterior uveitis, while in inflammation involving 
the posterior segment of the eye, systemic or injectable corticosteroids are employed. 

The most commonly used immunosuppressive agents are cyclosporine, mycophenolate 
mofetil, azathioprine and tacrolimus.6-8  Based on the published recommendations of an 
expert panel, immunosuppressive agents should be considered for the management of 
ocular inflammatory disorders in the following situations:  1) the disease worsens on 
high-dose prednisone, 2) a response is not obtained after 2 to 4 weeks of high-dose 
prednisone, 3) the disease is not completely controlled  after 4 weeks of high-dose 
prednisone, 4) chronic suppression of disease activity requires much more than 10 mg/day 
of prednisone (or its equivalent), 5) the type of uveitis requires immediate combination 
therapy with high-dose steroids and an immunosuppressive agent, 6) in the presence of 
corticosteroid side effects, or 7) requirement for doses of systemic corticosteroids that are 
highly likely to result in corticosteroid complications.6 
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3.4 Unmet Medical Need 

In the US, it is estimated that about 10% of cases of blindness are due to uveitis.10  In a 
retrospective Dutch study, all anatomical sites of inflammation of uveitis were shown to 
have the potential to lead to visual impairment and blindness; however, the risks were 
highest for those with panuveitis and posterior uveitis.4  Cystoid macular edema (CME) 
was identified as the leading cause of visual impairment (41%) and blindness (29%) in 
patients with uveitis.  Therefore, there is a need to have adequate therapy in patients with 
all types of uveitis, particularly with posterior segment involvement given its higher risk 
for potential permanent disability. 

The only drug class approved in the US by the Food and Drug Administration (FDA) for 
the treatment for uveitis is corticosteroids.  An example is Retisert® (fluocinolone 
acetonide intravitreal implant), which is designed to release therapeutic levels of drug 
over approximately 30 months.11  This is currently approved for the treatment of chronic 
non-infectious uveitis affecting the posterior segment of the eye.  The 34-week interim 
results of a 3-year, prospective, randomized, dose-masked trial in subjects with unilateral 
or bilateral uveitis showed a significant reduction in flare rates in the implanted eye but a 
significant increase in flare rates in the contralateral, non-implanted eye.12  More 
importantly, 3-year results showed statistically significantly higher incidence of chronic 
corticosteroid-associated effects in implanted versus non-implanted eyes such as need for 
glaucoma surgery (40% versus 2%, P < 0.01) and cataract extraction (93% versus 20%, 
P < 0.01).13 

In the European Union, the only drug class widely approved for treatment of uveitis is 
likewise corticosteroids for systemic or local administration.  In addition, the 
immunosuppressive agent cyclosporine holds national licenses for treatment of uveitis in 
some European countries.  The registered indication of cyclosporine does differ between 
these countries and comprises the treatment of intermediate or posterior uveitis and 
Behcet's disease but partially restricts the usage to patients at risk of blindness, and when 
conventional (corticosteroid) therapy is not adequate or unjustifiable side effects occur. 
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In Japan, corticosteroids are also central to the treatment of uveitis.  An example is 
Predonine® Tab (prednisolone), which is approved for the treatment of inflammatory 
diseases such as uveitis.  The immunosuppressive agent, cyclosporine, is also used to treat 
uveitis, and has been approved for treatment of Behcet's with ocular involvement.  
Remicade® (infliximab) has been approved in Japan for the treatment of refractory uveitis 
associated with Behcet's disease, but only in patients who have had an inadequate 
response to conventional therapy.  Retisert® was designated as an orphan drug in Japan 
for posterior uveitis and is currently under PMDA review. 

Globally, there is a clear unmet medical need for additional effective therapies in patients 
with non-infectious intermediate-, posterior- and pan-uveitis who require chronic 
corticosteroid therapy and are at risk for the long-term side effects of corticosteroids.  
These include both ocular adverse effects – intraocular pressure elevation/glaucoma, 
cataracts – and systemic adverse effects – osteoporosis, hypertension, hyperlipidemia, 
diabetes mellitus and infections.6-8  With the exception of some countries where 
cyclosporine and/or infliximab are approved under specific conditions, none of the 
immunosuppressive therapies that are currently part of standard of care to minimize 
chronic corticosteroid side effects and provide long-term control of uveitis have 
regulatory approval. 

3.5 Supporting Evidence for Anti-TNF Therapy as Potential 
Treatment Modality 

3.5.1 Preclinical Evidence 

Much of the advances in the understanding of the pathophysiology of intermediate uveitis 
and other posterior segment intraocular inflammatory disorders are based on studies of the 
experimental autoimmune uveoretinitis (EAU) animal model.  Various reports suggest 
that intermediate uveitis and posterior segment inflammation are mediated by T helper 
type 1 CD4+ T cells.14-16  Tumor necrosis factor (TNF)-α, a pro-inflammatory cytokine 
produced mainly by macrophages and T cells, has also been shown to play a role in the 
perpetuation of inflammation in uveitis by facilitating further leukocyte infiltration via 
adhesion molecule upregulation, macrophage activation and dendritic cell 
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maturation/survival.17  This has been supported by both laboratory and clinical studies 
showing elevated levels of TNF-α in peripheral CD4+ T cells of patients in both 
idiopathic and sarcoid intermediate uveitis and intraocularly in EAU rats.15,18  In addition, 
systemic blockade of TNF-α in EAU mice and rats ameliorated the manifestations of the 
disease.19,20 

3.5.2 Published Clinical Data 

There are numerous publications on the use of anti-TNF agents in the treatment of various 
types of anterior-, intermediate-, posterior- or pan-uveitis.  Several of these publications 
demonstrate the effectiveness of infliximab and adalimumab although there have been 
reports on the lack of efficacy of etanercept in the treatment of uveitis.21-32  Most of these 
are case reports/series or open label studies.  A few selected reports are described here.  
An adequate, well-controlled study of the efficacy and safety of anti-TNF therapy is 
lacking in the current literature. 

It is well known that some of the diseases for which adalimumab is currently indicated, 
such as JIA, AS and PsA, can present with uveitis.33  There have been reports of efficacy 
of adalimumab in pediatric patients with JIA-associated or idiopathic uveitis.24,34  In the 
open label uncontrolled RHAPSODY study of AS subjects, adalimumab decreased the 
rate of acute anterior uveitis flares by 51%.35 

In an open label study of Remicade® (infliximab) in 31 subjects with refractory 
autoimmune uveitis, 24 (77%) of these subjects achieved "clinical success" at 
Week 10.29,30  Success was based on a composite clinical end point of visual acuity, 
control of intraocular inflammation, ability to taper concomitant medication therapy, and 
improvement in inflammatory signs on fluorescein angiography (FA) and/or Optical 
Coherence Tomography (OCT).  Subject must have improvement in one of the 
four parameters without any worsening in the other three.  Fifteen of the 24 subjects who 
achieved clinical success completed 1 year of therapy.  Serious adverse events that were 
potentially related to infliximab included pulmonary embolus, congestive heart failure, 
lupus-like reaction and vitreous hemorrhage. 
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The same group of Investigators did a similar open label study of adalimumab in subjects 
with refractory/vision-threatening uveitis.  Preliminary results in 16 of 22 subjects who 
have reached Week 10 of the study showed "clinical success" in 10 of the 16 subjects.36  
Clinical success was also based on four parameters:  visual acuity, control of intraocular 
inflammation, ability to taper concomitant corticosteroids/immunosuppressives and 
demonstration of clinical benefit by OCT or FA.  There was no treatment-limiting toxicity 
noted in the interim report. 

Likewise, in a Spanish prospective, uncontrolled study of 19 adult subjects with bilateral 
chronic non-infectious uveitis (1 anterior, 3 intermediate, 5 posterior and 10 panuveitis) or 
refractory uveitis who have failed or were intolerant to corticosteroid and 
immunosuppressive therapy, subjects were treated with adalimumab 40 mg every other 
week (eow) subcutaneously for 1 year.23  Twelve (63%) subjects achieved control of 
intraocular inflammation at the end of the follow-up period.  All subjects were able to 
decrease concomitant immunosuppressives by at least 50%.  Of the 33 eyes with CME at 
study start, 55% had complete resolution at Month 12.  There was also statistically 
significant improvement in the mean visual acuity, anterior chamber (AC) and vitreous 
cavity inflammation.  Only minor local adverse effects were noted. 

Díaz Llopis et al published in 2012 a prospective study on 131 subjects treated with 
adalimumab 40 mg eow and followed for 6 months.  Anterior chamber inflammation and 
vitreous inflammation decreased significantly (P 0.001) from a mean of 1.51 and 1.03 at 
Baseline to 0.25 and 0.14, respectively, at 6 months.  Macular thickness was 296 (102) at 
Baseline versus 240 (36) at the 6-month visit (P 0.001).  Visual acuity improved by 
0.3 logMAR in 32 of 150 eyes (21.3%) and worsened by 0.3 logMAR (15 letters) in 
5 eyes (3.3%).  The dose of corticosteroids decreased from 0.74 (3.50) to 
0.20 (0.57) mg/kg/day (P 0.001).  Cystoid macular edema, which was present in 40 eyes 
at Baseline, showed complete resolution in 28 (70%) eyes at 6 months.  
One hundred eleven (111) patients (85%) were able to reduce at least 50% of their 
baseline immunosuppression load. 

Nine (9) patients (6.9%) had severe relapses during the 6 months of follow-up.44 
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3.6 Adalimumab Overview 

Adalimumab is a recombinant human immunoglobulin (IgG1) monoclonal antibody 
containing only human peptide sequences.  Adalimumab is produced by recombinant 
DNA technology in a mammalian cell expression system.  It consists of 1330 amino acids 
and has a molecular weight of approximately 148 kilodaltons.  Adalimumab is composed 
of fully human heavy and light chain variable regions, which confer specificity to human 
TNF, and human IgG1 heavy chain and kappa light chain sequences.  Adalimumab binds 
with high affinity and specificity to soluble TNF-α but not to lymphotoxin-α (TNF-β). 

TNF is a naturally occurring cytokine that is involved in normal inflammatory and 
immune responses.  Elevated levels of TNF play an important role in pathologic 
inflammation.  Adalimumab binds specifically to TNF and neutralizes the biological 
function of TNF by blocking its interaction with the p55 and p75 cell surface TNF 
receptors.  Adalimumab also modulates biological responses that are induced or regulated 
by TNF.  After treatment with adalimumab, levels of acute phase reactants of 
inflammation (C-reactive protein [CRP] and erythrocyte sedimentation rate [ESR]) and 
serum cytokines rapidly decrease. 

Adalimumab was first approved in US and EU for the treatment of rheumatoid arthritis 
(RA) in 2002 and 2003, respectively.  Additional indications were approved in the US and 
EU including psoriasis (Ps), psoriatic arthritis (PsA), ankylosing spondylitis (AS), Crohn's 
disease (CD), ulcerative colitis (UC) and juvenile idiopathic arthritis (JIA).  Additional 
updates regarding approved indications can be found in the current edition of the Humira® 
Investigational Drug Brochure. 

Safety Information 

Adalimumab therapy has a well-established and well described safety profile based on 
extensive postmarketing experience and continued clinical trial subject exposure since the 
first approved indication in 2002 for rheumatoid arthritis.  A detailed discussion of the 
pre-clinical toxicology, metabolism, pharmacology and safety experience with 
adalimumab can be found in the current Investigator's Brochure.  AbbVie is committed to 
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continue to collect safety information including those events that may occur in this trial in 
order to confirm this established safety profile and to identify any unknown potential 
adverse reactions, rare events and those events with a long latency.  AbbVie is 
participating in an FDA-requested, TNF inhibitor class wide exploration of the rare 
appearance of malignancy in subjects who are 30 years of age or younger at the time of 
diagnosis.  The risk of malignancy in this age group has not been established and is 
difficult to study due to its rarity.  AbbVie appreciates your attention to the additional 
reporting requirements needed in this unlikely event, outlined in Section 6.5 under 
Adverse Event Reporting. 

AbbVie is planning to investigate the efficacy and safety of adalimumab in the treatment 
of patients with non-infectious uveitis. 

3.7 Benefits and Risks 

There is an unmet medical need for the treatment of non-infectious intermediate-, 
posterior- and pan-uveitis and this represents the focus of the adalimumab clinical 
development plan.  These types of uveitis are at a higher risk for vision loss compared to 
anterior uveitis.  Disease management often requires chronic corticosteroid use, whether 
in an oral or injectable form, that presents with predictable long-term side effects; whereas 
anterior uveitis may be generally managed with topical corticosteroids. 

Immunosuppressive agents have been used as corticosteroid-sparing or additive therapy in 
non-infectious intermediate-, posterior- or pan-uveitis but these have not been well 
studied, are not effective in all patients and also carry risk of certain adverse effects. 

TNF-α has been shown to play a pivotal role in the inflammatory process in 
non-infectious uveitis.  The utility of TNF blockade has been supported by both 
pre-clinical experiments and positive results from open label prospective trials in 
particular with infliximab or adalimumab.  Adalimumab can potentially offer a treatment 
option to patients with non-infectious uveitis in a clinical practice setting.  Adalimumab 
has extensive clinical and post-marketing experience in a wide range of disease states.  In 
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the limited available information on patients with uveitis from the adalimumab clinical 
trial database, there are no a priori additional risks that have been identified in the target 
uveitis patient population. 

4.0 Study Objective 

The objective of this study is to evaluate the efficacy and safety of an adalimumab 80 mg 
loading dose followed by a 40 mg maintenance dose given every other week (eow) 
subcutaneously (SC) starting at Week 1 compared with placebo in subjects requiring high 
dose corticosteroids for active non-infectious intermediate-, posterior- or pan-uveitis. 

5.0 Investigational Plan 

5.1 Overall Study Design and Plan:  Description 

This is a Phase 3, randomized, double-masked, placebo-controlled, multicenter study 
design. 

The plan is to investigate the safety and efficacy of adalimumab as maintenance therapy 
in subjects who have previously shown adequate clinical response to oral corticosteroids 
but now have active non-infectious intermediate-, posterior- or pan-uveitis in at least 
one eye despite at least 2 weeks of maintenance therapy with oral prednisone at a dose of 
≥ 10 mg/day to ≤ 60 mg/day (or oral corticosteroid equivalent). 

Subjects will be randomized into one of two arms.  Arm 1 will receive adalimumab 80 mg 
subcutaneous (SC) loading dose at Baseline followed by 40 mg doses eow starting at 
Week 1.  Arm 2 will receive matching placebo.  Randomization will be a 1:1 ratio double 
masked fashion to the treatment groups using baseline immunosuppressant usage as the 
stratification factor.  All subjects will receive a standardized prednisone burst of 
60 mg/day at study entry followed by a protocol-defined mandatory taper schedule, as 
outlined in Table 7, in which all subjects continuing in the study will discontinue 
prednisone no later than Week 15. 
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not be eligible to re-screen.  As appropriate, sites are encouraged to contact the AbbVie 
Medical Monitor to confirm if subjects should or should not be re-screened.  The project 
team and the AbbVie Medical Monitor must be contacted if a site plans to screen a subject 
more than twice. 

Beginning at Week 2, subjects will undergo a protocol-defined mandatory taper schedule 
which will decrease their prednisone dosage every week in predefined increments 
according to Section 5.3.1.1, until all subjects have completely discontinued oral 
prednisone by Week 15 (Figure 1).  Subjects who enter the study on topical 
corticosteroids will undergo a standardized taper schedule beginning at Week 1 until all 
subjects have completely discontinued topical corticosteroids no later than Week 9.  
Depending on the dose that the subject is on at the Baseline visit, the number of drops per 
day will be decreased every week in predefined increments (Section 5.3.1.1). 

Study visits will be at Baseline, Weeks 1, 4, 6, 8, and every 4 weeks thereafter with the 
following exception:  study visit will occur at Week 27.  There will not be a study visit at 
Week 28.  Starting at Week 6 and every visit thereafter, all subjects will be assessed for 
Treatment Failure.  The Week 1 and Week 4 visits are meant to assess subject's progress 
and safety. 

Subjects may be offered the opportunity to enroll into a rollover study (M11-327) if 
Treatment Failure criteria are met at or after Week 6, if the site is participating in the 
rollover study, and the subject meets all of the inclusion and none of the exclusion criteria 
for Study M11-327. 

Both of the subject's eyes should be evaluated for the purpose of determining 
eligibility based on inclusion and exclusion criteria, and for the purpose of assessing 
Treatment Failure.  There will be no designated "study eye." 

Treatment Failure is defined in Table 1 below for Week 6 and all other visits thereafter: 
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Table 1. M10-877 Treatment Failure Criteria by Study Visit 

Parameter 

Treatment Failure* 

Week 6 Visit All Other Visits After Week 6 

Inflammatory, chorioretinal and/or 
inflammatory retinal vascular lesions 

New active, inflammatory 
lesions relative to Baseline 

New active, inflammatory 
lesions relative to Baseline 

Anterior Chamber Cell grade 
(SUN Criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Vitreous Haze grade 
(NEI/SUN criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Visual Acuity (ETDRS) Worsening of BCVA by 
≥ 15 letters relative to best 

state achieved 

Worsening of BCVA by 
≥ 15 letters relative to best state 

achieved 

* To be considered a treatment failure, ≥ 1 of these 4 criteria need to be present in at least 1 eye. 
** A 2-step increase is represented by a change of Grade 0 to Grade 2+; or Grade 0.5+ to Grade 3+. 
 
The primary analysis will be a comparison of the Time to Treatment Failure 
(non-Japanese subjects only) for the adalimumab and placebo arms.  The study will end 
when the 138th event of Treatment Failure (in non-Japanese subjects only) has occurred.  
A subject may be able to participate in this study up to Week 80. 

Subjects who meet Treatment Failure criteria or discontinue for any other reason prior to 
the end of the study will have a Final/Early Termination Visit.  No study drug will be 
administered at the Final/Early Termination visit of this clinical trial; however, subjects 
who are determined to be Treatment Failures during the study may be given the 
opportunity to enroll in the open-label extension Study M11-327. 

At the time that the 138th event occurs, subjects still participating in the study should 
return for their next scheduled study visit as specified in the protocol.  The Final/Early 
Termination visit should be conducted in place of their regular scheduled study visit.  
These subjects should be considered as having completed the study and may also be 
offered an opportunity to enroll into Study M11-327 at the time of the Final/Early 
Termination visit. 
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If the study is stopped based on safety prior to the 138th event based upon the 
recommendation of the Independent Data Monitoring Committee (IDMC), that is 
established to independently monitor and assess data from this study, subjects should 
return to their next scheduled study visit as specified in the protocol.  The Final/Early 
Termination visit should be conducted in place of their regularly scheduled study visit.  
These subjects should be considered as having completed the study but will not be offered 
entry into Study M11-327. 

Subjects may discontinue study drug treatment at any time during study participation. 

Subjects who complete Week 80 prior to the declaration of the 138th event will be 
considered as having completed the study.  The Week 80 visit will be considered their 
final visit.  These subjects may be offered an opportunity to enroll into Study M11-327 at 
the time of the final visit. 

Safety data will be collected in the form of adverse events, physical examination, vital 
signs and laboratory tests throughout the treatment period and up to 70 days after the last 
injection in this study.  All subjects who do not continue into the rollover study 
(M11-327) will have a 70-day follow-up phone call or clinic visit to obtain follow-up 
information on any new or ongoing AEs.  The 70-day follow-up phone call or clinic visit 
will not be required for any subject that continues in the rollover study (M11-327). 

A separate Sub-study of subjects enrolled in Japanese sites will be conducted.  The study 
will be conducted utilizing the same design as outlined in the main protocol with the 
exceptions that are outlined in Appendix N. 

5.2 Selection of Study Population 

It is anticipated that approximately 234 subjects with active, non-infectious intermediate-, 
posterior-, or pan-uveitis will be enrolled at up to 102 investigational sites in Australia, 
Canada, Europe, Israel, Latin America, and the United States. 



 Adalimumab 
M10-877 Protocol Amendment 10 - Global 
EudraCT 2009-016095-68 

 

 

34 

Approximately 32 additional subjects will be enrolled at approximately 12 sites in Japan 
as part of a separate Japan Sub-study outlined in Appendix N. 

A subject may be randomized in this study provided that he/she has met all of the 
inclusion criteria specified in Section 5.2.1 and none of the exclusion criteria specified in 
Section 5.2.2 of this protocol. 

5.2.1 Inclusion Criteria 

A subject will be eligible for study participation if she/he meets the following criteria: 

1. Subject is ≥ 18 years of age. 

2. Subject is diagnosed with non-infectious intermediate-, posterior- or pan-uveitis. 

3. Subject must have active disease at the Baseline visit as defined by the presence of 
at least 1 of the following parameters in at least one eye despite at least 2 weeks of 
maintenance therapy with oral prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day 
(or oral corticosteroid equivalent): 

● Active, inflammatory, chorioretinal and/or inflammatory retinal vascular lesion 
● ≥ 2+ anterior chamber cells (Standardization of Uveitis Nomenclature [SUN] 

criteria) 
● ≥ 2+ vitreous haze (National Eye Institute [NEI]/SUN criteria) 

4. Subject is on oral prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day (or oral 
corticosteroid equivalent) for at least 2 weeks prior to Screening and remains on the 
same dose from Screening to Baseline visit. 

5. If female, subject is either not of childbearing potential, defined as postmenopausal 
for at least 1 year or surgically sterile (bilateral tubal ligation, bilateral 
oophorectomy and/or hysterectomy) or is of childbearing potential and is practicing 
an approved method of birth control throughout the study and for 150 days after the 
last dose of study drug. 
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Examples of approved methods of birth control include the following (see local 
informed consent for more detail): 

● Condoms, sponge, foams, jellies, diaphragm or intrauterine device (IUD)  
● Hormonal contraceptives for 90 days prior to study drug administration  
● A vasectomized partner  

6. Subject is judged to be in good health as determined by the Principal Investigator 
based upon the results of medical history, laboratory profile, physical examination, 
chest x-ray (CXR), and a 12-lead electrocardiogram (ECG) performed during 
Screening. 

7. Subject must be able and willing to self-administer SC injections or have a 
qualified person available to administer SC injections. 

8. Subject must be able and willing to provide written informed consent and comply 
with the requirements of this study protocol. 

9. Subjects who do not have previous, active or latent TB.  Only one TB test is 
required to allow the subject in the study.  Subjects with either negative PPD 
(< 5 mm of induration) or negative QuantiFERON®-TB Gold test (or IGRA 
equivalent) are eligible (see Figure 2 TB Screening).  Subjects with a repeat 
indeterminate QuantiFERON®-TB Gold test (or IGRA equivalent) result are not 
eligible. 

Note, that only one TB screening test is allowed and required.  A repeat 
QuantiFERON®-TB Gold test (or IGRA equivalent) is not permitted if the PPD 
skin test is positive. 

The TB screening tests are diagnostic tests.  In the event of a negative TB 
screening test, the results are to be interpreted in the context of the patient's 
epidemiology, history, exam findings, etc. and it is the responsibility of the 
investigator to determine if a patient has previous, active or latent tuberculosis or 
not.  Under no circumstances can a patient with a positive PPD result or positive 
QuantiFERON®-TB Gold test (or IGRA equivalent) enter the study. 
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10. Subject with documented prior adequate response to oral corticosteroids 
(equivalent of oral prednisone up to 1 mg/kg/day). 

 
Rationale for Inclusion Criteria 

1) The following criteria were implemented to select the appropriate subject 
population with sufficient disease activity for evaluation:  1, 2, 3, 4, 7 and 10. 

2) The following criterion was implemented because the impact of adalimumab on 
pregnancy is unknown:  5. 

3) The following criteria were implemented for safety of the subjects:  6 and 9. 

4) The following criterion was implemented in accordance with harmonized good 
clinical practice:  8. 

Laboratory results from the Screening visit will be used to determine eligibility at 
Baseline. 

5.2.2 Exclusion Criteria 

1. Subject with isolated anterior uveitis. 

2. Subject with prior inadequate response to high-dose oral corticosteroids. 

3. Subject with confirmed or suspected infectious uveitis, including but not limited to 
infectious uveitis due to TB, cytomegalovirus (CMV), Lyme disease, 
toxoplasmosis, Human T-Lymphotropic Virus Type 1 (HTLV-1) infection, 
Whipple's disease, herpes zoster virus (HZV) and herpes simplex virus (HSV). 

4. Subject with presumed ocular histoplasmosis syndrome (POHS). 

5. Subject with ocular masquerade syndromes, such as ocular lymphoma. 

6. Subject with serpiginous choroidopathy. 

7. Subject has a contraindication to pupil dilation with mydriatic eyedrops.  
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8. Subject with corneal or lens opacity that precludes visualization of the fundus or 
that likely requires cataract surgery during the duration of the trial. 

9. Subject with intraocular pressure of ≥ 25 mmHg and on ≥ 2 glaucoma medications 
or evidence of glaucomatous optic nerve injury. 

10. Subject with Best Corrected Visual Acuity (BCVA) less than 20 letters (ETDRS 
[Early Treatment Diabetic Retinopathy Study]) in at least one eye at the Baseline 
visit. 

11. Subject with intermediate uveitis or panuveitis that has signs of intermediate uveitis 
(e.g., presence or history of snowbanking or snowballs) and symptoms and/or 
Magnetic Resonance Imaging (MRI) findings suggestive of a demyelinating 
disease such as multiple sclerosis.  All subjects with intermediate uveitis or 
panuveitis that have signs of intermediate uveitis (e.g., presence or history of 
snowbanking or snowballs) must have a brain MRI within 90 days prior to the 
Baseline visit. 

12. Subject has previous exposure to anti-TNF therapy or any biologic therapy (except 
intravitreal anti-vascular endothelial growth factor [VEGF] therapy [See Exclusion 
Criterion No. 43]) with a potential therapeutic impact on non infectious uveitis. 

13. Subject on more than 1 immunosuppressive therapy (not including corticosteroids) 
at Baseline. 

14. Subject on concomitant immunosuppressive therapy other than methotrexate, 
cyclosporine, mycophenolate mofetil or an equivalent drug to mycophenolate 
mofetil (e.g., mycophenolic acid), azathioprine, or tacrolimus at Baseline. 

15. If entering the study on 1 concomitant immunosuppressive therapy, dose has been 
increased within the last 28 days prior to Baseline visit or is not within the 
following allowable doses at the Baseline visit: 

● Methotrexate (MTX) ≤ 25 mg per week 
● Cyclosporine ≤ 4 mg/kg per day 
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● Mycophenolate mofetil ≤ 2 grams per day or an equivalent drug to 
mycophenolate mofetil (e.g., mycophenolic acid) at an equivalent dose 
approved by the Medical Monitor 

● Azathioprine ≤ 175 mg per day 
● Tacrolimus (oral formulation) ≤ 8 mg per day 

16. Subject with prior or current use of chlorambucil. 

17. Subject has received Retisert® (glucocorticosteroid implant) within 3 years prior to 
the Baseline visit or has had complications related to the device. 

Subject has had Retisert® (glucocorticosteroid implant) removed within 90 days 
prior to the Baseline visit or has had complications related to the removal of the 
device. 

18. Subject has received intraocular or periocular corticosteroids within 30 days prior 
to the Baseline visit. 

19. Subject with history of prior ocular surgery within 90 days prior to the Baseline 
visit with the exception of refractive laser surgery or retinal laser photocoagulation 
or YAG (neodymium-doped yttrium aluminium garnet) posterior capsulotomy.  
These three exceptions are exclusionary within 30 days prior to Baseline. 

20. Subject with any planned (elective) eye surgery within the next 80 weeks from 
Baseline. 

21. Subject with proliferative or severe non-proliferative diabetic retinopathy or 
clinically significant macular edema due to diabetic retinopathy. 

22. Subject with neovascular/wet age-related macular degeneration. 

23. Subject with abnormality of vitreo-retinal interface (i.e., vitreomacular traction, 
epiretinal membranes, etc.) with the potential for macular structural damage 
independent of the inflammatory process. 
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24. Subject with a systemic inflammatory disease that requires continued therapy with 
oral corticosteroids or a prohibited immunosuppressive agent at Screening or 
Baseline visits. 

25. Subject has been treated with any investigational drug of chemical or biologic 
nature within a minimum of 30 days or 5 half lives (whichever is longer) of the 
drug prior to the Baseline visit. 

26. Prior exposure to biologics that have a potential or known association with 
progressive multifocal leukoencephalopathy (PML) (i.e. Tysabri® [natalizumab], 
Rituxan® [rituximab] or Raptiva® [efalizumab]). 

27. Infection(s) requiring treatment with intravenous (IV) anti-infectives within 
30 days prior to the Baseline visit or oral anti-infectives within 14 days prior to the 
Baseline visit. 

28. History of moderate to severe congestive heart failure (NYHA class III or IV), 
recent cerebrovascular accident and any other condition which, in the opinion of 
the Investigator, would put the subject at risk by participation in the protocol. 

29. History of demyelinating disease (including myelitis and optic neuritis) or 
neurologic symptoms suggestive of demyelinating disease including but not limited 
to optic neuritis. 

30. Subjects with chronic recurring infections, active TB result at Screening visit 
and/or a history of invasive infection (e.g., listeriosis and histoplasmosis), and/or 
human immunodeficiency syndrome (HIV).  In Argentina, Mexico and Japan, a 
negative HIV test is required. 

31. Known hypersensitivity to adalimumab or its excipients (Table 10). 

32. Positive pregnancy test at Screening or Baseline. 

33. Female subjects who are breast-feeding or considering becoming pregnant during 
the study. 
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34. Evidence of dysplasia or history of malignancy (including lymphoma and 
leukemia) other than a successfully treated non-metastatic cutaneous squamous 
cell, basal cell carcinoma or localized carcinoma in situ of the cervix. 

35. History of clinically significant drug or alcohol abuse in the last 12 months. 

36. Subject is considered by the Investigator, for any reason, to be an unsuitable 
candidate for the study.  

37. Clinically significant abnormal screening laboratory results as evaluated by the 
Investigator. 

38. Subject with a positive Syphilis Test (FTA). 

39. Subject is not in compliance with Section 5.2.3. 

40. Subject with severe vitreous haze that precludes visualization of the fundus at the 
Baseline visit. 

41. Subject has received Ozurdex® (dexamethasone implant) within 6 months prior to 
Baseline visit. 

42. Subject has received intravitreal MTX within 90 days prior to the Baseline visit. 

43. Subject has received intravitreal anti-VEGF therapy: 

● within 45 days of the Baseline visit for Lucentis® (ranibizumab) or Avastin® 
(bevacizumab); 

● or within 60 days of the Baseline visit for anti-VEGF Trap (Aflibercept). 

44. History of marijuana use, including medical or recreational marijuana in the last 
12 months. 

45. Hepatitis B:  HBsAg positive (+) or detection at or above level of sensitivity on the 
HBV-DNA PCR qualitative test for HBcAb, Total and/or HBsAb positive subjects.  
See Section 5.3.1.1. 
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46. Subject with an active systemic viral infection or any active viral infection that 
based on the investigator's clinical assessment makes the subject an unsuitable 
candidate for the study. 

47. Subject on systemic carbonic anhydrase inhibitor within 1 week prior to Screening 
visit. 

48. Subject with macular edema as the only sign of uveitis. 

49. Subject with a history of scleritis. 

50. Subjects who require TB prophylaxis. 

51. Subject with intolerance to high-dose oral corticosteroids (equivalent of oral 
prednisone 1 mg/kg/day or 60 to 80 mg/day). 

52. Subject on cyclophosphamide within 30 days prior to the Baseline visit. 

 
Rationale for Exclusion Criteria: 

1) The following criteria were implemented to select the appropriate subject 
population for evaluation:  1-15, 17-24, 40-43, and 47-51. 

2) The following criteria were implemented because the impact of adalimumab on 
pregnancy is unknown:  32 and 33. 

3) The following criteria were implemented for safety of the subjects:  16, 25-31, 
34-39, 44-46 and 52. 

The Investigator should contact the AbbVie Medical Monitor identified in Section 6.5 if 
there are any questions regarding inclusion and exclusion criteria and eligibility. 

5.2.3 Prior and Concomitant Therapy 

Contact the AbbVie Medical Monitor identified in Section 6.5 if there are any questions 
regarding concomitant, prior or prohibited therapy(ies). 
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5.2.3.1 Prior Therapy 

All medications must be recorded on the appropriate electronic Case Report Form (eCRF) 
along with the reason for use, dates of administration including start and end dates, route 
of administration, and dosage including dose and frequency. 

All non-uveitis medications or vaccines (including, but not limited to, prescription or 
over-the-counter medicines such as aspirin, antacids, vitamins, mineral supplements, and 
herbal preparations) that the subject is receiving over the past 30 days prior to Screening 
visit through the end of the study, must be recorded on the Other Medications page of the 
electronic Case Report Form (eCRF) along with the reason for use, dates of 
administration including start and end dates, and dosage including dose, frequency and 
route of administration. 

In addition for subjects age ≤ 30 with a reported malignancy adverse event, prior exposure 
to, or current use of, antineoplastics, or other drugs which have a risk of malignancy as 
stated in their label and other relevant dosing information to estimate total exposure will 
be collected in the source documents and appropriate eCRF pages.  At the time of the 
reported malignancy adverse event, sites will be asked if any of the prior and concomitant 
medications contributed to the event.  Any medications used prior to the study will be 
captured on the appropriate eCRF.  Information on the reason for use, date(s) of 
administration including start and end dates, highest maintained dose, dosage information 
including dose, route and frequency, and reason for stopping the medication will be 
collected in the source documents and appropriate eCRF pages. 

The AbbVie study designated physician identified in Section 6.5 should be contacted if 
there are any questions regarding concomitant or prior therapies. 

Medication categories:  

● corticosteroids 
● immunosuppressants  
● anti-TNF drugs including commercial Humira 



 Adalimumab 
M10-877 Protocol Amendment 10 - Global 
EudraCT 2009-016095-68 

 

 

43 

● other biologic agents  
● antineoplastics  
● other 

 
All uveitis medications should be documented according to the following guidelines: 

● Historical Uveitis Medications 

Any systemic or local therapy for uveitis since initial diagnosis (as determined 
through medical history records or through subject interview) stopped prior to 
the Screening visit will be recorded on the Uveitis Medication History page of 
the eCRF.  The following information on prior uveitis treatments should be 
captured: 

○ For immunosuppressants other than systemic corticosteroids record the 
highest previously administered dose and the date range. 

○ For prior systemic corticosteroids record the highest dose administered and 
the date range.  In addition, the date of the last uveitis flare (the subject's 
flare prior to the flare at Screening) and the dosage of corticosteroid 
treatment at the time that the flare began must be recorded.  If the subject 
was completely off corticosteroids when the flare occurred, the date of the 
last dose of corticosteroid prior to flare must be recorded. 

○ For topical uveitis therapies record the highest previously administered 
dose and the date range.  The medication name should include the strength, 
if part of the generic name (e.g., betamethasone phosphate 0.1%).  The 
dose should be recorded as number of drops. 

● Current Uveitis Medications 
○ Any systemic or local therapy for uveitis that was ongoing during 

screening or started at or after the screening visit through the end of the 
study will be recorded on the Other Medication eCRF. 
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5.2.3.2 Concomitant Therapy 

Subjects will be allowed to continue on one ongoing non-biologic immunosuppressive 
therapy at study entry provided the dose has not been increased within the past 28 days 
prior to Baseline and must remain unchanged throughout the study.  In addition, doses 
must be within the acceptable limits listed below: 

● MTX ≤ 25 mg per week 
● Cyclosporine ≤ 4 mg/kg per day 
● Mycophenolate mofetil ≤ 2 grams per day or an equivalent drug to 

mycophenolate mofetil (e.g., mycophenolic acid) at an equivalent dose 
approved by the Medical Monitor 

● Azathioprine ≤ 175 mg per day 
● Tacrolimus (oral formulation) ≤ 8 mg per day 

 
These non-biologic immunosuppressive therapies may have efficacy in uveitis.  However, 
because we are not allowing increase in doses 28 days prior and doses must be stable 
throughout the entire study, whatever therapeutic benefit these drugs might have on 
uveitis would have been achieved prior to study entry and should not fluctuate for the 
duration of the study. 

For subjects who are on > 1 systemic immunosuppressive therapy at screening, all but 1 
should be discontinued prior to Baseline.  For subjects who discontinue ≥ 1 systemic 
immunosuppressive therapy/ies after Screening but prior to the Baseline visit there is no 
required washout period for the discontinued immunosuppressives. 

For subjects with glaucoma, prostaglandin ophthalmic solutions (e.g., latanoprost, 
bimatoprost, travoprost, etc.) cannot be initiated nor discontinued during the study.  
Dosage of other topical eye drops for glaucoma may be adjusted as medically necessary 
during the study. 

At study entry topical corticosteroids for uveitis are allowed and will be tapered as 
described in Section 5.3.1.1. 
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Each vaccine administered to the subject should be listed as a concomitant medication on 
the Other Medication page.  Live vaccines may not be given concurrently while on study 
drug or for 70 days after the last dose of study drug. 

5.2.3.3 Prohibited Therapy 

With the exception of one allowed concomitant immunosuppressant and topical 
corticosteroids as detailed in Section 5.2.3.2, the concomitant use of other medications for 
uveitis is prohibited during this clinical trial.  No additional systemic or topical uveitis 
therapies may be initiated during the study. 

The following medications are prohibited during the study: 

● All biologic therapies with a potential therapeutic impact on non-infectious 
uveitis, including but not limited to the following: 
○ Enbrel® (etanercept); 
○ Remicade® (infliximab); 
○ Simponi® (golimumab); 
○ Orencia® (abatacept); 
○ Kineret® (anakinra); 
○ Rituxan®/MabThera® (rituximab); 
○ Tysabri® (natalizumab); 
○ Actemra®/RoActemra® (tocilizumab); 
○ Raptiva® (efalizumab); 
○ Cimzia® (certolizumab pegol); 
○ Stelara® (ustekinumab); 
○ Benlysta® (belimumab) 

● Anti-VEGF therapy 
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● Live vaccines (during the study and for 70 days after the last dose of 
study drug) (including but not limited to the following:  monovalent live 
attenuated influenza A (H1N1) [intranasal],  seasonal trivalent live attenuated 
influenza (intranasal), herpes zoster, rotavirus, varicella (chicken pox), 
measles-mumps-rubella (MMR) or MMRV 
(measles-mumps-rubella-varicella), oral polio vaccine (OPV), smallpox, 
yellow fever, Bacillus Calmette-Guerin (BCG) and typhoid) 

● Rifampin/Pyrazinamide combination 
● Anti-retroviral therapy 
● All other immunosuppressive therapy other than MTX, cyclosporine, 

mycophenolate mofetil or an equivalent drug to mycophenolate mofetil 
(e.g., mycophenolic acid) at an equivalent dose, azathioprine and tacrolimus 
(oral formulation) 

● Periocular, intraocular or intravitreal corticosteroid injections 
● Ozurdex® (dexamethasone implant) 
● Intravitreal MTX 
● Medical or recreational marijuana 
● Systemic carbonic anhydrase inhibitor 
● Any TB-prophylaxis therapy (except for those subjects entering the study prior 

to Amendment 6) 
● Retisert® (glucocorticosteroid implant) in violation of Exclusion Criterion 

No. 17 
● Cyclophosphamide 
● Chlorambucil 
● Corticosteroid with the exception of the authorized mandatory protocol 

specified prednisone taper (Table 6) and the authorized protocol specified 
corticosteroid eye drop taper (Table 7). 
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5.3 Efficacy, Pharmacokinetic and Safety 
Assessments/Variables 

5.3.1 Efficacy and Safety Measurements Assessed and Flow 
Chart 

Safety data will be collected in the form of adverse events, physical examinations, vital 
signs and laboratory tests throughout the treatment period.  Adverse events will also be 
collected up to 70 days after the last injection in this study.  The 70-day follow-up phone 
call or clinic visit will not be required for any subject that continues in the roll over study 
(M11-327). 

The visit window for all scheduled visits is ±3 days through Week 6 and ± 7 days for all 
visits after Week 6.  If a subject has an out of window visit, the next visit should occur as 
originally scheduled based on the first date of study drug administration (Baseline visit). 

Study procedures will be performed as summarized in the visit schedule presented in 
Table 2. 
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Table 2. Study Activities 

Activity Screening Baseline 
Week 

1 
Week 

4 
Week 

6 
Week 

8 
Week 

12 
Week 

16 
Week 

20 
Week 

24 
Week 

27 
Week 

32 
Week 

36 

Informed Consent X             

Inclusion/Exclusion Criteria X X            

12-Lead ECGa X             

Chest X-rayb X             

Magnetic Resonance Imaging (MRI)c X             

TB Screeningd,e (PPD Skin Test or 
QuantiFERON®-TB Gold [or IGRA 
equivalent]) 

X             

Serum Pregnancy Testf X             

Hepatitis B Screen X             

Syphilis Testing (FTA)g X             

Lyme IgG/IgM Antibody Serologyh X             

Antinuclear Antibody (ANA)/ 
Anti-dsDNAi,j 

X             

Human Immunodeficiency Syndrome 
(HIV)ff 

X             

VFQ-25k  X X X X X X X X X X X X 

EuroQol-5D Questionnaire (EQ-5D)l  X X X X X X X X X X X X 

Hospital Anxiety and Depression Scale 
(HADS)l 

 X   X         
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Table 2. Study Activities (Continued) 

Activity Screening Baseline 
Week 

1 
Week 

4 
Week 

6 
Week 

8 
Week 

12 
Week 

16 
Week 

20 
Week 

24 
Week 

27 
Week 

32 
Week 

36 

Work Productivity and Activity Impairment 
Questionnaire:  Specific Health Problem 
Questionnaire (WPAI-SHP)l 

 X   X         

SF-36 Health Status Survey (SF-36)l  X            

Health Resource Utilization Questionnairek  X X X X X X X X X X X X 

Medical/Surgical Historym X X            

Uveitis History X             

Alcohol and Nicotine Use X             

Vital Signs/Weight/Heightn X X X X X X X X X X X X X 

Best Corrected Visual Acuity Testing (ETDRS) X X X X X X X X X X X X X 

Slit Lamp Exam X X X X X X X X X X X X X 

Optical Coherence Tomography (OCT) X X X X X X X X X X X X X 

Tonometry X X X X X X X X X X X X X 

Dilated Indirect Ophthalmoscopy  X X X X X X X X X X X X X 

Fundus Photographyo X X            

Physical Exam X X     X   X    

Symptom Directed Physical Exam   X X X X  X X  X X X 

Urine Pregnancy Testp  Xp Xp Xp Xp Xp Xp Xp Xp Xp Xp Xp Xp 

PKq,r  X X   X X    X  X 
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Table 2. Study Activities (Continued) 

Activity Screening Baseline 
Week 

1 
Week 

4 
Week 

6 
Week 

8 
Week 

12 
Week 

16 
Week 

20 
Week 

24 
Week 

27 
Week 

32 
Week 

36 

AAAr,s  X     X    X  X 

Hematology/Chemistry X X X X X X X X X X X X X 

Urinalysist X X        X    

Monitor Adverse Eventsu X X X X X X X X X X X X X 

Monitor Concomitant Medication X X X X X X X X X X X X X 

Oral Prednisone Taperv    X X X X       

Corticosteroid Eye Drop Taperw   X X X X        

Monitor Compliance  X X X X X X X X X X X X 

Randomization  X            

Dispense Adalimumab/Placebo Study Drug 
(Contact IXRS) 

 X X X  X X X X Xx X X X 

Dispense Prednisone Study Drugy,z,aa 
(Contact IXRS) 

 Xy  Xz  Xaa        

Perform Drug Accountabilitybb   X X  X X X X X X X X 
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Table 2. Study Activities (Continued) 

Activity 
Week 

40 
Week 

44 
Week 

48 
Week 

52 
Week 

56 
Week 

60 
Week 

64 
Week 

68 
Week 

72 
Week 

76 

Final/Early 
Termination 

Visit 
Unscheduled 

Visitdd 
70-Day 

Follow-upee 

Informed Consent              

Inclusion/Exclusion Criteria              

12-Lead ECGa            X  

Chest X-rayb    Xcc        X  

Magnetic Resonance Imaging (MRI)c              

TB Screeningd,e (PPD Skin Test or 
QuantiFERON®-TB Gold [or IGRA equivalent]) 

   X        X  

Serum Pregnancy Testf              

Hepatitis B Screen              

Syphilis Testing (FTA)g              

Lyme IgG/IgM Antibody Serologyh              

Antinuclear Antibody (ANA)/Anti dsDNAi,j            X  

Human Immunodeficiency Syndrome (HIV)ff              

VFQ-25k X X X X X X X X X X X X  

EuroQol-5D Questionnaire (EQ-5D)l X X X X X X X X X X X X  

Hospital Anxiety and Depression Scale (HADS)l           X X  

Work Productivity and Activity Impairment 
Questionnaire:  Specific Health Problem 
Questionnaire (WPAI-SHP)l 

          X X  
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Table 2. Study Activities (Continued) 

Activity 
Week 

40 
Week 

44 
Week 

48 
Week  

52 
Week  

56 
Week 

60 
Week 

64 
Week 

68 
Week 

72 
Week 

76 

Final/Early 
Termination 

Visit 
Unscheduled 

Visitdd 
70-Day 

Follow-upee 

SF-36 Health Status Survey (SF-36)l              

Health Resource Utilization 
Questionnairek 

X X X X X X X X X X X X  

Medical/Surgical Historym           Xm   

Uveitis History              

Alcohol and Nicotine Use              

Vital Signs/Weight/Heightn X X X X X X X X X X X X  

Best Corrected Visual Acuity Testing 
(ETDRS) 

X X X X X X X X X X X X  

Slit Lamp Exam X X X X X X X X X X X X  

Optical Coherence Tomography (OCT) X X X X X X X X X X X X  

Tonometry X X X X X X X X X X X X  

Dilated Indirect Ophthalmoscopy  X X X X X X X X X X X X  

Fundus Photographyo           X X  

Physical Exam   X      X  X X  

Symptom Directed Physical Exam X X  X X X X X  X    

Urine Pregnancy Testp Xp Xp Xp Xp Xp Xp Xp Xp Xp Xp Xp Xp  

PKq,r    X       Xr Xr  

AAAr,s    X       Xr Xr  
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Table 2. Study Activities (Continued) 

Activity 
Week 

40 
Week 

44 
Week 

48 
Week  

52 
Week  

56 
Week 

60 
Week 

64 
Week 

68 
Week 

72 
Week 

76 

Final/Early 
Termination 

Visit 
Unscheduled 

Visitdd 
70-Day 

Follow-upee 

Hematology/Chemistry X X X X X X X X X X X X  

Urinalysist    X       X X  

Monitor Adverse Eventsu X X X X X X X X X X X X X 

Monitor Concomitant Medication X X X X X X X X X X X X  

Oral Prednisone Taperv              

Corticosteroid Eye Drop Taperw              

Monitor Compliance X X X X X X X X X X X X  

Randomization              

Dispense Adalimumab/Placebo Study 
Drug (Contact IXRS) 

X X X X X X X X X X    

Dispense Prednisone Study Drugy,z,aa 
(Contact IXRS) 

             

Perform Drug Accountabilitybb X X X X X X X X X X X X  

a. For subjects with a normal ECG taken within 90 days of the Screening visit, a repeat ECG at Screening will not be required, provided all protocol required documentation is 
available.  If there are other findings that are clinically significant, the Principal Investigator must contact the AbbVie Medical Monitor before enrolling the subject. 

b. Must include a PA and lateral view.  If a subject had a chest-x-ray performed within 90 days of the Screening visit, the test does not need to be repeated provided all protocol 
required documentation listed in Section 5.3.1.1 is available.  These cases must be discussed with the AbbVie Medical Monitor.  A CXR may be repeated at any time during 
the study as warranted based on the opinion of the Investigator.  Other diagnostic imaging tests may be performed as needed if pulmonary involvement is suspected based on 
the investigator's clinical assessment.  See Section 5.3.1.1 for details. 
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Table 2. Study Activities (Continued) 

c. Subjects with intermediate uveitis or with panuveitis that have signs of intermediate uveitis (e.g., presence of snowbanking or snowballs) must have an MRI of the brain 
within 90 days prior to Baseline visit that reveals no hint of demyelinating disease such as multiple sclerosis.  In countries where Gadolinium is not routinely used, a country's 
regional procedures for ruling out demyelinating disease may be used once the AbbVie Medical Monitor is consulted and in agreement with procedure.  In addition, the site 
must notify the assigned monitor. 

d. Please reference Section 5.3.1.1 Study Procedures for further information. 
e. PPD skin test or QuantiFERON®-TB Gold (or IGRA equivalent) can be repeated at any time if clinically warranted based on investigators' judgment. 
f. A serum pregnancy test will be performed at Screening on all female subjects. 
g. If fluorescent treponemal antibody (FTA) is positive the subject is excluded. 
h. The Lyme IgG/IgM Antibody Serology test is optional.  Please refer to Section 5.3.1.1 for additional information. 
i. If a subject is screened prior to IEC/IRB approval of Global Protocol Amendment 4, the ANA/dsDNA sample will be collected at the subject's next scheduled visit. 
j. Collection of ANA/dsDNA samples is required at the Screening visit.  These tests are markers and the results are not exclusionary, therefore should not delay randomization.  

If a subject develops signs and symptoms of lupus, an ANA test may be repeated based on the investigator's clinical judgment. 
k. Questionnaire will be administered by site staff (interview administered) prior to any other study procedure or examination. 
l. Questionnaire will be completed by the subject prior to any other study procedure or examination.  Site staff should complete the questionnaire with the subject, if the subject 

has impaired vision that precludes him/her from reading and completing the questionnaire.  The HADS questionnaire will not be completed by subjects in Germany and 
Austria nor by German-speaking subjects in Switzerland. 

m. Sites must review and confirm accuracy of medical and surgical history and update eCRFs. 
n. Height will be measured at Screening only.  Weight will be measured at Screening, Unscheduled (if applicable) and Final/Early Termination visits.  Vital sign determinations 

of sitting blood pressure, heart rate, respiratory rate and body temperature will be obtained at each visit. 
o. As supportive documented evidence, fundus photography will be performed at Screening, Baseline, Final/Early Termination, Unscheduled visit (if applicable), and at the 

Time of Treatment Failure. 
p. All females of childbearing potential will have a urine pregnancy test performed locally at Baseline and all subsequent study visits.  The frequency can be increased if local 

regulations require.  Any subject with a positive urine pregnancy test result must have a negative serum test result performed at the central laboratory prior to enrollment or 
continuation in the study. 
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Table 2. Study Activities (Continued) 

q. Blood samples for PK will be collected at Baseline and Week 1, 8, 12, 27, 36, 52, Unscheduled visit (if applicable) and at the Final/Early Termination visit if the subject 
terminates prior to Week 52.  Blood samples for PK should be collected before study drug dosing at Baseline, Week 1, and Week 27 visits. 

r. PK and AAA samples will be drawn during the Final/Early Termination and/or Unscheduled visits only if these visits occur prior to Week 52.  If these visits occur after 
Week 52, PK and AAA samples will not need to be drawn at the Final/Early Termination and/or Unscheduled visits (if applicable). 

s. Blood samples for AAA will be collected at Baseline, and Week 12, 27, 36, 52, Unscheduled visit (if applicable) and at the Final/Early Termination visit if the subject 
terminates prior to Week 52.  Blood samples for AAA should be collected before study drug dosing at Baseline and Week 27. 

t. The central laboratory will perform a dipstick urinalysis and a microscopic urinalysis at Screening.  For all other visits that require a urinalysis, the central laboratory will 
perform a urine dipstick analysis and if the results are abnormal, the central laboratory will perform a microscopic urinalysis. 

u. All SAEs will be captured from the time that the subject signs the Informed Consent Form through study completion or Early Termination and at the 70-day follow-up. 
v. All subjects will receive a prednisone burst of 60 mg/day at randomization.  Beginning at Week 2, subjects will undergo a standardized taper schedule until all subjects are off 

of oral prednisone by Week 15 as outlined in Section 5.3.1.1. 
w. Beginning at Week 1, subjects who enter the study on topical corticosteroids will undergo a standardized taper schedule until all subjects are off topical corticosteroids by 

Week 9 as outlined in Section 5.3.1.1. 
x. At the Week 24 clinic visit, the subject will be dispensed 1 kit that includes 2 syringes.  If dosing at home, the first syringe from this kit will be injected at home at Week 25.  

For the Week 27 visit, the subject will need to bring the remaining syringe back to the site.  This syringe will be injected at the site during the Week 27 visit.  The dose at 
Week 27 should occur at the site after PK and AAA samples have been drawn.  At the Week 27 visit, a new kit that includes 2 syringes will be dispensed for injection at home 
for the Week 29 and Week 31 doses. 

y. Subjects will receive 1 bottle or blister carton of 20 mg strength at Baseline. 
z. Subjects will receive 1 bottle or blister carton of 5 mg strength at the Week 4 visit. 
aa. Subjects will receive 1 bottle or blister carton of 1 mg strength at the Week 8 visit. 
bb. Collect the packaging and any remaining drug from the last clinic visit. 
cc. If Week 52 TB test is positive, a chest x-ray should be completed.  A CXR may be repeated at any time during the study as warranted based on the opinion of the Investigator 

and/or CXR is inconclusive.  Other diagnostic imaging tests may be performed as needed if pulmonary involvement is suspected based on the investigator's clinical 
assessment.  See Section 5.3.1.1 for details. 
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Table 2. Study Activities (Continued) 

dd. If a subject presents at a site for an Unscheduled visit with symptoms related to a uveitis flare, subjects should be evaluated for treatment failure criteria.  If treatment failure 
criteria are met, investigators should complete Final Visit procedures.  If a subject presents at a site for an Unscheduled visit not related to a uveitis flare, investigators should 
complete unscheduled visit procedures at their discretion. 

ee. The 70-day follow-up calculated from last dose of study drug should be conducted by telephone or at a routine clinic visit to collect any potential safety information. 
ff. To be performed in Argentina, Mexico and Japan only. 
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5.3.1.1 Study Procedures 

Subjects will have clinic visits at Screening, Baseline, Week 1, Week 4, Week 6, Week 8 
and every 4 weeks thereafter (with the exception that a visit will occur at Week 27 in 
place of Week 28), until the subject is determined as a Treatment Failure, until the 
138th Treatment Failure occurs, until the subject completes 80 weeks of this clinical trial 
or the study is stopped due to the findings of the IDMC.  Starting at Week 6 and every 
visit thereafter, all subjects will be assessed for Treatment Failure. 

Independent sequential masked efficacy evaluations by a central reader will be established 
for fundus photography and OCT measurement in order to standardize and strengthen the 
validity of efficacy evaluations. 

At each study visit, the questionnaire assessments (to be completed in the following order:  
VFQ-25, EQ-5D, and the HRU, and when the HADS, WPAI-SHP and/or SF-36 are 
administered:  VFQ-25, EQ-5D, HADS, WPAI-SHP, SF-36 and the HRU) for that visit 
should be completed first, followed by vital signs and eye exam assessments.  The order 
of the eye examinations may occur according to established site procedures as long as the 
slit lamp examination for AC cells is performed prior to the application of mydriatic eye 
drops to dilate subject's pupils for further assessment. 

If a subject meets treatment failure criteria during the eye examination, all activities listed 
in the Final/Early Termination visit must be completed.  In addition to activities for 
regularly scheduled visit, the Final/Early Termination visit includes the questionnaire 
assessments (HADS, WPAI-SHP), a review of the medical/surgical history, fundus 
photography, a full physical exam, blood sampling for PK and AAA (as applicable) and 
urinalysis.  In this case, the change of the order of the questionnaire assessments will not 
be considered as a protocol violation. 
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Informed Consent 

A signed informed consent will be obtained from the subject or their legally authorized 
representative before any study-related procedures are undertaken.  Details about how 
informed consent will be obtained and documented are provided in Section 9.3. 

Inclusion/Exclusion Criteria 

Subjects will be eligible for study participation if he/she meets all inclusion criteria and 
none of the exclusion criteria at both the Screening and Baseline visits. 

12-Lead Electrocardiogram (ECG) 

A resting 12-lead ECG will be performed during the Screening Period.  A qualified 
physician will interpret the clinical significance of any abnormal findings, sign, and date 
the original tracing of each ECG.  Any clinically significant findings will be documented 
in the source document and later transcribed on to the appropriate eCRF using the 
following conventions as appropriate: 

● Normal ECG 
● Abnormal ECG - not clinically significant 
● Abnormal ECG - clinically significant 

 
The original ECG tracing, signed and dated by a qualified physician or local reader and 
the Investigator, will be retained in the subject's records at the study site and monitored by 
the responsible CRA (Clinical Research Associate). 

For subjects with a normal ECG taken within 90 days of Screening, a repeat ECG at 
Screening will not be required, provided all protocol required documentation is available.  
If there are other findings that are clinically significant, the Principal Investigator must 
contact the Medical Monitor before enrolling the subject. 

Subjects can have a repeat ECG at any time during the study as warranted based on the 
opinion of the Investigator. 
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Chest X-ray (CXR) 

All subjects will undergo a standard CXR (posterior-anterior [PA] and lateral views) 
during the Screening period to rule out the presence of TB or other clinically relevant 
findings.  The CXR will not be required if the subject had a previous normal chest x-ray 
within 90 days of Screening, provided all protocol required documentation is available at 
the site (as outlined below). 

● The AbbVie Medical Monitor is contacted and the case discussed; 
● The results from the prior CXR must be available in the subject's source 

documents; 
● The report must be signed and dated by the interpreting radiologist and the 

Principal Investigator; 
● The report must include a PA and lateral view; 
● There must be a note in the report on the presence or absence of pleural 

scarring/thickening, calcified granulomas and/or signs of active TB (or the film 
is available for a radiologist to reread to make such an assessment); 

● Nothing in the subject's medical history has changed since the time of the CXR 
to warrant a repeat test. 

 
In the assessment of the CXR, a radiologist must specifically note the presence or absence 
of (1) calcified granulomas, (2) pleural scarring/thickening, and (3) signs of active TB.  
The Principal Investigator will indicate the clinical significance of any findings and will 
sign and date the report.  In the absence of abnormal findings the Principal Investigator 
should sign and date the report to indicate review of the report.  The CRA will monitor 
this documentation.  If the CXR demonstrates changes suggestive of previous TB 
(e.g., calcified nodule, fibrotic scar, apical or basilar pleural thickening) or other findings 
that are clinically significant, the Principal Investigator must contact the AbbVie Medical 
Monitor before enrolling the subject. 

Subjects can have a repeat CXR at any time during the study as warranted based on the 
opinion of the Investigator and/or CXR is inconclusive. 
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In addition, other diagnostic imaging tests may be performed as needed if pulmonary 
involvement is suspected based on the investigator's clinical assessment. 

At Week 52, if a subject has a positive TB test, subjects will undergo a standard CXR 
(posterior-anterior [PA] and lateral views) to rule out the presence of TB or other 
clinically relevant findings. 

Magnetic Resonance Imaging (MRI) 

Subjects with intermediate uveitis or panuveitis with signs of intermediate uveitis 
(e.g., presence or history of snowbanking or snowballs) must have an MRI of the brain 
with and without Gadolinium within 90 days prior to Baseline that reveals no hint of 
demyelinating disease such as multiple sclerosis.  Results should be read, signed, dated by 
a qualified health care professional and the Investigator.  The report must indicate the 
presence or absence of findings indicative of a demyelinating disease.  In countries where 
Gadolinium is not routinely used, a country's regional procedures for ruling out 
demyelinating disease may be used once the AbbVie Medical Monitor is consulted and in 
agreement with procedure.  In addition, the site must notify the assigned monitor. 

TB Screening 

The TB screening tests are diagnostic test results to be interpreted in the context of the 
patient's epidemiology, history, exam findings, etc. and it is the responsibility of the 
investigator to determine if a patient has previous, active or latent tuberculosis or not in 
conjunction with a negative TB Screening test. 

Under no circumstances can a patient with a positive PPD result or positive 
QuantiFERON®-TB Gold test (or IGRA equivalent) be enrolled in the study.  Subjects 
who originally failed Screening due to one of the TB screening tests, will not be eligible 
to re-screen. 



 Adalimumab 
M10-877 Protocol Amendment 10 - Global 
EudraCT 2009-016095-68 

 

 

61 

For the TB Screening, either a PPD skin test (alternatively, also known as tuberculin skin 
test) must be placed or the QuantiFERON®-TB Gold test (or IGRA equivalent) must be 
performed during the Screening period for all subjects. 

If the subject has a positive TB Screening test (either positive PPD test or positive 
QuantiFERON®-TB Gold test (or IGRA equivalent)), the subject is not eligible for the 
study per Figure 2 - TB Screening below.  If the subject has a repeat indeterminate 
QuantiFERON®-TB Gold test (or IGRA equivalent), the subject is not eligible for this 
study. 

Figure 2. TB Screening 

 

* For subjects with a prior history of Bacille Calmette-Guérin (BCG) administration, the QuantiFERON®-TB Gold 
test (or IGRA equivalent) test is recommended. 

 
The TB screening tests are preferably performed locally.  If TB screening tests (PPD test 
and/or QuantiFERON®-TB Gold test) are not available locally, the central laboratory can 
be used to perform the QuantiFERON®-TB Gold test.  Sites utilizing the central lab for 
the QuantiFERON®-TB Gold test should be aware the results for samples sent to ICON 
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New York require an estimated turnaround time of 5 to 8 days, samples sent to ICON 
Dublin require an estimated turnaround time of 9 to 12 days, and samples sent to ICON 
Singapore require an estimated turnaround time of 11 to 14 days.  It is also required to 
incubate samples for 16 to 24 hours at 37°C prior to shipping, frozen, to the central lab for 
processing. 

If a subject had a negative PPD test or negative QuantiFERON®-TB Gold test (or IGRA 
equivalent) within 90 days prior to Screening, and all protocol required documentation is 
available, the test does not need to be repeated, provided nothing has changed in the 
subject's medical history to warrant a repeat test.  These cases must be discussed with the 
AbbVie Medical Monitor. 

For the PPD test: 

The subject will be required to have the PPD test read by a licensed healthcare 
professional 48 to 72 hours after placement (or as per local guidelines), when the 
induration is maximal.  An induration (not erythema) of 5 mm or greater will be 
considered as PPD positive.  The absence of induration should be recorded, as 
"0 mm," not "negative." 

Subjects who have had an ulcerating reaction to a PPD skin test in the past should 
not be re-exposed.  Therefore, they should not be tested with PPD and instead must 
have a QuantiFERON®-TB Gold test (or IGRA equivalent) performed to rule out 
active or latent TB.  If the subject has a history of an ulcerative reaction and has a 
positive or repeat indeterminate QuantiFERON®-TB Gold test (or IGRA 
equivalent), the subject is excluded. 

If there are sites where the available testing materials are not accepted, an 
alternative tuberculin skin test may be substituted, but the method must be 
submitted and approved by AbbVie prior to use with study subjects. 

In the assessment of the chest x-ray, a radiologist must note the presence or absence of 
(1) calcified granulomas, (2) pleural scarring/thickening, and (3) signs of active TB.  The 
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Principal Investigator will indicate the clinical significance of any findings and will sign 
and date the report.  If the CXR demonstrates changes suggestive of previous TB 
(e.g., calcified nodule, fibrotic scar, apical or basilar pleural thickening) or other findings 
that are clinically significant, the Principal Investigator must contact the AbbVie Medical 
Monitor before enrolling the subject. 

If QuantiFERON®-TB Gold (or IGRA equivalent) result is indeterminate; the test should 
be repeated with a fresh blood sample.  If a repeat QuantiFERON®-TB Gold (or IGRA 
equivalent) result is indeterminate, this should be considered a positive test result and the 
subject should be excluded. 

TB test at the Week 52 visit: 

For subjects with a negative test at Screening, an annual repeat PPD skin test 
(alternatively, also known as tuberculin skin test) or QuantiFERON®-TB Gold test 
(or IGRA equivalent) will be required for any subject participating in the trial at 
Week 52 visit.  The same type of TB test should be used at Week 52 that was used 
for the initial TB Screening for the study.  However, for subjects with a positive 
PPD skin test at Screening (for those subjects entering the study prior to 
Amendment 7), a QuantiFERON®-TB Gold test (or IGRA equivalent) must be 
performed at the Week 52 visit. 

If PPD and/or the QuantiFERON®-TB Gold test (or IGRA equivalent) is positive or 
if there is a repeat indeterminate QuantiFERON®-TB Gold test (or IGRA 
equivalent) upon retesting at the Week 52 visit, the subject must be discontinued 
and it is also necessary to report it as an adverse event in the source documents and 
eCRFs. 

For sites participating in the Czech Republic, the following local requirements will also be 
applicable: 
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● A pulmonologist will be responsible to obtain a detailed medical history with 
respect to Tuberculosis exposure.  This information needs to include Bacillus 
Calmette Guérin (BCG) vaccination, cohabitation with individuals who have 
had TB, and/or who reside or work in TB endemic locations.  The information 
obtained by the pulmonologist must be documented in the patient's source 
note, dated and signed by the pulmonologist. 

● A pulmonologist must review the results of the TB Screening Test (PPD skin 
test or QuantiFERON®-TB Gold test [or IGRA equivalent]) and the chest 
x-ray and has to give his/her opinion about the eligibility of each patient to be 
enrolled to the study.  This opinion must be documented in writing in the 
patient's source documents. 

● All patients with a positive TB Screening tests (PPD) or QuantiFERON®-TB 
Gold [or IGRA equivalent]) are excluded from the study.  Under no 
circumstances can a patient with a positive TB test result or a prior history of 
treatment for active or latent Tuberculosis be allowed into this trial. 

 
Pregnancy Tests 

A serum pregnancy test will be performed by the central laboratory chosen for the study at 
the Screening visit on all female subjects.  At the Baseline visit and all subsequent visits 
thereafter, subjects of childbearing potential will have a urine pregnancy test (provided by 
the central laboratory) performed locally by designated study personnel.  The frequency 
can be increased if local regulations require.  Subjects of non-childbearing potential are 
defined as postmenopausal for at least 1 year or surgically sterile (bilateral tubal ligation, 
bilateral oophorectomy and/or hysterectomy). 

If any urine pregnancy test is positive, a serum pregnancy test must be requested on the 
central laboratory requisition and performed by the central laboratory prior to enrollment 
or continuation in the study.  A lactating or pregnant female will not be eligible for 
participation or continuation in this study. 
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Hepatitis B Screen 

All subjects will be tested for the presence of the Hepatitis B Virus (HBV) infection at 
Screening.  A positive result for the Hepatitis B surface antigen (HBsAg) will be 
exclusionary.  For subjects who are negative for HBsAg but are positive for either surface 
antibodies (HBsAb) and/or core antibodies (HBcAb, Total), HBV-DNA PCR will be 
performed and any result that meets or exceeds detection sensitivity will be exclusionary. 

Syphilis Serology 

During the Screening phase, subjects will be tested for syphilis to rule out a potential 
infectious etiology of the uveitis.  A FTA test will be performed at the Screening Visit.  A 
subject will not be eligible for study participation if the result of the FTA test is positive. 

Lyme IgG/IgM Antibody Serology 

The presence of Lyme disease should be determined by the investigator based on clinical 
signs and symptoms and when appropriate, laboratory testing.  If the investigator chooses 
to test the subject at the Screening visit for the Lyme IgG/IgM Antibody, the sample for 
this test should be sent to the central laboratory.  The central laboratory will provide 
supplies for this test.  Central laboratory results can take between 6 to 10 days. 

Antinuclear Antibody (ANA)/Anti-dsDNA Testing 

Study personnel will collect a sample for antinuclear (ANA) and reflex double 
stranded-DNA antibody testing at the Screening visit.  A repeat ANA/Anti-ds-DNA 
would be warranted if a subject has clinical signs and symptoms suggestive of lupus.  The 
Anti-ds-DNA antibody testing will be performed in case of positive ANA result.   

All samples will be sent to the central laboratory for processing. 

The use of the ANA and dsDNA tests are markers within this clinical study.  The 
collection of the ANA and dsDNA samples are required during the screening period.  
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However, the ANA and dsDNA test results are not required to satisfy inclusion and 
exclusion criteria and should not delay randomization. 

If a subject is screened prior to the IEC/IRB approval of global Protocol Amendment 4 the 
ANA/Anti-ds-DNA sample will be collected at the subject's next scheduled visit. 

Human Immunodeficiency Virus (HIV) Serology (for Japan, Mexico and Argentina 
only) 

All subjects will be tested for antibodies to the Human Immunodeficiency Virus (HIV) at 
Screening and documented that the test has been performed.  This testing is to be done at 
the central laboratory.  A subject will not be eligible for study participation if test results 
indicate a positive HIV infection.  AbbVie will not receive results from the testing and not 
be made aware of any positive result. 

Visual Functioning Questionnaire (VFQ-25) 

Beginning at the Baseline visit, the VFQ-25 will be completed at every visit prior to any 
study procedure or examination.  A copy of the questionnaire is located in Appendix H.  
The questionnaire will be interview administered.  The site will complete this 
questionnaire directly onto the CRFs and will be considered source documents. 

EuroQol-5D Questionnaire (EQ-5D) 

Beginning at the Baseline visit, subjects will complete an EQ-5D questionnaire at every 
visit prior to any study procedure or examination.  A copy of the questionnaire is located 
in Appendix K.  The subject will complete this questionnaire directly onto the CRFs and 
will be considered source documents. 

Site staff should complete the questionnaire with the subject, if the subject has impaired 
vision that precludes him/her from reading and completing the questionnaire. 
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Hospital Anxiety and Depression Scale (HADS) 

Subjects will complete a HADS at the Baseline visit, Week 6 visit, and Unscheduled visit 
(if applicable), prior to any study procedure or examination.  This will also be completed 
at the Final/Early Termination visit.  A copy of the questionnaire is located in Appendix I.  
The subject will complete this questionnaire directly onto the CRFs and will be 
considered source documents. 

Site staff should complete the questionnaire with the subject, if the subject has impaired 
vision that precludes him/her from reading and completing the questionnaire. 

The HADS questionnaire will not be completed by subjects in Germany and Austria nor 
by German-speaking subjects in Switzerland. 

Work Productivity and Activity Impairment, Questionnaire:  Specific Health 
Problem Questionnaire (WPAI-SHP) 

Subjects will complete a WPAI-SHP questionnaire at the Baseline visit, Week 6 visit, and 
Unscheduled Visit (if applicable), prior to any study procedure or examination.  This will 
also be completed at the Final/Early Termination visit.  A copy of the questionnaire is 
located in Appendix J.  The subject will complete this questionnaire directly onto the 
CRFs and will be considered source documents. 

Site staff should complete the questionnaire with the subject, if the subject has impaired 
vision that precludes him/her from reading and completing the questionnaire. 

SF-36 Health Status Survey (SF-36) 

Subjects will complete a SF-36 survey at the Baseline visit prior to any study procedure or 
examination.  A copy of the questionnaire is located in Appendix M.  The subject will 
complete this questionnaire directly onto the CRFs and will be considered source 
documents. 
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Site staff should complete the questionnaire with the subject, if the subject has impaired 
vision that precludes him/her from reading and completing the questionnaire. 

Health Resource Utilization Questionnaire (HRU) 

Beginning at the Baseline visit, sites will complete a HRU questionnaire at every visit.  
A copy of the questionnaire is located in Appendix L. 

The questionnaire will be interview administered by the site.  The answers will be 
completed on the source worksheet provided by the sponsor and entered in the eCRF. 

Medical and Surgical History 

A complete medical and surgical history, as well as history of tobacco and alcohol use, 
will be obtained from each subject during the Screening visit.  An updated medical history 
will be obtained at the Baseline visit prior to study drug administration and updated as 
necessary throughout the study. 

A detailed medical history with respect to TB exposure must be documented.  This 
information must include BCG vaccination, cohabitation with individuals who have had 
TB, and/or who reside or work in TB endemic locations. 

At the Final/Early Termination visit, verify that the subject's medical and surgical history 
is accurate.  If the subject is eligible to rollover in Study M11-327, these data will be used 
as Baseline information. 

Uveitis History 

A uveitis history obtained at the Screening Visit will capture date of onset of uveitis, 
which eye(s) is/are affected, type of uveitis, the nature of diagnosis, subject history of 
infectious uveitis, cause of previous infection (if applicable), number of flares within the 
past 12 months (including the current flare), date of last flare prior to current flare, 
prednisone dose at time of last flare (or equivalent prednisone dose, if subject was on 
another corticosteroid, refer to Appendix G), and date of onset of current flare. 
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Vital Signs/Weight/Height 

Vital signs will be obtained at each visit.  This includes sitting blood pressure, heart rate, 
respiratory rate and body temperature.  Each subject's height will be measured at the 
Screening visit only.  Weight will be measured at Screening, Unscheduled (if applicable) 
and Final/Early Termination visits. 

Best Corrected Visual Acuity Testing 

Refraction and assessment of best corrected visual acuity (BCVA) will be assessed at 
every visit. 

At each visit, subjects should undergo refraction and the result of refraction for each eye 
will be recorded on the eCRF. 

Using the appropriate corrective lenses based on that visit's refraction, subject's best 
corrected visual acuity (BCVA) is measured using an ETDRS chart which will be 
specified and provided if necessary by the sponsor.  Please refer to the Visual Acuity 
Manual provided by the sponsor for instructions. 

A qualified and trained health care professional must perform the refraction and BCVA 
testing.  Specific training and instructions will be provided by the sponsor. 

Slit Lamp Exam 

The slit lamp exam will be conducted at each study visit to assess the following findings:  
Anterior chamber cell count and Age-Related Eye Disease Study (AREDS) lens opacity 
grading.3,37,38  Slit lamp examination for AC cells is performed prior to application of 
mydriatic eyedrops to dilate subject's pupils for further assessment. 

The AREDS classification does not apply to a subject, if he/she has pseudophakia. 

The number of anterior chamber (AC) cells observed within a 1 mm × 1 mm slit beam 
will be recorded for each eye.  The reported number will be used to determine the grade 
according to the SUN criteria3 (Table 3). 
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Table 3. Anterior Chamber Cells 

Grade Cells in Field 

0 < 1 
0.5 + 1 – 5 
1 + 6 – 15 
2 + 16 – 25 
3 + 26 – 50 
4 + > 50 

 
Using the AREDS standard photographs as reference, the degree of lens opacity will be 
graded for each type:  nuclear, cortical, and posterior subcapsular (PSC) (Table 4).37,38  
See Appendix D for further instructions regarding lens opacity grading procedures. 
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Table 4. Lens Opacity Grading 

Grading for Nuclear Lens Opacity 

< 1.0 no nuclear opacity, or less than NS Std. No. 1 
1.0 opacity similar to NS No. 1 
1.5 opacity between NS No. 1 and NS Std. No. 2 
2.0 opacity similar to NS No. 2 
2.5 opacity between NS No. 2 and NS Std. No. 3 
3.0 opacity similar to NS No. 3 

> 3.0 opacity greater than NS No. 3 
8.0 cannot evaluate 

Grading for Cortical Lens Opacity 

< 1.0 no cortical opacity, or opacity obviously less than CO Std. No. 1 
1.0 opacity similar to cortical opacity Std. No. 1  
1.5 opacity between CO Std. No. 1 and Std. No. 2 
2.0 opacity similar to CO Std. No. 2  
2.5 opacity between CO Std. No. 2 and Std. No. 3 
3.0 opacity similar to CO No. 3  

> 3.0 cortical opacity obviously greater than Std. No. 3 
8.0 cannot evaluate 

Grading for Posterior Subcapsular (PSC) Opacity 

< 1.0 no PSC opacity, or opacity obviously < PSC Std. No. 1 
1.0 opacity similar to PSC No. 1  
1.5 opacity between PSC No. 1 and Std. No. 2 
2.0 opacity similar to PSC No. 2  
2.5 opacity between PSC No. 2 and Std. No. 3 
3.0 opacity similar to PSC No. 3  

> 3.0 PSC obviously greater than PSC No. 3 
8.0 cannot evaluate 

 
Optical Coherence Tomography 

Optical Coherence Tomography will be performed at every visit.  Sites must use one of 
three OCT machines for this clinical trial to determine central retinal thickness and the 
presence of macular edema: 
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● Stratus OCT (Carl Zeiss Meditec, Inc.) 
● Cirrus HD-OCT (Carl Zeiss Meditec, Inc.) 
● Spectralis (Heidelberg Engineering) 

 
Each subject will undergo OCT measurements of the central retinal thickness 
(1 mm subfield) to evaluate for macular edema at every visit using the same protocol 
approved OCT machine throughout the study.  OCT measurements at every visit will be 
captured and sent to the central reader.  The central reader will evaluate the OCT images 
and record these findings.  Although it is preferred to complete the OCT measurements 
following pupil dilation, it is important that the site conducts the scans consistently across 
each subject (using the same model of OCT device for each patient) throughout the study. 

Tonometry 

Tonometry will be performed at every visit to measure the intraocular pressure for both 
eyes.  Applanation tonometry is preferred but non-contact tonometry can also be used if 
the site does not have the equipment to perform applanation tonometry.  However, the 
same technique should be used for all visits for an individual subject. 

Dilated Indirect Ophthalmoscopy 

Subject's eyes should be dilated in preparation for indirect ophthalmoscopy.  The 
examination technique and instrument should remain consistent for each subject 
throughout the study. 

Dilated indirect ophthalmoscopy is performed to determine both vitreous haze grading 
and the absence/presence of active, inflammatory, chorioretinal and/or inflammatory 
retinal vascular lesions. 

Lesion location(s), number, size(s) and whether the lesions are active or inactive should 
be documented with a retinal drawing in the subject's source documentation, if a lesion is 
identified. 
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Grading of vitreous haze (Table 5) will be based on the publication from the National Eye 
Institute (NEI) which has also been adapted by the SUN working group.3,39 

Sites will use the standard photographs given to them by the sponsor and the description 
in Table 5 when determining the grade for vitreous haze.  

Table 5. Vitreous Haze Grading 

Grade Description 

0 No evident vitreal haze 

0.5 + Slight blurring of the optic disc margin because of the haze;  normal 
striations and reflex of the nerve fiber layer cannot be visualized 

1 + Permits a better definition of both the optic nerve head and the retinal 
vessels (compared to higher grades) 

2 + Permits better visualization of the retinal vessels (compared to higher 
grades) 

3 + Permits the observer to see the optic nerve head, but the borders are 
quite blurry  

4 + Optic nerve head is obscured 
 
The presence or absence of active, inflammatory, chorioretinal and/or inflammatory 
retinal vascular lesions will also be determined via dilated indirect ophthalmoscopy at 
Screening and Baseline visits.  At all subsequent visits, dilated indirect ophthalmoscopy 
will be performed to determine the presence or absence of new active, inflammatory 
lesions compared to the Baseline visit based on the Investigators' clinical judgment. 

Fundus Photography 

Fundus photography will be performed at Screening, Baseline, at time of Treatment 
Failure, Unscheduled visit (if applicable) and/or at the Final/Early Termination visit to 
obtain documented evidence of the presence or absence of active inflammatory 
chorioretinal and/or inflammatory retinal vascular lesions.  Every attempt should be made 
to use the same fundus camera for a given subject throughout the study. 
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All fundus photographs will be sent to the central reader.  If there is disagreement 
between the Investigator's assessment for inflammatory lesions based on dilated indirect 
ophthalmoscopy and central reader's assessment for inflammatory lesions based on fundus 
photograph, the investigator's assessment will take precedence.  However, the reason for 
the disagreement must be documented by the investigator.  The site must have a 
discussion with AbbVie Medical Monitor and/or the central reader if the discrepancy is 
not clear or if a medical discussion is required. 

Physical Examination 

Medically qualified personnel who routinely do a complete physical exam should perform 
this assessment at the designated study visits listed in Table 2.  At all other visits, a 
symptom-directed physical exam will be performed either by the investigator or the 
medically qualified personnel who performed the complete physical exam.  The physical 
examination at the Baseline visit will serve as the baseline physical examination for the 
entire study.  Physical exam abnormalities noted by the Investigator at Baseline prior to 
the first dose should be recorded in the subject's medical history.  Abnormalities noted 
after the Baseline visit first dose should be evaluated and documented by the Investigator 
as to whether or not these are adverse events. 

Clinical Laboratory Tests 

Lab evaluations will be performed according to the schedule outlined in Table 2. 

Blood draws should be performed after completion of questionnaires (i.e., VFQ-25, 
EQ-5D, HADS, WPAI-SHP, SF-36) and vital sign determinations during a study visit, but 
before study drug administration, if applicable. 

A certified central laboratory will be utilized to process and provide results for the general 
laboratory tests.  The Investigator will review all laboratory test results.  All laboratory 
test results that are considered clinically significant by the Investigator will be followed to 
a satisfactory conclusion.  Laboratory abnormalities are considered to be adverse events 
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only if they result in discontinuation from the study, necessitate therapeutic intervention, 
and/or the Investigator considers them to be adverse events. 

In cases where laboratory tests are performed locally for specific study purposes, 
certifications and laboratory reference ranges will be collected for the tests which are 
performed. 

The central laboratory chosen for this study (ICON Central Laboratories) will provide 
instructions regarding the collection, processing and shipping of these samples. 
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Table 6. Clinical Laboratory Tests 

Hematologya Clinical Chemistry Urinalysisb Serologyd Other 

Hematocrit 
Hemoglobin 
Red Blood Cell (RBC) count 
White Blood Cell (WBC) count 
Neutrophils 
Bands 
Lymphocytes 
Monocytes 
Basophils 
Eosinophils 
Platelet count  
 (estimate not acceptable) 

Blood Urea Nitrogen (BUN) 
Creatinine 
Total bilirubin 
Serum glutamic-pyruvic-transaminase (SGPT/ALT) 
Serum glutamic-oxaloacetic-transaminase (SGOT/AST) 
Alkaline phosphatase 
Sodium 
Potassium 
Calcium 
Inorganic phosphorus 
Uric acid 
Cholesterol 
Total protein 
Glucose 
Triglycerides 
Albumin 

Specific gravity 
Ketonesc 
pH 
Protein 
Blood 
Glucosec 

Hepatitis Screen-Hepatitis B 
 surface antigen (HBsAg) 
Hepatitis B core antibody  
Total 
 (HBcAb,Total), and  
 Hepatitis B surface  
 antibody (HBsAb),  
 HBV-DNA quantitative 
 (if necessary) 
 
Fluorescent Treponemal 
 Antibody (FTA)f 
Lyme IgG/IgM Antibody 
 Serology 
QuantiFERON®-TB Gold testi 
Antinuclear Antibody  
 (ANA)/Anti-dsDNAg,h 
Human Immunodeficiency  
 Virus (HIV)j 

Human Chorionic 
 Gonadotropin (HCG)e 

a. Automated basic hematology testing does not include band reporting.  If a manual differential is required, only band results over 5 are reported. 
b. The central laboratory will perform a dipstick urinalysis and a microscopic urinalysis at Screening.  For all other visits that require a urinalysis, the central laboratory will 

perform a urine dipstick analysis and if the results are abnormal, the central laboratory will perform a microscopic urinalysis. 
c. The result should be interpreted in the context of additional clinical and test information. 
d.  Serology for hepatitis B (HBsAg, HBcAb, Total, HBsAb, and HBV-DNA [if necessary]), Lyme IgG/IgM Antibody Serology (optional), and FTA (Fluorescent Treponemal 

Antibody) are only drawn at Screening visit. 
e. Serum HCG is tested for all female subjects at Screening and a urine screen for HCG is performed on all female subjects of child bearing potential at the Baseline visit and all 

subsequent visits thereafter.  A serum HCG test must be requested on the central laboratory requisition if urine HCG is positive.  Any subject with a positive urine pregnancy 
test must have a negative serum test performed at the central laboratory prior to enrollment or continuation in the study.  
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Table 6. Clinical Laboratory Tests (Continued) 

f. FTA test will be performed. 
g. ANA/Anti dsDNA is required at the Screening visit.  However, if a subject develops signs and symptoms of lupus, an ANA/Anti-dsDNA test may be repeated based on the 

investigator's clinical judgment. 
h.  If a subject screens prior to IEC/IRB approval of global amendment 4, an Anti-nuclear antibody (ANA)/Anti-dsDNA sample will be collected at the subject's next scheduled 

visit. 
i. If TB screening tests are not available locally, the central laboratory can be used to perform the QuantiFERON®-TB Gold test.  For countries that ship to ICON New York, 

the estimated turnaround time is 5 to 8 days, for countries that ship to ICON Dublin, the estimated turnaround time is 9 to 12 days.  For countries that ship to ICON Singapore, 
the estimated turnaround time is 11 to 14 days. 

j. HIV results will be evaluated by the investigator to determine eligibility and will not be transferred to AbbVie.  HIV testing is required for Japan, Mexico and Argentina only. 
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Urinalysis 

Urine samples will be obtained for urinalysis testing as noted in Table 2.  The central 
laboratory will perform a dipstick urinalysis and a microscopic urinalysis at Screening.  
For all other visits that require a urinalysis, the central laboratory will perform a urine 
dipstick analysis and if the results are abnormal, the central laboratory will perform a 
microscopic urinalysis. 

Adverse Events 

Adverse events will be assessed at every study visit from Baseline through the Final/Early 
Termination visit, and during the 70-day phone call or clinic visit (if applicable).  For 
those subjects who terminate the study early or do not rollover into the extension study, a 
phone call or routine clinic visit should occur approximately 70 days after last dose of 
study medication to obtain follow up information on any ongoing or new AEs.  In 
addition, serious adverse events will be collected from the time the subject signs the 
study-specific informed consent.  Refer to Section 6.0 and Appendix F for additional 
information. 

Concomitant Medication 

All medications (including, but not limited to, prescription or over-the-counter medicines 
such as aspirin, antacids, vitamins, mineral supplements, and herbal preparations) in use 
during the 30 days prior to the Screening visit through the end of the study must be 
recorded on the appropriate eCRF.  Any systemic or local therapy for uveitis since initial 
diagnosis (as determined through medical history records or through subject interview) 
will be recorded on the eCRF. 

Contact the AbbVie Medical Monitor identified in Section 6.5, if there are any questions 
regarding concomitant or prior therapy(ies). 

Each vaccine administered to the subject should be listed as a concomitant medication on 
the Other Medications eCRF.  Live vaccines may not be given concurrently while on 
study drug or for 70 days after the last dose of adalimumab. 
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Concomitant use of nutritional supplements should be recorded as concomitant 
medications (generic and/or brand name, dose (if known), frequency). 

Oral Prednisone Taper 

All subjects will receive a mandatory prednisone burst and taper schedule as indicated in 
Table 7.  The schedule mandates discontinuation of corticosteroid therapy by Study 
Week 15.  No deviations from the taper schedule are allowed.  Concerns regarding 
prednisone dosing should be discussed with the AbbVie Medical Monitor. 

Table 7. Study M10-877 Oral Prednisone Dosing and Taper Schedule 

All subjects entering the study will be placed on a dose of 60 mg per day at the Baseline 
Visit (Day 0). 

Study Week Prednisone Dose (mg/day) 

Week 0  60 

1 60 
2 50 
3 40 
4 30 
5 20 
6 15 
7 12.5 
8 10 
9 7.5 

10 5 
11 4 
12 3 
13 2 
14 1 
15 Discontinue prednisone 
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While the subject is on prednisone, the Investigator must take the appropriate preventive 
measures for osteoporosis based on current local clinical guidelines (example, Calcium 
and Vitamin D supplements). 

Corticosteroid Eye Drop Taper 

The use of topical corticosteroids will be allowed at study entry, but subjects using this 
therapy will undergo a mandatory taper schedule as described in Table 8, regardless of the 
type of agent used.  Depending on the dose that the subject is on at the Baseline visit, the 
number of drops per day will have to be decreased weekly at the increments indicated in 
Table 8.  Subjects will start to taper beginning at Week 1.  The maximum duration of 
concomitant topical steroid use during the study is 9 weeks. 

Table 8. Topical Corticosteroid Tapering 

Dose (Number of Drops/Day) per Week 

12 

10 

8 

6 

5 

4 

3 

2 

1 

Discontinue Drops 
 
Randomization 

The subject will not be assigned a screening number for this study.  Subject numbers will 
be centrally assigned, by the Interactive Voice Response System (IVRS) or the Interactive 
Web Response System (IWRS), in consecutive order at each site at Screening.  Each 
subject will be assigned a unique subject number. 
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All Screening laboratory results must be reviewed, signed and dated by the Principal 
Investigator prior to the Baseline visit.  Subjects will not be enrolled into the study if 
laboratory or other Screening result abnormalities are deemed clinically significant by the 
Principal Investigator. 

Subjects will be randomized to receive either adalimumab 80 mg subcutaneous (SC) 
loading dose at the Baseline study visit followed a week later by 40 mg eow starting at 
Week 1 (Arm 1), or matching placebo (Arm 2) in a 1:1 ratio double-masked fashion to the 
treatment groups using baseline immunosuppressant usage as the stratification factor. 

Dispense Study Drug 

Study drug will be administered to subjects by study site medical staff, by him/herself or 
by a designee (friend, family member or health care professional) throughout the study. 

Subjects or a designated family member or friend will be trained to administer study 
medication during the first visit or several times, if appropriate.  This training must be 
documented in the subject's source document. 

Subjects or a trained designated family member or friend or a health care professional will 
administer the injections of the study medication in the subject's home or in the clinic 
during the weeks the subjects are not in the office for scheduled study visits. 

Subjects will maintain a Subject Dosing Diary for all study medication administered 
outside of the study visit (i.e., at home).  The Subject Dosing Diary will be reviewed and 
verified for compliance at each clinic visit.  All relevant dosing information will be 
retained by study personnel.  Additionally, any discernible departure from the protocol 
regarding study drug administration will be documented appropriately.  A sample of the 
Subject Dosing Diary is presented in Appendix E. 

For subjects that cannot/will not self-administer study drug or do not have adequate 
support (friend, family member or healthcare professional) at home, administration will 
occur in the clinic. 
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At all office visits, subjects should be observed after study drug administration until 
judged clinically stable by the study personnel.  If an anaphylactic reaction or other 
serious allergic reaction occurs, administration of study medication should be 
discontinued immediately and appropriate therapy initiated.  When dosing at home, 
subjects should be instructed to contact the site immediately with any signs or symptoms 
of a reaction. 

For subjects who deviate from the dosing schedule, every effort should be made to bring 
the subject back to the original dosing schedule as soon as possible. 

The subject must be instructed to return study drug at each clinic visit for the purpose of 
compliance assessment and drug accountability as detailed in Section 5.5.7. 

5.3.2 Drug Concentration Measurements 

Blood samples will be taken at the following timepoints: 

● Blood samples for the measurement of serum adalimumab concentrations will 
be taken at the Baseline visit, and then at Week 1, 8, 12, 27, 36, 52 and at the 
Final/Early Termination visit if the subject terminates prior to Week 52.  Also, 
if the subject has an Unscheduled Visit before Week 52, PK should be 
collected.  Baseline, Week 1 and Week 27 serum adalimumab concentrations 
should be drawn prior to study medication administration. 

● Blood samples for the measurement of serum anti-adalimumab antibody 
(AAA) concentrations will be taken at the Baseline visit and Weeks 12, 27, 36, 
52 and at the Final/Early Termination visit if the subject terminates prior to 
Week 52.  Also, if the subject has an Unscheduled Visit before Week 52, AAA 
should be collected.  Baseline and Week 27 serum AAA concentration should 
be drawn prior to study medication administration. 

 
The time that each blood sample is collected will be recorded to the nearest minute and 
this information will be transcribed onto the central laboratory requisition sheet.  The 
central lab will provide supplies as well as instructions for sample collection, processing, 
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storage and shipment.  Serum samples should be shipped to the central laboratory the day 
they are collected. 

Samples will be analyzed under the supervision of the Drug Analysis Department, 
AbbVie. 

5.3.2.1 Collection of Samples for Analysis 

Collection of Samples for Adalimumab Analysis 

During this study, a maximum of 7 blood samples will be collected per subject for 
pharmacokinetic analysis.  If an Unscheduled visit occurs prior to Week 52 the number of 
blood samples could increase.  The total number of pharmacokinetic adalimumab samples 
planned will be approximately 1,638 (7 samples × 234 subjects). 

Collection of Samples for Anti-Adalimumab Antibody (AAA) Analysis 

During this study, a maximum of 5 blood samples will be collected per subject for AAA 
analysis.  If an Unscheduled visit occurs prior to Week 52 the number of blood samples 
could increase.  The total number of anti-adalimumab antibody samples planned will be 
approximately 1,170 (5 samples × 234 subjects). 

5.3.2.2 Handling/Processing of Samples 

Blood samples for adalimumab and AAA analysis will be collected by venipuncture into 
appropriately labeled evacuated serum collection tubes without gel separator at the 
required visits.  Blood samples for adalimumab and AAA analysis will also be obtained if 
a subject is discontinued from the study prior to Week 52.  Sufficient blood will be 
collected to provide approximately 1 mL serum.  Allow the blood to clot for at least 
30 minutes at room temperature and should be centrifuged within 60 minutes.  The serum 
samples will be transferred using plastic pipettes into screw-capped polypropylene vials 
labeled with the study drug name, protocol number, subject number, and study week.  
Serum samples for adalimumab and AAA should be shipped to the central laboratory on 
the same day of collection.  If samples cannot be shipped on the same day of collection, 
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the samples should be frozen within 2 hours after collection and will remain frozen in a  
–20°C or colder freezer until shipped.  The monitor will review the freezer temperature 
log.  Sites that do not have access to a –20°C or colder freezer will need to ship the 
samples the day they are collected. 

Additional detailed instructions for the handling and processing of samples will be 
provided from the central laboratory manual. 

5.3.2.3 Disposition of Samples 

The frozen serum samples will be packed in dry ice (pellet form) sufficient to last 3 days 
during transport.  Samples will be shipped pursuant to instructions from the on-site CRA.  
An inventory of the samples will be included in the package for shipment. 

Arrangements will be made with the central lab for the transfer of samples. 

5.3.2.4 Measurement Methods 

Serum concentrations of adalimumab will be determined using a validated ELISA 
(enzyme-linked immunosorbent assay) method under the supervision of the Drug 
Analysis Department at AbbVie.  Only serum samples that have adalimumab levels 
< 2.0 μg/mL will be selected for AAA concentration measurement. 

Serum concentrations of AAA will be determined using a validated ELISA method under 
the supervision of the Drug Analysis Department at AbbVie. 

5.3.3 Efficacy Variables 

5.3.3.1 Primary Variable 

The primary efficacy endpoint is the Time to Treatment Failure.  Treatment Failure is 
judged based on the inability to maintain disease control. 

Treatment Failure is defined in Table 9 below for all visits. 
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Table 9. Study M10-877 Treatment Failure Criteria by Study Visit 

Parameter 

Treatment Failure* 

Week 6 Visit All Other Visits After Week 6 

Inflammatory, chorioretinal 
and/or inflammatory retinal 

vascular lesions 

New active, inflammatory 
lesions relative to Baseline 

New active, inflammatory 
lesions relative to Baseline 

Anterior Chamber Cell grade 
(SUN Criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Vitreous Haze grade (NEI/SUN 
criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Visual Acuity (ETDRS) Worsening of BCVA by 
≥ 15 letters relative to best state 

achieved 

Worsening of BCVA by 
≥ 15 letters relative to best state 

achieved 

* To be considered a treatment failure, ≥ 1 of these 4 criteria need to be present in at least 1 eye. 
** A 2-step increase is represented by a change of Grade 0 to Grade 2+; or Grade 0.5+ to Grade 3+. 
 

5.3.3.2 Secondary Variables 

Ranked secondary variables are: 

1. Change in Anterior Chamber (AC) cell grade in each eye from best state achieved 
prior to Week 6 to the Final/Early Termination visit. 

2. Change in Vitreous Haze grade (NEI/SUN criteria) in each eye from best state 
achieved prior to Week 6 to the Final/Early Termination visit. 

3. Change in logMAR BCVA in each eye from best state achieved prior to Week 6 to 
the Final/Early Termination visit. 

4. Time to OCT evidence of macular edema in at least one eye on or after Week 6. 

5. Percent change in central retinal thickness in each eye from best state achieved 
prior to Week 6 to the Final/Early Termination visit. 

6. Change in NEI Visual Functioning Questionnaire (VFQ-25) composite score from 
best state achieved prior to Week 6 to the Final/Early Termination visit. 
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5.3.3.3 Other Variables 

Other variables for which data will be collected and analyzed include:  

● NEI Visual Functioning Questionnaire (VFQ-25) subscores 
● Hospital Anxiety and Depression Scale (HADS) 
● Work Productivity and Activity Impairment, Questionnaire:  Specific Health 

Problem Questionnaire (WPAI-SHP) 
● EuroQol-5D Questionnaire (EQ-5D) 
● Health Resource Utilization Questionnaire (HRU) 

 

5.3.4 Safety Variables 

Safety will be assessed by adverse events, physical examination, vital signs and laboratory 
data during the entire study.  Please also reference Section 5.5.5.2 regarding the review of 
safety data by the Independent Data Monitoring Committee. 

5.3.5 Pharmacokinetic Variables 

In addition to summarizing serum adalimumab concentrations at each time of scheduled 
sampling, population pharmacokinetic model based analyses with the focus on estimating 
apparent clearance (CL/F) and apparent volume of distribution (V/F) of adalimumab will 
be performed with data from the M10-880 study as a separate report. 

The number and percentage of subjects who develop AAA will be determined. 

5.4 Removal of Subjects from Therapy or Assessment 

5.4.1 Discontinuation of Individual Subjects 

A subject may withdraw from the study at any time.  The Investigator may discontinue 
any subject's participation for any reason, including an adverse event, safety concerns or 
failure to comply with the protocol.  Please refer to Section 6.7, Toxicity Management, for 
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more information regarding the type and duration of follow-up of subjects after adverse 
events. 

Subjects will be withdrawn from the study immediately and will not be eligible to enroll 
into Study M11-327, if any one of the following occurs: 

● Clinically significant abnormal laboratory result(s) or adverse event(s) as 
determined by the Investigator in consultation with the AbbVie Medical 
Monitor. 

● The Investigator believes it is in the best interest of the subject. 
● The subject requests withdrawal from the study. 
● Inclusion and exclusion criteria violation was noted after the subject started 

study drug, when continuation of the study drug would place the subject at risk 
as determined by the AbbVie Medical Monitor. 

● Introduction of prohibited medications or dosages when continuation of the 
study drug would place the subject at risk as determined by the AbbVie 
Medical Monitor. 

● Subject is non-compliant with TB-prophylaxis (for those subjects that enrolled 
prior to Amendment 6). 

● Subject has a positive PPD test or positive (or indeterminate re-test) 
QuantiFERON®-TB Gold test (or IGRA equivalent) at Week 52. 

● Subject becomes pregnant while on study medication. 
● Subject has known dysplasia of the gastrointestinal tract (a colonoscopy is not 

required to enter the study) or a malignancy, except for localized 
non-melanoma skin cancer.  Discontinuation for carcinoma in-situ of the 
cervix is at the discretion of the Investigator. 

● Subject is diagnosed with lupus-like syndrome, multiple sclerosis or 
demyelinating disease. 

● Subject is significantly non-compliant with study procedures which would put 
the subject at risk for continued participation in the trial, as determined by the 
Investigator, in consultation with the AbbVie Medical Monitor. 
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If, during the course of study drug administration, the subject prematurely discontinues 
study drug use, the procedures outlined for the Final/Early Termination Visit must be 
completed within 2 weeks of the last dose of study drug, and preferably prior to the 
initiation of another therapy.  However, these procedures should not interfere with the 
initiation of any new treatments or therapeutic modalities that the Investigator feels are 
necessary to treat the subject's condition.  Following discontinuation of the study drug, the 
subject will be treated in accordance with the Investigator's best clinical judgment. 

All attempts must be made to determine the date of the last dose of study drug and the 
primary reason for premature discontinuation.  The information will be recorded on the 
appropriate eCRF page.  Subjects who prematurely discontinue will not be replaced. 

A final phone call or clinic visit will be completed approximately 70 days after the last 
dose of study drug to determine the status of any ongoing AEs/SAEs or the occurrence of 
any new AEs/SAEs.  The call/visit information should be documented in the subject's 
source documents per Appendix F Day 70 Follow-up (Phone Call or Clinic Visit).  The 
70-day follow-up phone call or clinic visit will not be required for any subject that 
continues in the rollover study (Study M11-327). 

For subjects who do not continue into the rollover study M11-327, the end-of-study is 
defined as the date of the last subject's last scheduled visit or the actual date of follow-up 
contact, whichever is later. 

For subjects that are considered lost to follow-up, reasonable attempts must be made to 
obtain information on the final status of the subject.  At a minimum, two phone calls must 
be made and one certified letter must be sent. 

5.4.2 Discontinuation of Entire Study 

AbbVie reserves the right to discontinue a site's participation in the study at any time and 
to remove all study materials.  Possible reasons for termination of the study at a site 
include, but are not limited to: 
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● Safety concerns based on reported data 
● Unsatisfactory enrollment with respect to quantity or quality 
● Inaccurate or incomplete data collection 
● Falsification of records 
● Significant non-compliance with protocol requirements 
● Recommendation by the IDMC to discontinue the uveitis investigational 

program due to safety concerns 
 
AbbVie may terminate this study prematurely, either in its entirety or at any study site, for 
reasonable cause provided that written notice is submitted in advance of the intended 
termination.  The Investigator may also terminate the study at their site for reasonable 
cause, after providing written notice to AbbVie in advance of the intended termination.  
Advance notice is not required by either party if the study is stopped due to safety 
concerns. 

5.5 Treatments 

5.5.1 Treatments Administered 

Double masked study drug will be provided as a sterile, preservative-free solution for 
injection contained in 1 mL pre-filled syringes containing adalimumab 40 mg/0.8 mL or 
matching placebo for adalimumab.  Drug will be subcutaneously administered as an 
80 mg or placebo loading dose (2 syringes) at Baseline followed by 40 mg or placebo 
dose every other week at approximately the same time of day starting at Week 1. 

The open-label drug (prednisone) will be provided as 1 mg, 5 mg and 20 mg tablets.  
Prednisone will be provided in 100 count bottles or cartons of 90 or 100 blisters and will 
be administered orally daily. 

5.5.2 Identity of Investigational Products 

The individual study drug information is presented in Table 10. 
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Table 10. Identity of Investigational Products 

Drug 
Dosage 
Form Device Formulation Manufacturer 

Adalimumab Parenteral Pre-filled syringe  

40 mg/0.8 mL solution for injection 
Adalimumab/Mannitol, Citric acid 
monohydrate, Sodium citrate, 
Disodium phosphate dihydrate, 
Sodium dihydrogen phosphate 
dihydrate, Sodium chloride, 
Polysorbate 80, Water for injections, 
Sodium hydroxide added as 
necessary to adjust pH 

AbbVie/Abbott 

Placebo for 
adalimumab Parenteral Pre-filled syringe  

0.8 mL solution for injection 
Mannitol, Citric acid monohydrate, 
Sodium citrate, Disodium 
phosphate dihydrate, Sodium 
dihydrogen phosphate dihydrate, 
Sodium chloride, Polysorbate 80, 
Water for injections, Sodium 
hydroxide added as necessary to 
adjust pH 

AbbVie/Abbott 

 
Table 11. Identity of Prednisone 

Prednisone Oral N/A 1 mg, 5 mg  and 20 mg tablets 

US source:  
 

, 
or 

equivalent 
EU source:  

 
(German) or 
equivalent 

 

5.5.2.1 Packaging and Labeling 

Adalimumab 40 mg/0.8 mL or Placebo for Adalimumab 0.8 mL, pre-filled syringes 

Subject cartons will contain either 2 pre-filled syringes of adalimumab 40 mg/0.8 mL or 
2 pre-filled syringes of placebo for adalimumab.  The type and amount of kits dispensed 
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will be managed by the IVR/IWR system.  At a minimum, the following information will 
appear on either the syringe and/or carton labels: 

● Caution statement(s) 
● Sponsor identification 
● Protocol number 
● Drug identification 
● Quantity of contents 
● Storage conditions 
● Dosing instructions 
● Kit number 
● Route of administration 
● Excipients (as required) 
● Blank spaces to write the subject's identification number, and date dispensed 

(as required) 
● Finishing lot number 
● Expiry date (as required) 

 
Each drug will be labeled as required per country requirements.  Labels must remain 
affixed to study drug as applicable. 

Prednisone 1 mg, 5 mg and 20 mg tablets 

Subjects will receive either bottles or blister cartons containing prednisone tablets 
depending on where the material is sourced from.  Each bottle/blister carton will contain 
either 90 or 100 tablets of 1 mg, 90 or 100 tablets of 5 mg prednisone or 90 or 100 tablets 
of 20 mg prednisone.  The type and amount of kits dispensed will be managed by the 
IVR/IWR system.  Minimally, the following information will appear on either the blister 
or bottle and/or carton labels: 

● Caution statement(s) 
● Sponsor identification 
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● Protocol number 
● Drug identification 
● Quantity of contents 
● Storage conditions 
● Dosing instructions 
● Kit number 
● Route of administration (as required) 
● Excipients (as required) 
● Blank spaces to write the subject's identification number and date dispensed 

(as required) 
● Finishing lot number 
● Expiry date (as required) 

 
All labels must remain affixed to study medication at all times, and should never be 
removed for any reason. 

5.5.2.2 Storage and Disposition of Study Drugs 

A storage temperature log is to be maintained to document proper storage conditions.  The 
refrigerator temperature and room temperature storage must be recorded each business 
day to document proper function.  Malfunctions or any temperature excursion must be 
reported to AbbVie immediately.  Study medication should be quarantined and not 
dispensed until AbbVie Global Pharmaceutical Research and Development (GPRD) or 
Abbott Temperature Excursion Management System (ATEMS) deems the medication as 
acceptable. 

Adalimumab/placebo pre-filled syringes are to be stored protected from light at 2° to 
8°C/36° to 46°F.  Study drug must not be frozen at any time. 

Label storage conditions for prednisone sourced for use in the US and Canada will be 
stored between 15° to 25°C (59° to 77°F).  Prednisone should be protected from moisture. 
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Label storage conditions for prednisone sourced for use in Europe, Israel, and Latin 
America will be between 15° to 25°C (59° to 77°F). 

Label storage conditions for prednisone sourced for use in Australia will be stored below 
25°C (77°F). 

All clinical supplies must be stored and locked in a secure place until they are dispensed 
for subject use or are returned to AbbVie. 

Investigational products are for investigational use only and are to be used only within the 
context of this study.  The clinical supplies for this study must be maintained under 
adequate security and stored under conditions specified on the label. 

5.5.3 Method of Assigning Subjects to Treatment Groups 

All subjects will be assigned a unique identification number by the IVRS/IWRS at the 
screening study visit.  Subjects who meet the inclusion and exclusion criteria in 
Section 5.2.1 and Section 5.2.2 will proceed to enter the study.  All subjects who enter the 
study will be centrally randomized at Baseline in a 1:1 ratio double-masked fashion to the 
treatment groups using baseline immunosuppressant usage as the stratification factor 
using the IVRS/IWRS which will assign a randomization number and a treatment group 
according to the randomization scheme generated by AbbVie before the start of the study.  
The treatment group assignment will be maintained by the IVRS/IWRS and not provided 
to the site, as the subject will be referred to by the subject number assigned at Screening.  
The sites will be provided with appropriate kit number(s) for drug-dispensing purpose for 
each subject by the IVRS/IWRS.  Before the study is initiated, the telephone number and 
call-in directions for the IVRS/IWRS will be provided to each site.  Study drug will be 
dispensed at the study visits summarized in Table 2. 

The IVRS/IWRS will be maintained by (formerly ): 
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5.5.5.1 Unmasking of Investigational Product 

In the event of a medical emergency, in which the Investigator believes that knowledge of 
study drug treatment is required, every effort must be made to contact the AbbVie 
Medical Monitor listed in Section 6.5 prior to contacting the IVRS/IWRS for treatment 
unmasking.  The date and the reason the treatment was unmasked must be conveyed to 
AbbVie and recorded in the source document and on the appropriate eCRF.  The reporting 
time frame requirement for notifying AbbVie is within 24 hours of unmasking.  In the 
event the AbbVie Clinical Project Team should unmask the treatment, the reason will be 
documented in a note to study file, source document and on the appropriate eCRF. 

5.5.5.2 Masking of Data for Independent Data Monitoring 
Committee (IDMC) 

The objective of the IDMC will be to independently monitor and assess data from 
Studies M10-877 (active uveitis), M10-880 (inactive uveitis) and M11-327 (open-label 
long-term extension).  The IDMC will be in effect until the end of both Study M10-877 
and Study M10-880.  At each committee meeting, the IDMC will undertake a 
comprehensive review and assessment of the cumulative safety data. 

The IDMC will meet every 6 months or at a frequency determined by the IDMC and 
render their recommendation for either the termination or continuation of the study or an 
amendment to the study.  The IDMC analyses will be conducted by a statistics vendor 
external to AbbVie in order for the sponsor to remain masked to the results of the study. 

5.5.6 Treatment Compliance 

The Investigator or his/her designated representatives will dispense study drug only for 
use by subjects enrolled in the study in accordance with the protocol.  The study drug 
must not be used for reasons other than that described in the protocol. 

The subject or their qualified designee will administer all doses of study drug when not at 
the site.  Appropriate site staff will supervise the subject's administration of the study drug 
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at the baseline office study visit to ensure proper injection technique.  In order to 
document compliance with the treatment regimen, the subject will be given a Subject 
Dosing Diary (Appendix E) to record all injection dates and times.  Compliance 
information will be documented on the appropriate eCRF.  Subjects will be counseled on 
missed doses of medication.  If the subject does not return the Subject Dosing Diary, 
IP cartons and sharp containers (when applicable), the site should question the subject and 
obtain as much information as possible as to the dosing of the study drug. 

The information should be documented on the source documents as per "best recollection" 
and when possible, reverified when the Subject Dosing Diary is returned before 
completing on the applicable eCRF page. 

5.5.7 Drug Accountability 

The Investigator or designee will verify that study drug supplies are received intact, at the 
appropriate temperature (in the US adequate temperature is cool to the touch, outside of 
the US temperature recording devices [TempTales®] are provided in the shipments), and 
in the correct amounts from the drug depot.  This will be accomplished by documenting 
the condition of the shipment, verifying the kit numbers in the package against the Proof 
of Receipt (POR) or similar document included with each drug shipment, and 
documenting this verification by signing and dating the POR or similar document.  The 
original POR Note or similar document will be kept in the site files as a record of what 
was received.  

In addition, an Interactive Web Response System (IWRS) will be used to document 
Investigational Product Accountability including but not limited to date received, the lot 
number, kit number(s), date dispensed, subject number and the identification with date of 
person dispensing the drug.  Due to the design of the IWRS only non-negative integers 
can be selected for the number of remaining IP units.  Therefore, when recording the 
number of prednisone tablets remaining in the bottle/carton a fractional amount should be 
rounded down to the next whole number for IWRS entry (i.e., 84½ tablets will be 
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recorded as 84 tablets).  All empty pre-filled syringe cartons and used pre-filled syringes 
will be inventoried by the site.   

Each subject will be given their own sharps disposal container to store used pre-filled 
syringes.  Empty IP cartons and Sharps containers should be returned by the subject at 
each visit for accountability and compliance purposes and new containers issued as 
necessary.  Empty cartons and returned Sharps containers will be retained (unless 
prohibited by local law) until the CRA is on site to confirm the returned medication.  
CRAs and site staff will complete study medication accountability via IVRS/IWRS, 
source documents, Subject Dosing Diary, empty IP cartons and by visually inspecting the 
syringes in the Sharps container whenever possible.  Used Sharps containers should never 
be opened.  Once the CRA has verified drug accountability at the site, the site staff and 
CRA will document that the used pre-filled syringes have been destroyed, using 
appropriate biohazard precautions, when appropriate.  A copy of the destruction 
methodology should be maintained at the site's facility.  Unused medication will be 
returned by the CRA after drug accountability has been completed at the site. 

Subjects will be instructed to return their bottles and/or blister packs of prednisone.  The 
site staff will verify the information on the Subject Dosing Diary against the tablets 
returned and clarify any discrepancies with the subject before the visit is over.  An overall 
accountability of the study drug will be performed and verified by the Clinical Research 
Associate (CRA) throughout the study and at the site closeout visit. 

The investigator and/or named the sub-investigators agree not to supply study medication 
to any persons not enrolled in the study. 

5.6 Discussion and Justification of Study Design 

5.6.1 Discussion of Study Design and Choice of Control Groups 

This study is designed to compare the time to Treatment Failure between adalimumab and 
placebo in subjects with active non-infectious intermediate-, posterior- or pan-uveitis 
despite systemic corticosteroid therapy. 
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The principle behind the choice of study populations and the approach to this study design 
is based on the expert panel recommendation of using immunosuppressive therapy when 
chronic suppression of disease activity requires more than 10 mg/day of prednisone (or 
equivalent).6 

The objective is to determine whether adalimumab is effective in controlling uveitis while 
discontinuing systemic corticosteroids.  Subjects will be allowed to continue on only one 
other immunosuppressant.  Since there are no globally approved therapies in the treatment 
of uveitis, placebo is the most appropriate control group to measure the effectiveness of 
adalimumab to control the subject's disease in this setting. 

5.6.2 Appropriateness of Measurements 

Standard statistical, clinical, and laboratory procedures will be utilized in this study.  All 
efficacy measurements in this study are standard for assessing disease activity in subjects 
with uveitis.  All clinical and laboratory procedures in this study are standard and 
generally accepted. 

5.6.3 Suitability of Subject Population 

Subjects enrolled into this study will have active disease despite at least 2 weeks of oral 
prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day (or oral equivalent).  Subjects are 
candidates for systemic immunosuppressive therapy to allow reduction and/or 
discontinuation of oral corticosteroid therapy. 

5.6.4 Selection of Doses in the Study 

Adalimumab is approved in RA, PsA, AS, CD, UC, and Ps at a maintenance dose of 
40 mg eow and has been selected as the maintenance dose to test in uveitis.  In total, 
adalimumab has now been tested in clinical studies in over 24,000 subjects representing 
more than 47,000 patient years of which more than 90% of subjects were dosed with 
40 mg eow at any given time. 
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Similar to the approach to dosing of adalimumab in psoriasis, a loading dose of 80 mg at 
Baseline is being proposed to decrease the time to steady state and increase the rapidity of 
effect in uveitis subjects. 

6.0 Adverse Events 

The Investigator will monitor each subject for clinical and laboratory evidence of adverse 
events on a routine basis throughout the study.  The Investigator will assess and record 
any adverse event in detail including the date of onset, event diagnosis (if known) or 
sign/symptom, severity, time course, duration and outcome, relationship of the adverse 
event to study drug and prednisone and any action(s) taken.  For serious adverse events, if 
the Investigator's opinion of possibly, probably not, or not related to study drug and 
prednisone is given, an 'Other' cause of event must be provided by the Investigator for the 
adverse event.  For adverse events to be considered intermittent, the events must be of 
similar nature and severity.  Adverse events, whether in response to a query, observed by 
site personnel, or reported spontaneously by the subject will be recorded. 

All adverse events will be followed to a satisfactory conclusion. 

6.1 Definitions 

6.1.1 Adverse Event 

An adverse event (AE) is defined as any untoward medical occurrence in a patient or 
clinical investigation subject administered a pharmaceutical product and which does not 
necessarily have a causal relationship with this treatment.  An adverse event can therefore 
be any unfavorable and unintended sign (including an abnormal laboratory finding), 
symptom, or disease temporally associated with the use of a medicinal (investigational) 
product, whether or not the event is considered causally related to the use of the product. 

Such an event can result from use of the drug as stipulated in the protocol or labeling, as 
well as from accidental or intentional overdose, drug abuse, or drug withdrawal.  Any 
worsening of a pre-existing condition or illness is considered an adverse event.  
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Worsening in severity of a reported adverse event should be reported as a new adverse 
event.  Laboratory abnormalities and changes in vital signs are considered to be adverse 
events only if they result in discontinuation from the study, necessitate therapeutic 
medical intervention, (meets protocol specific criteria [refer to Section 6.7 regarding 
toxicity management]) and/or if the Investigator considers them to be adverse events. 

An elective surgery/procedure scheduled to occur during a study will not be considered an 
adverse event if the surgery/procedure is being performed for a pre-existing condition and 
the surgery/procedure has been pre-planned prior to study entry.  However, if the 
pre-existing condition deteriorates unexpectedly during the study (e.g., surgery performed 
earlier than planned), then, the deterioration of the condition for which the elective 
surgery/procedure is being done will be considered an adverse event. 

6.1.1.1 Uveitis-Related Events 

The following events are known complications related to the condition being treated and 
will be classified as uveitis-related events.  These events will be analyzed separately from 
other adverse events in the final study report. 

The following events are not a complete list of all potential uveitis-related events 
(e.g., choroidal thickening, choroidal detachment, retinal effusion, are not included but 
could possibly be events related to uveitis).  The investigator must determine if a specific 
event is uveitis-related. 

● Loss of transparency of the cornea 
● Band keratopathy 
● Synechiae 
● Cataracts 
● Glaucoma/increased intraocular pressure 
● Vitreous hemorrhage 
● Macular edema 
● Retinal detachment 
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● Epiretinal membrane 
● Vitreo-macular traction 
● Retinal ischemia 
● Vision loss 
● Hypotony 

 

6.1.2 Serious Adverse Events 

If an adverse event meets any of the following criteria, it is to be reported to AbbVie as a 
serious adverse event (SAE) within 24 hours of the site being made aware of the serious 
adverse event. 

Death of Subject An event that results in the death of a subject. 

Life-Threatening An event that, in the opinion of the Investigator, would have 
resulted in immediate fatality if medical intervention had not 
been taken.  This does not include an event that would have 
been fatal if it had occurred in a more severe form. 

Hospitalization or 
Prolongation of 
Hospitalization 

An event that results in an admission to the hospital for any 
length of time or prolongs the subject's hospital stay.  This 
does not include an emergency room visit or admission to an 
outpatient facility. 

Congenital Anomaly An anomaly detected at or after birth, or any anomaly that 
results in fetal loss. 

Persistent or 
Significant 
Disability/Incapacity 

An event that results in a condition that substantially 
interferes with the activities of daily living of a study 
subject.  Disability is not intended to include experiences of 
relatively minor medical significance such as headache, 
nausea, vomiting, diarrhea, influenza, and accidental trauma 
(e.g., sprained ankle). 



 Adalimumab 
M10-877 Protocol Amendment 10 - Global 
EudraCT 2009-016095-68 

 

 

102 

Important Medical 
Event Requiring 
Medical or Surgical 
Intervention to 
Prevent Serious 
Outcome 

An important medical event that may not be immediately 
life-threatening or result in death or hospitalization, but 
based on medical judgment may jeopardize the subject and 
may require medical or surgical intervention to prevent any 
of the outcomes listed above (i.e., death of subject, 
life-threatening, hospitalization, prolongation of 
hospitalization, congenital anomaly, or persistent or 
significant disability/incapacity).  Additionally, any elective 
or spontaneous abortion or stillbirth is considered an 
important medical event.  Examples of such events include 
allergic bronchospasm requiring intensive treatment in an 
emergency room or at home, blood dyscrasias or convulsions 
that do not result in inpatient hospitalization, or the 
development of drug dependency or drug abuse. 

Spontaneous Abortion Miscarriage experienced by study subject. 

Elective Abortion Elective abortion performed on study subject. 
 

6.2 Adverse Event Severity 

The Investigator will use the following definitions to rate the severity of each adverse 
event: 

Mild The adverse event is transient and easily tolerated by the subject. 

Moderate The adverse event causes the subject discomfort and interrupts 
the subject's usual activities. 

Severe The adverse event causes considerable interference with the 
subject's usual activities and may be incapacitating or 
life-threatening. 

 

6.3 Relationship to Study Drug 

The Investigator will use the following definitions to assess the relationship of the adverse 
event to the use of study drug and prednisone: 
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Probably Related An adverse event has a strong temporal relationship to study 
drug or recurs on re-challenge and an Other cause of event is 
unlikely or significantly less likely. 

Possibly Related An adverse event has a strong temporal relationship to the study 
drug and an Other cause of event is equally or less likely 
compared to the potential relationship to study drug. 

Probably Not 
Related 

An adverse event has little or no temporal relationship to the 
study drug and/or a more likely Other cause of event exists. 

Not Related An adverse event is due to an underlying or concurrent illness or 
effect of another drug and is not related to the study drug 
(e.g., has no temporal relationship to study drug or has a much 
more likely Other cause of event). 

 
For causality assessments, events meeting the categories of probably or possibly related 
will be considered "associated."  Events that are probably not or not related will be 
considered "not associated."  In addition, when the Investigator has not reported a 
causality or deemed it not assessable, AbbVie will consider the event associated. 

If an Investigator's opinion of possibly, probably not, or not related to study drug is given, 
an 'Other' cause of event must be provided by the Investigator for the serious adverse 
event. 

Since prednisone is considered an investigational product in one or more participating 
countries in this study, causality assessments will be required for both study drug and 
prednisone in order to meet global regulatory reporting obligations. 

6.4 Adverse Event Collection Period 

All adverse events reported from the time of study drug administration until 70 days, 
following discontinuation of study drug administration have elapsed or until the subject 
rolled over into the extension Study M11-327 will be collected, whether solicited or 
spontaneously reported by the subject.  In addition, serious adverse events will be 
collected from the time the subject signs the study-specific informed consent.  Adverse 
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event information will be collected and recorded on the appropriate eCRFs.  In the event 
of a death, the date and reason for death should be collected. 

Subjects will be contacted approximately 70 days following study drug discontinuation 
for an assessment of any new or ongoing AEs, except those subjects who continue into 
Study M11-327.  These subjects are not required to complete the 70-day follow-up and 
any new adverse events should be reported in the M11-327 study. 

There may be instances where a 70-day follow-up phone call or clinic visit occurs after 
the locking of the clinical database.  In this situation, any adverse events reported to 
AbbVie from this 70-day follow-up phone call or clinic visit will be evaluated for 
inclusion in the clinical database.  All SAEs or Adverse Events of Special Interest, as 
defined by AbbVie, reported during the 70-day follow-up phone call or clinic visit must 
be captured in the clinical database. 

Adverse event information will be collected as shown in Figure 3. 

Figure 3. Adverse Event Collection 

 SAEs  
SAEs and Non-Serious AEs 

Elicited and/or Spontaneously Reported 
|  |  |  | 

Consent 
Signed 

 Study 
Drug 
Start 

 Study 
Drug 

Stopped 

 70 Days After 
Study Drug 
Stopped* 

* Except for subjects who rollover into the extension study M11-327 
 

6.5 Adverse Event Reporting 

In the event of a serious adverse event, and additionally, any non-serious event of 
malignancy in subjects 30 years of age and younger, whether related to study drug or not, 
the physician will notify the AbbVie Immunology Clinical Safety Management Team 
within 24 hours of the physician becoming aware of the event by entering the serious 
adverse event or non-serious event of malignancy in subjects 30 years of age and younger 
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6.7 Toxicity Management 

For the purpose of medical management, all adverse events and laboratory abnormalities 
that occur during the study must be evaluated by the Investigator.  Subjects who develop a 
new infection while receiving masked study drug should be monitored closely.  
Administration of study injections should be interrupted if a subject develops an infection 
requiring IV anti-infective treatment or if an infection meets the definition of "serious" 
(refer to Section 6.1.2 for definitions).  Study medication may be restarted once the 
physician determines that the infection has been successfully treated.  Otherwise 
prohibited concomitant medications may be given if medically necessary.  Prior to use, 
every attempt should be made to contact the AbbVie Study Physician for direction on 
re-introduction of study drug after prohibited medication administration. 

If the subject must undergo elective surgery, the study injections must be interrupted 
2 weeks prior to the surgery.  If the subject must undergo emergency surgery, the study 
injections must be interrupted at the time of the surgery.  The injectable study medication 
can recommence at least 2 weeks after surgery once the physician has examined the 
surgical site and determined that it has healed and there is no sign of infection. 

If the subject is still on oral prednisone at time of elective or emergency surgery, the 
Investigator will determine, based on his/her clinical assessment, whether or not the 
subject should discontinue prednisone or if any other changes to corticosteroid therapy are 
warranted. 

7.0 Protocol Deviations 

The Investigator should not implement any deviation from the protocol without prior 
review and agreement by the Sponsor and in accordance with the Independent Ethics 
Committee (IEC)/Independent Review Board (IRB) and local regulations, except when 
necessary to eliminate an immediate hazard to study subjects.  When a deviation from the 
protocol is deemed necessary for an individual subject, the Investigator must contact the 
AbbVie Medical Monitor listed in Section 1.0. 
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For purposes of this protocol, reportable deviations are defined as: 

● Subject entered into the study even though they did not satisfy entry criteria 
● Subject who developed withdrawal criteria during the study and was not 

withdrawn 
● Subject who received wrong treatment or incorrect dose 
● Subject who received excluded or prohibited concomitant treatment 

 
If a subject meets treatment failure criteria but is not withdrawn (Final/Early Termination 
visit completed) within 14 days following confirmation of treatment failure at a visit, this 
will be considered a protocol deviation. 

Such contact must be made as soon as possible to permit a review by AbbVie to 
determine the impact of the deviation on the subject and/or the study.  Any significant 
protocol deviations affecting subject eligibility and/or safety must be reviewed and/or 
approved by the IEC/IRB and regulatory authorities, as applicable, prior to 
implementation. 

8.0 Statistical Methods and Determination of Sample 
Size 

The primary objectives of the statistical analyses are to evaluate the efficacy and safety of 
adalimumab 80 mg loading dose followed by 40 mg given eow subcutaneously (SC) 
starting at Week 1 compared with placebo as maintenance therapy in subjects requiring 
high dose corticosteroids for active non-infectious intermediate-, posterior-, or 
pan-uveitis.  The following statistical analysis will be restricted to subjects recruited 
outside Japan.  Efficacy analysis will be performed in the Intent to Treat (ITT) set.  The 
safety analysis will be conducted in the Safety set. 

The analysis strategy described below will be supplemented by a detailed statistical 
analysis plan (SAP) which will be completed prior to database lock and unmasking. 
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8.1 Statistical and Analytical Plans 

8.1.1 Analysis Population 

The ITT set includes all subjects who were randomized.  The safety set consists of all 
subjects who received at least one dose of study medication. 

No per protocol analysis will be done. 

8.1.2 Planned Methods of Statistical Analysis 

The statistical test for the primary endpoint and ranked secondary endpoints will be 
performed at a two-sided significance level of 0.05.  All other statistical tests will also be 
two-sided at a significance level of 0.05.  All P values will be rounded to three decimal 
places.  Descriptive statistics will be provided.  These include the number of observations, 
means, standard deviation, minimum, first quartile, median, third quartile, and maximum 
for continuous variables; and counts and percentages for discrete variables.  The analyses 
will be performed using SAS (SAS Institute Inc., Cary, NC, USA). 

8.1.3 Analysis of Demographics and Baseline Characteristics 

Demographics and Baseline characteristics of the study subjects will be summarized for 
each treatment group using descriptive statistics.  Statistical tests will be performed to 
assess the comparability of the treatment groups assigned by randomization.  Continuous 
variables will be analyzed using analysis of variance (ANOVA) and discrete variables 
will be analyzed using Chi-square test. 

8.1.4 Analysis of Efficacy 

Efficacy variables will be summarized in each treatment group using descriptive statistics.  
For the primary endpoint and the fourth ranked secondary endpoint Kaplan-Meier 
estimates will be calculated and a Kaplan-Meier curve will be plotted. 
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The primary efficacy endpoint is the time to Treatment Failure on or after Week 6 and 
will be compared between the adalimumab group and the placebo group using a log-rank 
test at a two-sided significance level of 5%. 

Treatment Failures on or after Week 6 will be counted as events.  Dropouts due to reasons 
other than Treatment Failure at any time during the study will be considered as censored 
observations at the time of dropping out. 

In a sensitivity analysis, the Time to Treatment Failure will be compared between the 
treatment groups in a proportional hazards model with treatment and baseline 
immunosuppressant usage as factors.  Further sensitivity analyses for the primary 
endpoint will be specified in the SAP prior to database lock. 

The ranked secondary endpoints will be analyzed as follows:  Change in AC cell grade, 
change in Vitreous Haze grade, change in logMAR BCVA, and change in CRT will be 
compared between treatment groups using ANOVA adjusted for clustered observations 
(i.e., observations from each of the subject's eyes).  Change in VFQ-25 will be compared 
between treatment groups using ANOVA.  Subjects dropping out through Week 6 will be 
excluded from the analysis of AC cells, Vitreous Haze, logMAR BCVA, central retinal 
thickness and VFQ-25.  Missing values will be imputed by last observation carried 
forward.  The time to OCT evidence of macular edema on or after Week 6 will be 
compared between the treatment groups in a proportional hazards model.  OCT evidence 
of macular edema on or after Week 6 will be counted as an event.  Dropouts due to 
reasons other than OCT evidence of macular edema will be considered as censored 
observations at the time of dropping out. 

The two-sided testing of ranked secondary endpoints will only be initiated in case of 
statistically significant differences between the treatment groups for the primary endpoint.  
The statistical test for the ranked secondary variables will be carried out in the 
hierarchical order shown and will be performed at the significance level of 5%.  This 
means that statistically significant results for the higher ranked secondary variable are 
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mandatory to initiate the testing of the next variable with a lower rank and that the 
multiple significance level of 5% two-sided is controlled. 

Other efficacy endpoints will be compared between treatment groups using ANOVA 
except for HRU data which will be analyzed using Poisson regression.  Missing values 
will be imputed by last observation carried forward.  In a sensitivity analysis, other 
endpoints will be analyzed as observed.  HRU data will be analyzed as observed only. 

8.1.5 Analysis of Safety 

Treatment-emergent adverse events (AEs) will be summarized by treatment group using 
descriptive statistics.  Treatment-emergent AEs are defined as events with an onset date 
on or after the first study drug administration until 70 days following the last study drug 
administration or until rollover into the extension Study M11-327.  Serious adverse events 
with onset after informed consent but before the first study drug administration will be 
considered as pretreatment SAEs and reported separately.  In case of increasing severity 
of an existing AE, the worsening will be considered as a new AE with a new onset date. 

AEs will be tabulated by system organ class and preferred term whereby the most current 
implemented MedDRA dictionary will be used.  Also, summaries by severity and 
relationship to study drug will be done.  Certain AEs, like serious or severe, leading to 
premature withdrawal, will be listed and described in detail.  AEs of special interest for 
treatment with biologics will be defined in the SAP and analyzed separately.  In addition 
to the descriptive statistics provided, Fisher's exact test will be used for comparisons 
between treatment groups. 

Other safety variables like laboratory data and vital signs will be described by descriptive 
statistics as mentioned before.  In addition, shift tables and listings will be provided for 
abnormal values whereby the normal range of the analyzing laboratory will be used. 

The IDMC will undertake a comprehensive review and assessment of the cumulative 
safety data.  Please refer to Section 5.5.5.2 for additional information regarding IDMC 
review. 
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8.2 Determination of Sample Size 

The placebo Treatment Failure rate at 6 months is assumed to be 70% and the 
adalimumab Treatment Failure rate at 6 months is assumed as 50%. 

For conservative purposes, it is assumed that failures will begin to occur after 2 months of 
study duration as the prednisone taper reaches lower doses.  In addition, a pooled dropout 
rate of 35% over 12 months has been assumed. 

Using these failure rate assumptions for a log-rank test and a two-sided significance level 
of 5%, a total of 138 events are needed.  The assumptions also include the following: 

● a power of 90%, 
● an average accrual rate of 4 subjects per month in the first 30 months and 

7 subjects per month thereafter. 
 
A series of calculations with different sample sizes performed using East5, 
Version 5.2.0.0 were undertaken utilizing the event rate, recruitment rate, and drop-out 
rate assumptions given above.  To achieve 138 treatment failure events, it is anticipated 
that a sample size of approximately 234 patients will need to be enrolled. 

8.3 Randomization Methods 

An IVRS/IWRS will be used to determine the randomization of subjects.  Detailed 
instructions for using the IVRS/IWRS will be provided to the site personnel. 

Subjects who are eligible based on inclusion and exclusion criteria and have had all 
pre-randomization procedures performed will be randomized in 1:1 double-masked 
fashion to the treatment groups using baseline immunosuppressant usage as the 
stratification factor.  Randomization will not be stratified by site due to the small expected 
number of subjects per site.  The randomization schedule will be prepared by the Statistics 
Department of AbbVie Deutschland GmbH & Co. KG, Ludwigshafen and provided to 
drug supply for adequate packaging.  Randomization will be done using an adequate 
block size. 
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9.0 Ethics 

9.1 Independent Ethics Committee (IEC) or Institutional Review 
Board (IRB) 

Good Clinical Practice (GCP) requires that the clinical protocol, any protocol 
amendments, the Investigator's Brochure, the informed consent and all other forms of 
subject information related to the study (e.g., advertisements used to recruit subjects) and 
any other necessary documents be reviewed by an IEC/IRB.  The IEC/IRB will review the 
ethical, scientific and medical appropriateness of the study before it is conducted.  
IEC/IRB approval of the protocol, informed consent and subject information and/or 
advertising, as relevant, will be obtained prior to the authorization of drug shipment to a 
study site. 

Any amendments to the protocol will require IEC/IRB approval prior to implementation 
of any changes made to the study design.  The Investigator will be required to submit, 
maintain and archive study essential documents according to ICH GCP. 

Any serious adverse events that meet the reporting criteria, as dictated by local 
regulations, will be reported to both responsible Ethics Committees and Regulatory 
Agencies, as required by local regulations.  During the conduct of the study, the 
Investigator should promptly provide written reports (e.g., ICH Expedited Reports, and 
any additional reports required by local regulations) to the IEC/IRB of any changes that 
affect the conduct of the study and/or increase the risk to subjects.  Written documentation 
of the submission to the IEC/IRB should also be provided to AbbVie. 

9.2 Ethical Conduct of the Study 

The study will be conducted in accordance with the protocol, ICH guidelines, applicable 
regulations and guidelines governing clinical study conduct and the ethical principles that 
have their origin in the Declaration of Helsinki, and all applicable local regulations.  
Responsibilities of the clinical Investigator are specified in Appendix A. 



 Adalimumab 
M10-877 Protocol Amendment 10 - Global 
EudraCT 2009-016095-68 

 

 

114 

9.3 Subject Information and Consent 

The Investigator or his/her representative will explain the nature of the study to the 
subject, and answer all questions regarding this study.  Prior to any study-related 
screening procedures being performed on the subject, the informed consent statement will 
be reviewed and signed and dated by the subject, the person who administered the 
informed consent, and any other signatories according to local requirements.  A copy of 
the signed and dated informed consent form will be given to the subject and the original 
will be placed in the subject's medical record.  An entry must also be made in the subject's 
dated source documents to confirm that informed consent was obtained prior to any 
study-related procedures and that the subject received a signed copy. 

For subjects that complete or terminate early from the study, but are within the 70-day 
follow-up window:  if an updated informed consent form is approved these subjects will 
not be required to return to the study site for the purposes of signing the updated informed 
consent form, provided the subject is contacted regarding the changes and there is 
documentation of the contact in the subject's source documents. 

10.0 Source Documents and Case Report Form 
Completion 

10.1 Source Documents 

Source documents are defined as original documents, data and records.  This may include 
hospital records, clinical and office charts, laboratory data/information, subjects' diaries or 
evaluation checklists, pharmacy dispensing and other records, recorded data from 
automated instruments, microfiches, photographic negatives, microfilm or magnetic 
media, and/or x-rays.  Data collected during this study must be recorded on the 
appropriate source documents. 

The Investigator(s)/institution(s) will permit study-related monitoring, audits, IEC/IRB 
review, and regulatory inspection(s), providing direct access to source data documents. 
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The following assessments that will be completed by the subject or physician will be 
considered source documentation: 

● NEI Visual Functioning Questionnaire (VFQ-25) 
● Hospital Anxiety and Depression Scale (HADS) 
● Work Productivity and Activity Impairment, Questionnaire:  Specific Health 

Problem Questionnaire (WPAI-SHP) 
● EuroQol-5D Questionnaire (EQ-5D) 
● Health Resource Utilization Questionnaire (HRU) 
● SF-36 Health Status Survey (SF-36) 

 
The adverse event eCRF data segments of:  alternate etiology, severity, frequency and 
relationship to study drug, may also be used as source and will require an Investigator 
approval on the eCRF as verification of the accuracy of the information. 

10.2 Case Report Forms 

Electronic case report forms (eCRF) must be completed for each subject screened/enrolled 
in this study.  These forms will be used to transmit information collected during the study 
to AbbVie and regulatory authorities, as applicable.  The eCRF data for this study are 
being collected with an electronic data capture (EDC) system called  provided by 
the technology vendor , USA.  The EDC system and 
the study-specific electronic case report forms (eCRFs) will comply with Title 21 CFR 
Part 11.  The documentation related to the validation of the EDC system is available 
through the vendor, , while the validation of the study-specific eCRFs will be 
conducted by AbbVie and will be maintained in the Trial Master File at AbbVie. 

The Investigator will document subject data in his/her own subject files.  These subject 
files will serve as source data for the study.  All eCRF data required by this protocol will 
be recorded by investigative site personnel in the EDC system.  All data entered into the 
eCRF will be supported by source documentation.  The central laboratory will send hard 
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copies of laboratory results to sites which must be reviewed by the Investigator and filed 
as source data. 

The Investigator or an authorized member of the Investigator's staff will make any 
necessary corrections to the eCRF.  All change information, including the date and person 
performing the corrections, will be available via the audit trail, which is part of the EDC 
system.  For any correction, a reason for the alteration will be provided.  The eCRFs will 
be reviewed periodically for completeness, legibility, and acceptability by AbbVie 
personnel (or their representatives).  AbbVie (or their representatives) will also be allowed 
access to all source documents pertinent to the study in order to verify eCRF entries.  The 
Principal Investigator will review the eCRFs for completeness and accuracy and provide 
his or her electronic signature and date to eCRFs as evidence thereof. 

will provide access to the EDC system for the duration of the trial through a 
password-protected method of internet access.  Such access will be removed from 
Investigator sites at the end of the site's participation in the study.  Data from the EDC 
system will be archived on appropriate data media (CD-ROM, etc.) and provided to the 
Investigator at that time as a durable record of the site's eCRF data.  It will be possible for 
the Investigator to make paper printouts from that media. 

The site will complete via interview the VFQ-25 and HRU questionnaires.  The remaining 
questionnaires listed below will be completed by the subject, except when, subjects with 
impaired vision cannot complete the questionnaires on their own the site may administer 
the questionnaire.  Except for the HRU which will be entered into EDC by the site, the 
subjects and site will enter responses on paper Case Report Forms provided by AbbVie 
and forwarded to AbbVie CDM (Clinical Data Management) for double data entry. 

Any corrections to the questionnaires can only be made by the original respondent.  All 
changed information, including the date and person performing the corrections, will be 
available via the audit trail. 

● NEI Visual Functioning Questionnaire (VFQ-25) 
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● Hospital Anxiety and Depression Scale (HADS) 
● Work Productivity and Activity Impairment, Questionnaire:  Specific Health 

Problem Questionnaire (WPAI-SHP) 
● EuroQol-5D Questionnaire (EQ-5D) 
● Health Resource Utilization Questionnaire (HRU) 
● SF-36 Health Status Survey (SF-36) 

 

11.0 Data Quality Assurance 

Prior to the initiation of the study, a meeting will be held with AbbVie personnel, the 
Investigators and appropriate site personnel.  This meeting will include a detailed 
discussion of the protocol, performance of study procedures, eCRF, Subject 
Questionnaires and Subject Diary completion, and specimen collection methods. 

The AbbVie CRA will monitor each site throughout the study. 

Source document verification will be performed. 

All data entered in the database will be verified at AbbVie.  Any discrepancies will be 
reviewed.  The data will be reviewed and computer logic checks will be run to identify 
items such as inconsistent study dates.  A manual review of selected line listings also will 
be performed at the end of the study.  Queries will be generated in the EDC system.  Any 
necessary corrections will be made to the eCRF. 

The data from the central laboratory analyses will be electronically transferred from the 
central laboratory to the study database.  A final review of all laboratory results will be 
conducted by a physician and clinical review team at AbbVie. 
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12.0 Use of Information and Publication 

12.1 Use of Information 

All information concerning adalimumab and AbbVie's operations, such as AbbVie's 
patent applications, formulas, manufacturing processes, basic scientific data, or 
formulation information, supplied by AbbVie and not previously published is considered 
confidential information. 

The information developed during the conduct of this clinical trial is also considered 
confidential and will be used by AbbVie in connection with the development of 
adalimumab.  This information may be disclosed as deemed necessary by AbbVie to other 
clinical Investigators, other pharmaceutical companies, to the FDA and to other 
government agencies.  To allow for the use of the information derived from this clinical 
trial and to ensure complete and thorough analysis, the Investigator is obligated to provide 
AbbVie with complete test results and all data developed in this study and to provide 
direct access to source data/documents for trial-related monitoring, audits, IEC/IRB 
review, and regulatory inspection. 

This confidential information shall remain the sole property of AbbVie, shall not be 
disclosed to others without the written consent of AbbVie, and shall not be used except in 
the performance of this study. 

The Investigator will maintain a confidential subject identification code list of all subjects 
enrolled in the study (by name and subject number).  This list will be maintained at the 
site and will not be retrieved by AbbVie. 

Information regarding this study may be posted on various internet web sites and will 
maximally include study name, number, general population to be enrolled, entrance 
qualifications, brief description of the study, study objectives, doses, accruing 
Investigators (upon their approval) and number of subjects to be enrolled. 
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Please refer to your Investigator site contract for information related to publication 
practices. 

13.0 Completion of the Study 

The investigator will conduct the study in compliance with the protocol and complete the 
study within the timeframe specified in the contract between the investigator (Director of 
the Site in Japan) and AbbVie.  Continuation of this study beyond this date must be 
mutually agreed upon in writing by both the investigator (Director of the Site in Japan) 
and AbbVie.  The investigator will provide a final report to the IEC/IRB following 
conclusion of the study, and will forward a copy of this report to AbbVie or their 
representative. 

The investigator (Director of the Site in Japan) must retain any records related to the study 
according to local requirements.  If the investigator (Director of the Site in Japan) is not 
able to retain the records, he/she must notify AbbVie to arrange alternative archiving 
options. 

AbbVie will select the signatory investigator from the investigators who participate in the 
study.  Selection criteria for this investigator will include level of participation as well as 
significant knowledge of the clinical research, investigational drug and study protocol.  
The signatory investigator for the study will review and sign the final study report in 
accordance with the European Medicines Agency (EMA) Guidance on Investigator's 
Signature for Study Reports. 

For subjects who do not continue into the rollover study M11-327, the end-of-study is 
defined as the date of the last subject's last scheduled visit or the actual date of follow-up 
contact, whichever is later. 

AbbVie may terminate this study prematurely, for reasonable cause, provided that written 
notice is submitted a reasonable time in advance of the intended termination.  Advance 
notice is not required if the study is stopped due to safety concerns. 
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14.0 Investigator's Agreement 

1. I have received and reviewed the Investigator's Brochure for adalimumab. 

2. I have read this protocol and agree that the study is ethical. 

3. I agree to conduct the study as outlined and in accordance with all applicable 
regulations and guidelines. 

4. I agree to maintain the confidentiality of all information received or developed in 
connection with this protocol. 

5. I agree that all electronic signatures will be considered the equivalent of a 
handwritten signature and will be legally binding. 

   

Protocol Title: A Multicenter Study of the Efficacy and Safety of the Human 
Anti-TNF Monoclonal Antibody Adalimumab as Maintenance 
Therapy in Subjects Requiring High Dose Corticosteroids for Active 
Non-infectious Intermediate-, Posterior-, or Pan-uveitis - VISUAL I 

Protocol Date: 19 November 2013 

   

   

Signature of Principal Investigator  Date 

   

Name of Principal Investigator (printed or typed)   
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Appendix A. Responsibilities of the Clinical Investigator 

Clinical research studies sponsored by AbbVie are subject to the Good Clinical Practices 
(GCP) and local regulations and guidelines governing the study at the site location.  In 
signing the Investigator Agreement in Section 14.0 of this protocol, the Investigator is 
agreeing to the following: 

1. Conducting the study in accordance with the relevant, current protocol, making 
changes in a protocol only after notifying AbbVie, except when necessary to 
protect the safety, rights or welfare of subjects. 

2. Personally conducting or supervising the described investigation(s). 

3. Informing all subjects, or persons used as controls, that the drugs are being used for 
investigational purposes and complying with the requirements relating to informed 
consent and ethics committees [e.g., independent ethics committee (IEC) or 
institutional review board (IRB)] review and approval of the protocol and 
amendments. 

4. Reporting adverse experiences that occur in the course of the investigation(s) to 
AbbVie and the site director. 

5. Reading the information in the Investigator's Brochure/safety material provided, 
including the instructions for use and the potential risks and side effects of the 
investigational product(s). 

6. Informing all associates, colleagues, and employees assisting in the conduct of the 
study about their obligations in meeting the above commitments. 

7. Maintaining adequate and accurate records of the conduct of the study, making 
those records available for inspection by representatives of AbbVie and/or the 
appropriate regulatory agency, and retaining all study-related documents until 
notification from AbbVie. 

8. Maintaining records demonstrating that an ethics committee reviewed and 
approved the initial clinical investigation and all amendments. 
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9. Reporting promptly, all changes in the research activity and all unanticipated 
problems involving risks to human subjects or others, to the appropriate individuals 
(e.g., coordinating Investigator, institution Director) and/or directly to the ethics 
committees and AbbVie. 

10. Following the protocol and to not make any changes in the research without ethics 
committee approval, except where necessary to eliminate apparent immediate 
hazards to human subjects. 
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Appendix B. List of Protocol Signatories 

Name Title Functional Area 

  Clinical 
  Clinical 

  Pharmacokinetics 
  Statistics 

  Clinical 
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Appendix C. Non-Drug Materials Provided to the Study Sites 

Study sites will receive the following supplies prior to or during the study: 

● Tote Bags 
● Coolers 
● Sharps Containers 
● Ice Packs 
● Pill Splitter (United States and Canada only) 
● Subject Dosing Diary 
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Appendix D. AREDS 2008 Clinical Lens Opacity Grading Procedures 

AREDS Study Group 

● Dilate pupils to at least 5 mm diameter 
● Use slit lamp with ~10× magnification 
● Use brightest beam intensity 
● Nuclear opacity 

○ Orient beam at 45° to viewing axis 
○ Adjust slit beam to standard parameters:  8 mm height and 0.3 mm width 
○ Compare opalescence of nucleus with that in standard photos 

● Cortical and PSC opacities 
○ Select wide slit beam setting optimum for retro-illumination of lens 
○ Visualize lens opacities against red fundus reflex background 
○ Count only opacities definitely visible against red reflex 
○ Mentally combine all cortical opacities into one contiguous area 
○ Compare total opacity area with that in standard photos 

● Classify each opacity with scale defined by 3 standard photos 
● Select nearest half-step 

○ Similar to standard or between two standards 
○ Obviously less than mildest standard or greater than most severe 

 
website:  http://eyephoto.ophth.wisc.edu/ResearchAreas.html 
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Appendix E. Subject Dosing Diary 
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Instructions:  To be completed for every study dose.  Study medication should be taken at about the 
same time of day, on the same day of the week as directed by your study doctor.  Please refer to the Self 
Injection Instructions provided to you for additional dosing information.  Call the doctor's office if you 
are having problems administering your study medication. 
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Appendix F. Day 70 Follow-up (Phone Call or Clinic Visit) 

Site Name/Number: ________ 
Subject Number:________ 

Please contact all Subjects approximately 70 days following last study drug administration. 

  

 
Date of Call/Visit: ____________ 
 
 □ Lost to Follow-Up (Please check this box if subject was not willing to provide any follow-up 

information or you were unable to speak to the subject following at least two phone call attempts 
and one certified letter). 

 □ No Events Reported 
 
List any Adverse Events (AE) and/or Serious Adverse Events (SAE) that occurred since the subject's last 
study drug administration.  Please document all adverse events on a 500 AE CRF in the EDC system.  
(Please report all SAEs to AbbVie within 24 hours of being made aware of the event).  In addition, please 
note stop dates to any adverse events that were ongoing at the last study visit.  If an adverse event is 
determined to be ongoing at the 70 day call/visit, please note in source documents and in EDC. 
 
    

    

    

    

Name of person completing form (printed):  ___________________________ 
Signature of person completing form:  ________________________________ 
Date:  _______________ 
 

Please fax this form to AbbVie at  
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Appendix G. Corticosteroid Conversion Table 

Reference citations for the substances names within this table are 40 – 43. 

Substance Names Selection of Trade Names 
Prednisone 

Equivalents 5 mg 

Betamethasone Alphatrex, Betacord, Betaderm, Betatrex, Beta-Val 
Betnelan, Betamethasone Dipropionate, 

Celestone/Alphatrex, Diprolene AF, Diprosone, 
Maxivate, Teladar/Diprolene, Celestan, Betnesol 

0.75 mg 

Cloprednole Synthesan 2.5 mg 
Cortisone Cortison CIBA, Cortone Acetate 25 mg 

Deflazacort Calcort 6 mg 
Dexamethasone Aeroseb-Dex, Dalalone, Decadron Phosphate, Dexacen 

LA-8, Dexacen-4, Dexasone, Dexone, Hexadrol 
Phosphate, Solurex, Decadron, Fortecortin, Auxiloson, 

Milicorten 

0.75 mg 

Fluocortolone Ultralan 5 mg 
Hydrocortisone Cortef, Cortenema, Hydrocortisone, Solu-Cortef, 

Hydrocortison Hoechst 
20 mg 

Methylprednisolone Medrol/Depo-Medrol, Duralone, Medralone, Rep-Pred/ 
A-Methapred, Solu-Medrol, Medrate Urbason 

4 mg 

Paramethasone Monocortin 2 mg 
Prednisolone Delta-Cortef, Hydeltrasol, Hydeltra-TBA, Key-Pred 25, 

Predalone 50, Predcor-25, Prelone, Solu Decortin-H, 
Detacortril, Hostacortin-H, Ultracorten-H, Scherisolon 

5 mg 

Prednisone Apo-Prednisone, Deltasone, Meticorten, Orasone, 
Panasol-S, Prednicen-M, Sterapred, Winpred, Decortin, 

Hostacortin 

5 mg 

Prednylidene Decortilen 6 mg 
Triamcinolone Amcort, Aristocort, Atolone, Azmacort, Cenocort A-40, 

Cenocort Forte, Kernocort, Kenalog, Tac-40, Triam-A, 
Triamcinolone, Triam Forte, Triamolone, Tri-kort, Trilog, 

Trilone, Delphicort, Extracort, Tram-oral, Volon 

4 mg 
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Appendix H. Visual Functioning Questionnaire (VFQ-25) 
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Appendix I. Hospital Anxiety and Depression Scale (HADS) 
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Appendix J. Work Productivity and Activity Impairment, Questionnaire: 
Specific Health Problem Questionnaire V2.0 (WPAI-SHP) 

The following questions ask about the effect of your UVEITIS on your ability to work 
and perform regular activities.  Please fill in the blanks or circle a number, as indicated. 

 
1. Are you currently employed (working for pay)?  _____ NO ___ YES 

  If NO, check "NO" and skip to question 6. 

The next questions are about the past seven days, not including today. 

 
2. During the past 7 days, how many hours did you miss from work because of 

problems associated with your UVEITIS?  Include hours you missed on sick days, 
times you went in late, left early, etc., because of your UVEITIS.  Do not include 
time you missed to participate in this study. 
 
_____HOURS 
 

3. During the past seven days, how many hours did you miss from work because of any 
other reason, such as vacation, holidays, time off to participate in this study? 
 
_____HOURS 
 

4. During the past seven days, how many hours did you actually work? 
 
_____HOURS  (If "0," skip to question 6.) 
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5. During the past 7 days, how much did your UVEITIS affect your productivity while 
you were working? 
 
Think about days you were limited in the amount or kind of work you could do, 
days you accomplished less than you would like, or days you could not do your 
work as carefully as usual.  If UVEITIS affected your work only a little, choose a 
low number.  Choose a high number if UVEITIS affected your work a great deal. 

Consider only how much UVEITIS affected 
productivity while you were working. 

UVEITIS had 
no effect on my 
work 

           UVEITIS 
completely 
prevented me from 
working 

0 1 2 3 4 5 6 7 8 9 10 

CIRCLE A NUMBER 
 

6. During the past 7 days, how much did your UVEITIS affect your ability to do your 
regular daily activities, other than work at a job?   
 
By regular activities, we mean the usual activities you do, such as work around the 
house, shopping, childcare, exercising, studying, etc.  Think about times you were 
limited in the amount or kind of activities you could do and times you accomplished 
less than you would like.  If UVEITIS affected your activities only a little, choose a 
low number.  Choose a high number if UVEITIS affected your activities a great 
deal.   

Consider only how much UVEITIS affected your ability  
to do your regular daily activities, other than work at a job. 

UVEITIS had 
no effect on my 
daily activities 

           UVEITIS 
completely 
prevented me 
from doing my 
daily activities 

0 1 2 3 4 5 6 7 8 9 10 

CIRCLE A NUMBER 
WPAI:SHP  V2.0 (US English) 
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Appendix K. EuroQol-5D Questionnaire (EQ-5D) 

 
 
 

EQ-5D 

 
 
 

Health Questionnaire 

 

(English version for the US) 

 

 

 

 

 

 

 

 

© EuroQoL Group 1990 
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By placing a checkmark in one box in each group below, please indicate which statements 
best describe your own health state today. 

Mobility 

I have no problems in walking about  

I have some problems in walking about  

I am confined to bed  
 
Self-Care 

I have no problems with self-care  

I have some problems washing or dressing myself  

I am unable to wash or dress myself  
 
Usual Activities (e.g., work, study, housework, family or leisure activities) 

I have no problems with performing my usual activities  

I have some problems with performing my usual activities  

I am unable to perform my usual activities  

 
Pain/Discomfort 

I have no pain or discomfort  

I have moderate pain or discomfort  

I have extreme pain or discomfort  
 
Anxiety/Depression 

I am not anxious or depressed  

I am moderately anxious or depressed  

I am extremely anxious or depressed  
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Appendix L. Health Resource Utilization Questionnaire (HRU) 

Since the last study visit has the subject had any visits for their uveitis other than the 
protocol required visit? 

 
YES: ____ 
NO: ____ 
If YES, please provide the following: 

1. Since the last protocol required visit, has the subject been seen by a health care 
professional for their uveitis? 

 YES: ____ 
 NO: ____ 
 If YES, how many times:  ____ 

2. Since the last protocol required visit, has the subject been seen in the Emergency 
Room for their uveitis? 

 YES: ____ 
 NO: ____ 
 If YES, how many times:  ____ 

3. Since the last protocol required visit, has the subject been admitted to the hospital 
due to their uveitis? 

 YES: ____ 
 NO: ____ 
 If YES, please list the ADMISSION DATE: __ __/___ ___ ___/ ___ ___ ___ __ 
         DD       MMM            YYYY 
                                                  DISCHARGE DATE: __ __/___ ___ ___/ ___ ___ ___ __ 
            DD       MMM            YYYY 
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Appendix M. SF-36 Health Survey (SF-36) 
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Appendix N. Japan Sub-study 

Due to the potential regional heterogeneity, there will be a Japan Sub-study that includes 
only subjects enrolled from sites in Japan.  The Japanese subjects will not be included in 
the primary analysis of the main protocol to be used for regulatory applications outside 
Japan.  The Japan Sub-study will, however, allow the integration of clinical data obtained 
from all other subjects in the main protocol to support a future regulatory application in 
Japan. 

The main protocol is to be followed for the Japan Sub-study except where indicated in the 
sections below. 

5.0 Investigational Plan of Japan Sub-study 

5.1 Overall Study Design and Plan:  Description 

The design of the Japan Sub-study is the same as that described in Section 5.0 of the main 
protocol except where noted below. 

The primary analysis for the Japan Sub-study will be an integrated analysis of the Time to 
Treatment Failure for the adalimumab and placebo arms.  The analysis will include 
approximately 32 subjects from Japanese sites and approximately 234 subjects from all 
other sites in the main protocol.  The Japan Sub-study will end when the 138th event of 
Treatment Failure has occurred in the main protocol or when the 19th event of Treatment 
Failure has occurred in the Japan Sub-study, whichever occurs later. 

If the main protocol is stopped early based on safety concerns of the IDMC, the Japan 
Sub-study will also be stopped at that time. 

Subjects in the Japan Sub-study that are deemed Treatment Failures or discontinue for any 
other reason prior to the end of the study will have a Final/Early Termination Visit.  No 
study drug will be administered at the Final/Early Termination visit of this clinical trial; 
however, subjects who complete at Week 80 or are determined to be Treatment Failures 
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during the study will be given the opportunity to enroll in the open-label extension 
Study M11-327. 

At the time that the required number of Treatment Failure events has occurred, subjects 
should return to their next scheduled study visit as specified in the protocol.  The 
Final/Early Termination visit should be conducted in place of their regular scheduled 
study visit.  These subjects should be considered as having completed the study and will 
also be offered an opportunity to enroll into M11-327 at the time of the final visit.  If the 
study is stopped early at the recommendation of the IDMC on the grounds of safety, 
subjects will not be offered entry into Study M11-327. 

As with the main protocol, safety data will be collected in the form of adverse events, 
physical examination, vital signs and laboratory tests throughout the treatment period and 
up to 70 days after the last injection in this study.  All subjects that do not continue into 
the rollover study (M11-327) will have a 70-day follow-up phone call or clinic visit to 
obtain follow-up information on any new or ongoing AEs.  The 70-day follow-up phone 
call or clinic visit will not be required for any subject that continues in the roll over study 
(M11-327). 

5.2 Selection of Study Population 

It is anticipated that approximately 234 subjects with active, non-infectious intermediate-, 
posterior-, or pan-uveitis will be enrolled at up to 102 investigational sites in Australia, 
Canada, Europe, Israel, Latin America and the United States. 

Approximately 32 additional subjects will be enrolled at approximately 12 sites in Japan 
as part of a separate Japan Sub-study. 

A subject may be randomized in this study provided that he/she has met all of the 
inclusion criteria specified in Section 5.2.1 and none of the exclusion criteria specified in 
Section 5.2.2 of this protocol.  Additionally, subjects enrolling in the Japan Sub-study are 
required to meet the following criteria: 
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5.2.1 Inclusion Criteria 

101. This criterion has been removed. 

102. This criterion has been removed. 

 

5.2.2 Exclusion Criteria 

101. This criterion has been removed. 

102. Subjects with positive Hepatitis C result at Screening visit. 

103. Subject with a positive or indeterminate β-D-glucan test. 

 
Rationale for Exclusion Criteria: 

1) The following criteria were implemented for safety of the subjects:  102 and 103. 

The Investigator should contact the AbbVie Medical Monitor identified in Section 6.5 if 
there are any questions regarding inclusion and exclusion criteria and eligibility. 

5.3.1 Efficacy and Safety Measurements Assessed and Flow 
Chart 

Safety data will be collected in the form of adverse events, physical examinations, vital 
signs and laboratory tests throughout the treatment period.  Adverse events will also be 
collected up to 70 days after the last injection in this study.  The 70-day follow-up phone 
call or clinic visit will not be required for any subject that continues in the roll over study 
(M11-327). 

The visit window for all scheduled visits is ±3 days through Week 6 and ±7 days for all 
visits after Week 6.  If a subject has an out of window visit, the next visit should occur as 
originally scheduled based on the first date of study drug administration (Baseline visit). 
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Study procedures will be performed per the main protocol as summarized in the visit 
schedule presented in Table 2, except where indicated in the sections below. 
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Table 2. Study Activities – Japan Sub-study 

Activity Screening Baseline 
Week 

1 
Week 

4 
Week 

6 
Week 

8 
Week 

12 
Week 

16 
Week 

20 
Week 

24 
Week 

27 
Week 

32 
Week 

36 

Chest X-ray X             

Hepatitis C Serology X             

Human Immunodeficiency Virus (HIV) X             

β-D-GlucanJ1 X             

Dispense Adalimumab Study DrugJ2  X X X  X X X X X X X X 

 

Activity 
Week 

40 
Week 

44 
Week 

48 
Week 

52 
Week 

56 
Week 

60 
Week 

64 
Week 

68 
Week 

72 
Week 

76 

Final/Early  
Termination 

Visit 
Unscheduled 

Visit 
70-Day 

Follow-up 

Chest X-ray    X       X X  

Hepatitis C Serology              

Human Immunodeficiency Virus 
(HIV) 

             

β-D-GlucanJ1              

Dispense Adalimumab Study 
DrugJ2 

X X X X X X X X X X    

These footnotes only pertain to the Japan Sub-study and do not replace any procedures in the main protocol. 
J1. β-D-Glucan assessments will be assessed by the site's local laboratory. 
J2. For the Japan sub-study, medical staff will administer the study drug until such time that the study dose of oral prednisone is at < 10 mg/day.  The subject will be allowed to 

self-inject the study drug at home thereafter. 
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5.3.1.1 Study Procedures 

Chest X-ray (CXR) 

All subjects will undergo a standard CXR (posterior-anterior [PA] and lateral views) 
during the Screening period to rule out the presence of TB or other clinically relevant 
findings.  The CXR will not be required if the subject had a previous normal chest x-ray 
within 90 days of Screening, provided all protocol required documentation is available at 
the site (as outlined below). 

● The AbbVie Medical Monitor is contacted and the case discussed; 
● The results from the prior CXR must be available in the subject's source 

documents; 
● The report must be signed and dated by the interpreting radiologist; and/or 

physician of respiratory medicine, and the Principal Investigator; 
● The report must include a PA and lateral view; 
● There must be a note in the report on the presence or absence of pleural 

scarring/thickening, calcified granulomas and/or signs of active TB (or the film 
is available for a radiologist and/or physician for respiratory medicine to reread 
to make such an assessment); 

● Nothing in the subject's medical history has changed since the time of the CXR 
to warrant a repeat test. 

 
In the assessment of the CXR, a radiologist and/or physician for respiratory medicine 
must specifically note the presence or absence of (1) calcified granulomas, (2) pleural 
scarring/thickening, and (3) signs of active TB.  The Principal Investigator will indicate 
the clinical significance of any findings and will sign and date the report.  In the absence 
of abnormal findings the Principal Investigator should sign and date the report to indicate 
review of the report.  The CRA will monitor this documentation.  If the CXR 
demonstrates changes suggestive of previous TB (e.g., calcified nodule, fibrotic scar, 
apical or basilar pleural thickening) or other findings that are clinically significant, the 
Principal Investigator must contact the AbbVie Medical Monitor before enrolling the 
subject. 
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Subjects can have a repeat CXR at any time during the study as warranted based on the 
opinion of the Investigator and/or CXR is inconclusive. 

In addition, other diagnostic imaging tests may be performed as needed if pulmonary 
involvement is suspected based on the investigator's clinical assessment. 

At Week 52, if a subject has a positive TB test, subjects will undergo a standard CXR 
(posterior-anterior [PA] and lateral views) to rule out the presence of TB or other 
clinically relevant findings. 

Subjects will undergo a standard CXR also at the Final/Early Termination visit to ensure 
safety of the subjects. 

Hepatitis C Serology 

During the Screening phase, subjects will be screened for hepatitis C virus antibody (HCV 
Ab).  A subject will not be eligible for study participation if test results are indicative of 
hepatitis C infection. 

Human Immunodeficiency Virus (HIV) Serology 

All subjects will be tested for antibodies to the Human Immunodeficiency Virus (HIV) at 
Screening and documented that the test has been performed.  This testing is to be done at 
the central laboratory.  A subject will not be eligible for study participation if test results 
indicate a positive HIV infection.  AbbVie will not receive results from the testing and not 
be made aware of any positive result. 

Lyme IgG/IgM Antibody Serology and β-D-Glucan Testing 

The presence of Lyme disease should be determined by the investigator based on clinical 
signs and symptoms and when appropriate, laboratory testing.  If the investigator chooses 
to test the subject at the Screening visit for the Lyme IgG/IgM Antibody, the sample for 
this should be sent to the central laboratory.  The central laboratory will provide supplies 
for this test.  Central lab results can take between 6 to 10 days. 
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β-D-Glucan will be assessed by the site's local laboratory. 

Clinical Laboratory Tests 

Lab evaluations will be performed according to the schedule outlined in Table 2. 

Blood draws should be performed after completion of questionnaires (i.e., VFQ-25, 
HADS, WPAI-SHP, EQ-5D, SF-36) and vital sign determinations during a study visit, 
and before study drug administration, if applicable. 

A certified central laboratory will be utilized to process and provide results for the general 
laboratory tests.  The Investigator will review all laboratory test results.  All laboratory 
test results that are considered clinically significant by the Investigator will be followed to 
a satisfactory conclusion.  Laboratory abnormalities are considered to be adverse events 
only if they result in discontinuation from the study, necessitate therapeutic intervention, 
and/or the Investigator considers them to be adverse events. 

In cases where laboratory tests are performed locally for specific study purposes, 
certifications and laboratory reference ranges will be collected for the tests which are 
performed. 

The central laboratory chosen for this study (ICON Central Laboratories) will provide 
instructions regarding the collection, processing and shipping of these samples. 

Table 6. Sub-Study Clinical Laboratory Tests 

SerologyJ1 
Human Immunodeficiency Virus (HIV)J2 
Hepatitis C virus antibody (HCV Ab) 
β-D-GlucanJ3 

J1. Serology for Human Immunodeficiency Virus (HIV), hepatitis C, and β-D-Glucan are only drawn at Screening. 
J2. HIV results will be evaluated by the investigator to determine eligibility and will not be transferred to AbbVie. 
J3. β-D-Glucan assessments will be assessed by a local laboratory. 
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Dispense Study Drug 

Study drug will be administered to subjects by study site medical staff, by himself/herself 
or by a designee (family member or health care professional) throughout the study. 

Study drug will be administered the study drug at the investigational site at Weeks 1, 3, 
5 and 7 to secure the safety of subjects.  Starting at Week 9, the subject will be allowed to 
self-inject the study drug at home or a place other than the investigation site thereafter. 

Subjects or a designated family member will be trained to administer study medication 
during the first visit or several times, if appropriate.  This training must be documented in 
the subject's source document. 

Subjects or a trained designated family member or a Health Care Professional will 
administer the injections of the study medication in the subject's home or in the clinic 
during the weeks the subjects are not in the office for scheduled study visits. 

Subjects will maintain a Subject Dosing Diary for all study medication administered 
outside of the study visit (i.e., at home).  The Subject Dosing Diary will be reviewed and 
verified for compliance at each clinic visit.  All relevant dosing information will be 
retained by study personnel.  Additionally, any discernible departure from the protocol 
regarding study drug administration will be documented appropriately.  A sample of the 
Subject Dosing Diary is presented in Appendix E). 

For subjects that cannot/will not self-administer study drug or do not have adequate 
support (family member) at home, administration will occur in the clinic. 

At all office visits, subjects should be observed after study drug administration until 
judged clinically stable by the study personnel.  If an anaphylactic reaction or other 
serious allergic reaction occurs, administration of study medication should be 
discontinued immediately and appropriate therapy initiated.  When dosing at home, 
subjects should be instructed to contact the site immediately with any signs or symptoms 
of a reaction. 
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The subject must be instructed to return study drug at each clinic visit for the purpose of 
compliance assessment and drug accountability as detailed in Section 5.5.7 of the main 
protocol. 

5.3.2.1 Collection of Samples for Analysis 

Collection of Samples for Adalimumab Analysis 

During this study, a maximum of 7 blood samples will be collected per subject for 
pharmacokinetic analysis.  If an Unscheduled visit occurs prior to Week 52 the number of 
blood samples could increase.  The total number of pharmacokinetic adalimumab samples 
planned will be approximately 224 (7 samples × 32 subjects). 

Collection of Samples for Anti-Adalimumab Antibody (AAA) Analysis 

During this study, a maximum of 5 blood samples will be collected per subject for AAA 
analysis.  If an Unscheduled visit occurs prior to Week 52 the number of blood samples 
could increase.  The total number of pharmacokinetic anti-adalimumab antibody samples 
planned will be approximately 160 (5 samples × 32 subjects). 

5.5.2.2 Storage and Disposition of Study Drugs 

A storage temperature log is to be maintained to document proper storage conditions.  The 
refrigerator temperature and room temperature storage must be recorded each business 
day to document proper function.  Malfunctions or any temperature excursion must be 
reported to AbbVie immediately.  Study medication should be quarantined and not 
dispensed until AbbVie Global Pharmaceutical Research and Development (GPRD) or 
Abbott Temperature Excursion Management System (ATEMS) deems the medication as 
acceptable. 

Adalimumab/placebo pre-filled syringes are to be stored protected from light at 2° to 
8°C/36° to 46°F.  Study drug must not be frozen at any time. 
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Label storage conditions for prednisone sourced for use in the Japan will be stored at 
controlled room temperature. 

All clinical supplies must be stored and locked in a secure place until they are dispensed 
for subject use or are returned to AbbVie.  

Investigational products are for investigational use only and are to be used only within the 
context of this study.  The clinical supplies for this study must be maintained under 
adequate security and stored under conditions specified on the label. 

6.5 Adverse Event Reporting 

In Japan, the Principal Investigator will provide documentation of all serious adverse 
events to the Director of the investigative site and the Sponsor. 

7.0 Protocol Deviations 

In Japan, the Investigator will record all protocol deviations in the appropriate medical 
records at site. 

8.0 Statistical Methods and Determination of Sample 
Size 

The primary objectives of the statistical analyses of the Japan Sub-study are to integrate 
and evaluate the efficacy and safety of adalimumab 80 mg loading dose followed by 
40 mg given eow SC starting at Week 1 compared with placebo as maintenance therapy in 
subjects requiring high-dose corticosteroids for active non-infectious intermediate-, 
posterior-, or pan-uveitis in both the Japanese sites and those sites in the main protocol.  
Efficacy analysis will be performed in the Intent to Treat (ITT) set.  The safety analysis 
will be conducted in the Safety set. 

A detailed statistical analysis plan (SAP) will be completed prior to database lock and 
unmasking of the main protocol which will include the handling of the Japan Sub-study 
analyses. 
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8.1.1 Analysis Population 

The integrated ITT dataset includes all randomized subjects (at both Japanese sites and all 
other sites in the main protocol).  The integrated safety set consists of all subjects (from 
both Japanese sites and those sites following the main protocol) who received at least 
one dose of study medication. 

The Japan ITT dataset includes all subjects who were randomized at Japanese sites only 
and will be used for efficacy analyses of Japanese subjects separately from other subjects 
in the main protocol.  The Japan safety set consists of all subjects from Japanese sites who 
received at least one dose of study medication. 

8.1.2 Planned Methods of Statistical Analysis 

The statistical test for the primary endpoint and ranked secondary endpoints will be 
performed at a two-sided significance level of 0.05.  All other statistical tests will also be 
two-sided at a significance level of 0.05.  All P values will be rounded to three decimal 
places.  Descriptive statistics will be provided.  These include the number of observations, 
means, standard deviation, minimum, first quartile, median, third quartile, and maximum 
for continuous variables; and counts and percentages for discrete variables.  The analyses 
will be performed using SAS (SAS Institute Inc., Cary, NC, USA). 

8.1.3 Analysis of Demographics and Baseline Characteristics 

Demographics and Baseline characteristics of the study subjects will be summarized in 
each treatment group using descriptive statistics in both the integrated ITT dataset and the 
Japan ITT dataset.  Statistical tests will be performed to assess the comparability of the 
treatment groups assigned by randomization.  Continuous variables will be analyzed using 
analysis of variance (ANOVA) and discrete variables will be analyzed using Chi-square 
test. 
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8.1.4 Analysis of Efficacy 

Efficacy variables will be summarized in each treatment group using descriptive statistics 
in both the integrated ITT dataset and the Japan ITT dataset.  For the primary endpoint 
and the fourth ranked secondary endpoint Kaplan-Meier estimates will be calculated and a 
Kaplan-Meier curve will be plotted. 

The primary analysis for the Japan Sub-study will be an integrated analysis of the Time to 
Treatment Failure on or after Week 6 in the integrated ITT dataset.  Time to Treatment 
Failure on or after Week 6 will be compared between the adalimumab group and the 
placebo group at a two-sided significance level of 5% in a proportional hazards model 
with treatment and race as factors. 

Treatment Failures on or after Week 6 will be counted as events.  Dropouts due to other 
reasons than Treatment Failure at any time during the study will be considered as 
censored observations at the time of dropping out. 

The ranked secondary endpoints will be analyzed in the integrated ITT dataset as follows:  
Change in AC cell grade, change in Vitreous Haze grade, change in logMAR BCVA, and 
change in CRT will be compared between treatment groups using ANOVA adjusted for 
clustered observations (i.e., observations from each of the subject's eyes).  Change in 
VFQ-25 will be compared between treatment groups using ANOVA.  Subjects dropping 
out through Week 6 will be excluded from the analyses of AC cells, Vitreous Haze, 
logMAR BCVA, central retinal thickness and VFQ-25.  Missing values will be imputed 
by LOCF.  The time to OCT evidence of macular edema on or after Week 6 will be 
compared between the treatment groups in a proportional hazards model.  OCT evidence 
of macular edema on or after Week 6 will be counted as event.  Dropouts due to reasons 
other than OCT evidence of macular edema will be considered as censored observations at 
the time of dropping out. 

The two-sided testing of ranked secondary endpoints will only be initiated in case of 
statistically significant differences between the treatment groups for the primary endpoint.  
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The statistical test for the ranked secondary variables will be carried out in the 
hierarchical order shown.  This means that statistically significant results at the two-sided 
5% level for the higher ranked secondary variable are mandatory to initiate the testing of 
the next variable with a lower rank and that the multiple significance level of 5% 
two-sided is controlled. 

Other efficacy endpoints will be compared between treatment groups in the integrated ITT 
dataset using ANOVA except for HRU data which will be analyzed using Poisson 
regression.  Missing values will be imputed by last observation carried forward.  In a 
sensitivity analysis, other endpoints will be analyzed as observed.  HRU data will be 
analyzed as observed only. 

8.1.5 Analysis of Safety 

Treatment-emergent adverse events (AEs) will be summarized by treatment group using 
descriptive statistics and will be performed on the integrated safety dataset and the Japan 
safety dataset.  Treatment-emergent AEs are defined as events with an onset date on or 
after the first study drug administration until 70 days following the last study drug 
administration or until roll over into the extension Study M11-327.  Serious adverse 
events with onset after informed consent but before the first study drug administration 
will be considered as pretreatment SAEs and reported separately.  In case of increasing 
severity of an existing AE, the worsening will be considered as a new AE with a new 
onset date. 

AEs will be tabulated by system organ class and preferred term whereby the most current 
implemented MedDRA dictionary will be used.  Also, summaries by severity and 
relationship to study drug will be done.  Certain AEs, like serious or severe, leading to 
premature withdrawal, will be listed and described in detail.  AEs of special interest for 
treatment with biologics will be defined in the SAP and analyzed separately.  In addition 
to the descriptive statistics provided Fisher's exact test will be used for comparisons 
between treatment groups. 
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Other safety variables like laboratory data and vital signs will be described by descriptive 
statistics as mentioned before.  In addition, shift tables and listings will be provided for 
abnormal values whereby the normal range of the analyzing laboratory will be used. 

8.2 Determination of Sample Size of Japan Sub-study 

Section 8.2 of the main protocol outlines the rationale for the sample size of 
approximately 234 subjects.  Approximately 32 additional subjects has been determined 
as the proper sample size for the Japan Sub-study based on the following rationale. 

To ensure that the result in Japanese subjects will be comparable to the result in western 
subjects, the number of events needed in Japanese subjects was calculated to be 19 using 
EAST5, Version 5.2.0.0.  Based on the assumptions in Section 8.2, 19 events will be 
needed to ensure to see an effect in the same direction in the Japanese subjects as 
compared to western subjects (i.e., a hazard ratio < 1) with a probability of 89%.  Taking 
into account the feasibility of enrollment and the ratio of the number of events to the 
number of subjects in the western population (138 events in approximately 234 subjects), 
the target number of Japanese subjects to be included was set at approximately 32. 

8.3 Randomization Methods 

An IWRS will be used to determine the randomization of subjects.  Detailed instructions 
for using the IWRS will be provided to the site personnel. 

Subjects who are eligible based on inclusion and exclusion criteria and have had all 
pre-randomization procedures performed will be randomized in 1:1 double-masked 
fashion to the treatment groups.  Due to the small sample size, no stratification by baseline 
immunosuppressant usage will be used for Japanese subjects.  However, Japanese subjects 
will be randomized in a separate stratum.  The randomization schedule will be prepared 
by the Statistics Department of AbbVie Deutschland GmbH & Co KG, Ludwigshafen and 
provided to drug supply for adequate packaging.  Randomization will be done using an 
adequate block size. 
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9.3.1 Informed Consent Form and Explanatory Material 

In Japan, the Principal Investigator will prepare the consent form and explanatory material 
required to obtain subject's consent to participate in the study with the cooperation of the 
sponsor and will revise these documents as required.  The prepared or revised consent 
forms and explanatory material will be submitted to the sponsor.  Approval of the 
IEC/IRB will be obtained prior to use in the study. 

9.3.2 Revision of the Consent Form and Explanatory Material 

In Japan, when important new information related to the subject's consent becomes 
available, the Principal Investigator will revise without delay the consent form and 
explanatory material based on the information and will obtain the approval of the 
IEC/IRB prior to use in the study.  The Investigator will provide the information, without 
delay, to each subject already participating in the study, and will confirm the intention of 
each subject to continue in the study or not.  The Investigator will also provide further 
explanation using the revised consent form and explanatory material and will obtain 
written consent from each subject of their own free will to continue participating in the 
study. 

13.0 Completion of the Study 

The Investigator will conduct the study in compliance with the protocol and complete the 
study within the timeframe specified in the contract between the Investigator (Director of 
the Site in Japan) and AbbVie.  Continuation of this study beyond this date must be 
mutually agreed upon in writing by both the Investigator (Director of the Site in Japan) 
and AbbVie.  The Investigator will provide a final report to the IEC/IRB following 
conclusion of the study, and will forward a copy of this report to AbbVie or their 
representative. 

The Investigator (Director of the Site in Japan) must retain any records related to the study 
according to local requirements.  If the Investigator (Director of the Site in Japan) is not 
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able to retain the records, he/she must notify AbbVie to arrange alternative archiving 
options. 

16.0 Clinical Expense and Compensation 

16.1 Expenditure of the Clinical Expense 

The sponsor will pay the expenses related to this study to the investigative site in 
accordance with "Special Healthcare Expenditure."  The expenses for screening test, etc. 
will be paid based on the contract agreed upon with each investigative site.  To lighten the 
burden imposed on the subject with participation to the study, transportation expenses, 
etc. will be paid to the subjects via participating investigative site in accordance with the 
rules of the investigative site. 

16.2 Compensation for Health Impairment and Insurance 

1. If a subject suffers some sort of health impairment due to this study, the 
investigative site will provide treatment and other necessary measures.  Among the 
expenses required for the treatment, the amount not covered by health insurance 
that the subject must pay directly will be borne by the sponsor only when the event 
is associated with the use of the study drug. 

2. When a subject suffers health impairment during this study and a dispute occurs or 
might potentially occur between the investigative site and the subject, the 
investigative site will immediately report this to the sponsor and resolve it.  The 
sponsor will work with the investigative site in resolving any issues or problems. 

3. When the investigative site must compensate subject for any health impairment 
caused by this study, the compensation paid by the investigative site and the 
expenses related to any dispute will be borne in full by the sponsor, except in cases 
where the responsibility for the problem is attributed to the investigative site.  This 
shall not apply to cases where the health impairment occurred because the 
investigative site performed the study with marked deviation from the GCP or the 
protocol or because of a deliberate action or a major error by the investigative site. 
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4. When a subject suffers health impairment during this study and liability for 
compensation arises, the sponsor will compensate in accordance with the SOP 
regarding the compensation prepared in advance. 

5. The sponsor will obtain clinical study insurance and will take other necessary 
measures to cover the claims and compensation required in such cases. 

 

17.0 Storage of Records 

The directors of the investigation sites will retain the "Essential documents to be retained 
by study institutions" specified in the Section 4.9.5 of ICH guideline for the period 
specified in the following. 

Essential documents should be retained until at least 2 years after the last approval of a 
marketing application in an ICH region and until there are no pending or contemplated 
marketing applications in an ICH region or at least 2 years have elapsed since the formal 
discontinuation of clinical development of the investigational product.  These documents 
should be retained for a longer period, however, if required by applicable regulatory 
requirements or by an agreement with the sponsor.  It is the responsibility of the sponsor 
to inform the investigator/institution as to when these documents no longer need to be 
retained. 

18.0 Study Period 

The study period is planned from May 2010 to December 2014. 
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Investigator's Agreement - Japan 

The Principal Investigator will agree to the following:  1) I have received and reviewed 
the Investigator's Brochure for Adalimumab I have read this protocol and agree that the 
study is ethical; 3) I agree to conduct the study as outlined and in accordance with all 
applicable regulations and guidelines; 4) I agree to maintain the confidentiality of all 
information received or developed in connection with this protocol and 5) I agree with the 
Sponsor about the contents of the protocol and CRFs and to comply with them. 

Study Title: A Multicenter Study of the Efficacy and Safety of the 
Human Anti TNF Monoclonal Antibody Adalimumab as 
Maintenance Therapy in Subjects Requiring High Dose 
Corticosteroids for Active Non infectious Intermediate-, 
Posterior-, or Pan-uveitis - VISUAL I 

Protocol Number: M10-877 
Issue Date:   Protocol:  Version                   ,                /               / 

  CRF:        Version                   ,                /               / 
Site–specific Change 

  No 
  Yes 

Site Number: 
Contents of Change: 
 
 

 

In
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st
ig

at
or

 Site:  

Title:  

Name: Seal 

Date:                  /            / 
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or

 Sponsor:  

Title:  

Name: Seal 

Date:                  /            /  
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Has been changed to read: 

Sponsor/Emergency 
  Contact: 

US, Canada, Latin America 
 

  
 

 
 

 
  

  
  

  
 
Japan 

 
  

  
 

 

 

Europe, Israel, Australia 
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Section 1.2  Synopsis 
Previously read: 

AbbVie Protocol Number:  M10-877 

Name of Study Drug:  Adalimumab Phase of Development:  3 

Name of Active Ingredient:  Adalimumab Date of Protocol Synopsis:  24 June 2013 

Protocol Title:  A Multicenter Study of the Efficacy and Safety of the Human Anti-TNF Monoclonal 
Antibody Adalimumab as Maintenance Therapy in Subjects Requiring High Dose Corticosteroids for 
Active Non-infectious Intermediate-, Posterior-, or Pan-uveitis - VISUAL I 

Objective: 
The objective of this study is to evaluate the efficacy and safety of adalimumab 80 mg loading dose 
followed by 40 mg dose given every other week (eow) subcutaneously (SC) starting at Week 1 
compared with placebo as maintenance therapy in subjects requiring high dose corticosteroids for active 
non-infectious intermediate-, posterior-, or pan-uveitis. 

Investigators:  Investigator information on file at AbbVie. 

Study Sites:  Up to 102 sites in the US, Canada, Europe, Israel, Australia, Latin America and Japan. 

Study Population: 
Adults with active intermediate-, posterior-, or pan-uveitis in at least one eye despite at least 2 weeks of 
oral prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day (or oral corticosteroid equivalent). 

Number of Subjects to be Enrolled: 
Two hundred and fifty (250) (220 non-Japanese subjects and 30 Japanese subjects in a Japan Sub-study) 

Methodology: 
This study is a randomized, double-masked, placebo-controlled, multicenter study designed to 
demonstrate the efficacy and safety of adalimumab as maintenance therapy in adult subjects requiring 
high dose corticosteroids for active non-infectious intermediate-, posterior-, or pan-uveitis.  Subjects will 
be randomized to receive adalimumab 80 mg subcutaneous (SC) loading dose followed a week later by 
40 mg dose eow starting at Week 1 (Arm 1) or matching placebo as loading and eow doses (Arm 2) in a 
1:1 ratio. 
All subjects will receive a standardized prednisone burst of 60 mg/day at study entry followed by a 
protocol-defined mandatory taper schedule, as outlined below, in which all subjects continuing in the 
study will be off prednisone no later than Week 15. 
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Methodology (Continued): 

Study Week Prednisone Dose (mg/day) 

Week 0 60 

1 60 

2 50 

3 40 

4 30 

5 20 

6 15 

7 12.5 

8 10 

9 7.5 

10 5 

11 4 

12 3 

13 2 

14 1 

15 Discontinued prednisone 

Subjects who enter the study on topical corticosteroids will undergo a standardized taper schedule 
beginning at Week 1 until all subjects are off topical corticosteroids by Week 9.  Depending on the dose 
that the subject is on at the Baseline visit, the number of drops per day will be decreased every week at 
the increments indicated below: 

Dose (No. of drops/day) per Week 

12 

10 

8 

6 

5 

4 

3 

2 

1 

Discontinue Drops 
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Methodology (Continued): 
Study visits will be at Baseline, Weeks 1, 4, 6, 8 and every 4 weeks thereafter with the following 
exception.  A study visit will occur at Week 27.  There will not be a study visit at Week 28.  Starting at 
Week 6 and every visit thereafter, all subjects will be assessed for Treatment Failure.  The Week 1 and 
Week 4 visits are meant to assess the subject's progress and safety of therapy.  Subjects determined as 
Treatment Failures will be discontinued from the study.  The primary analysis will be a comparison of 
the Time to Treatment Failure for the adalimumab and placebo arms. 
Blood samples for the evaluation of adalimumab concentrations will be collected at Baseline and 
Week 1, 8, 12, 27, 36, 52 and at the Final/Early Termination visit if the subject terminates prior to 
52 weeks.  Blood samples for the evaluation of anti adalimumab antibody (AAA) concentrations will be 
collected at Baseline and Weeks 12, 27, 36, 52 and at the Final/Early Termination visit if the subject 
terminates prior to 52 weeks.  PK and AAA samples will also be collected during an Unscheduled Visit 
if this occurs before Week 52. 
Safety data will be collected in the form of adverse events, physical examination, vital signs and 
laboratory tests throughout the treatment period and up to 70 days after the last injection in this study. 
Subjects that meet the Treatment Failure criteria or discontinue for any other reason prior to the end of 
the study will have a Final/Early Termination visit. 
All subjects will have a 70-day follow-up phone call or clinic visit to obtain follow-up information on 
any new or ongoing AEs.  The 70-day follow-up phone call or clinic visit will not be required for any 
subject that continues in the roll over study (M11-327). 
Subjects who are Treatment Failures at Week 6 and at subsequent visits thereafter will be given the 
opportunity to enroll in the open-label adalimumab Study M11-327 if criteria are met and their site is 
participating in the rollover study.  Likewise, at the end of this study, all remaining subjects who have 
not had a Treatment Failure event will have the opportunity to enroll in M11-327. 

Diagnosis and Main Criteria for Inclusion/Exclusion: 

Main Inclusion: 
• Subject is ≥ 18 years of age. 
• Subject is diagnosed with non-infectious intermediate-, posterior-, or pan-uveitis. 
• Subject must have active disease at the Baseline visit as defined by the presence of at least 1 of 

the following parameters in at least one eye despite at least 2 weeks of maintenance therapy 
with oral prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day (or oral corticosteroid 
equivalent): 
o Active, inflammatory, chorioretinal and/or inflammatory retinal vascular lesion 
o ≥ 2+ anterior chamber cells (Standardization of Uveitis Nomenclature [SUN] criteria) 
o ≥ 2+ vitreous haze (National Eye Institute [NEI]/SUN criteria) 

• Subject is on oral prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day (or oral corticosteroid 
equivalent) for at least 2 weeks prior to Screening and remains on the same dose from 
Screening to Baseline visit. 

• Subject with documented prior adequate response to oral corticosteroids (equivalent of oral 
prednisone up to 1 mg/kg/day). 
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Main Inclusion (Continued): 
• Subjects who do not have previous, active or latent TB.  Only one TB test is required to allow 

the subject in the study.  Subjects with either negative PPD (< 5 mm of induration) or negative 
QuantiFERON®-TB Gold test (or IGRA equivalent) are eligible.  Subjects with a repeat 
indeterminate QuantiFERON®-TB Gold test (or IGRA equivalent) result are not eligible. 
Note, that only one TB screening test is allowed and required.  A repeat QuantiFERON®-TB 
Gold test (or IGRA equivalent) is not permitted if the PPD skin test is positive. 
The TB screening tests are diagnostic tests.  In the event of a negative TB screening test, the 
results are to be interpreted in the context of the patient's epidemiology, history, exam findings, 
etc. and it is the responsibility of the investigator to determine if a patient has previous, active 
or latent tuberculosis or not.  Under no circumstances can a patient with a positive PPD result 
or positive QuantiFERON®-TB Gold test (or IGRA equivalent) enter the study. 

Main Exclusion: 
• Subject with isolated anterior uveitis. 
• Subject with prior inadequate response to high-dose oral corticosteroids. 
• Subject with confirmed or suspected infectious uveitis, including but not limited to infectious 

uveitis due to TB, cytomegalovirus (CMV), Lyme disease, toxoplasmosis, Human 
T-Lymphotropic Virus Type 1 (HTLV-1) infection, Whipple's disease, herpes zoster virus 
(HZV), and herpes simplex virus (HSV). 

• Subject with serpiginous choroidopathy. 
• Subject with corneal or lens opacity that precludes visualization of the fundus or that likely 

requires cataract surgery during the duration of the trial. 
• Subject with intraocular pressure of ≥ 25 mmHg and on ≥ 2 glaucoma medications or evidence 

of glaucomatous optic nerve injury. 
• Subject with Best Corrected Visual Acuity (BCVA) less than 20 letters (ETDRS [Early 

Treatment Diabetic Retinopathy Study]) in at least one eye at the Baseline visit. 
• Subject with intermediate uveitis or panuveitis that has signs of intermediate uveitis 

(e.g., presence or history of snowbanking or snowballs) and symptoms and/or Magnetic 
Resonance Imaging (MRI) findings suggestive of a demyelinating disease such as multiple 
sclerosis.  All subjects with intermediate uveitis or panuveitis that have signs of intermediate 
uveitis (e.g., presence or history of snowbanking or snowballs) must have a brain MRI within 
90 days prior to the Baseline visit. 

• Subject has previous exposure to anti-TNF therapy or any biologic therapy (except intravitreal 
anti VEGF therapy) with a potential therapeutic impact on non-infectious uveitis. 

• If entering the study on 1 concomitant immunosuppressive therapy, dose has been increased 
within the last 28 days prior to Baseline visit or is not within the following allowable doses at 
the Baseline visit: 
o Methotrexate (MTX) ≤ 25 mg per week 
o Cyclosporine ≤ 4 mg/kg per day 
o Mycophenolate mofetil ≤ 2 grams per day or an equivalent drug to mycophenolate mofetil 

(e.g., mycophenolic acid) at an equivalent dose approved by the Medical Monitor 
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Main Exclusion (Continued): 
o Azathioprine ≤ 175 mg per day 
o Tacrolimus (oral formulation) ≤ 8 mg per day 

• Subject has received Retisert® (glucocorticosteroids implant) within 3 years prior to the 
Baseline visit or that has had complications related to the device.  Subject has had Retisert® 
(glucocorticosteroid implant) removed within 90 days prior to the Baseline visit or has had 
complications related to the removal of the device. 

• Subject has received intraocular or periocular corticosteroids within 30 days prior to Baseline 
visit. 

• Subject with proliferative or severe non-proliferative diabetic retinopathy or clinically 
significant macular edema due to diabetic retinopathy. 

• Subject with neovascular/wet age-related macular degeneration. 
• Subject with abnormality of vitreo-retinal interface (i.e., vitreomacular traction, epiretinal 

membranes, etc.) with the potential for macular structural damage independent of the 
inflammatory process. 

• Subject with severe vitreous haze that precludes visualization of the fundus at the Baseline 
visit. 

• Subject has received Ozurdex® (dexamethasone implant) within 6 months prior to the Baseline 
visit. 

• Subject has received intravitreal methotrexate within 90 days prior to the Baseline visit. 
• Subject has received intravitreal anti-VEGF therapy: 

o within 45 days of the Baseline visit for Lucentis® (ranibizumab) or Avastin® 
(bevacizumab); 

o or within 60 days of the Baseline visit for anti-VEGF Trap (Aflibercept). 
• Subject on systemic carbonic anhydrase inhibitor within 1 week prior to Screening visit. 
• Subject with macular edema as the only sign of uveitis. 
• Subject with a history of scleritis. 
• Subject with intolerance to high-dose oral corticosteroids (equivalent of oral prednisone 

1 mg/kg/day or 60 to 80 mg/day). 
• Subject on cyclophosphamide within 30 days prior to the Baseline visit. 

Investigational Product: Adalimumab 
Doses: 80 mg loading dose followed by 40 mg dose eow starting at Week 1 
Mode of Administration: SC (pre-filled syringe) 

Duration of Treatment:  A subject may be able to participate in this study up to Week 80.  The study 
will include a 2 to 30 day Screening Period.  The maximum double-masked treatment period duration 
will be 80 weeks or when the 123rd treatment failure event (in non-Japanese subjects) occurs.  In 
addition, a 70-day follow-up phone call or clinic visit will take place. 
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Criteria for Evaluation 
Efficacy: 
The primary efficacy endpoint is the Time to Treatment Failure.  Treatment Failure is defined in the 
table below for Week 6 and all other visits thereafter: 

M10-877 Treatment Failure Criteria by Study Visit 

Parameter 

Treatment Failure* 

Week 6 Visit All Other Visits After Week 6 
Inflammatory, chorioretinal 
and/or inflammatory retinal 

vascular lesions 

New active, inflammatory 
lesions relative to Baseline 

New active, inflammatory 
lesions relative to Baseline 

Anterior Chamber Cell grade 
(SUN Criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Vitreous Haze grade 
(NEI/SUN criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Visual Acuity (ETDRS) 
Worsening of BCVA by 

≥ 15 letters relative to best state 
achieved 

Worsening of BCVA by 
≥ 15 letters relative to best state 

achieved 
* To be considered a treatment failure, ≥ 1 of these 4 criteria need to be present in at least 1 eye. 
** A 2-step increase is represented by a change of Grade 0 to Grade 2+; or Grade 0.5+ to Grade 3+. 
 
Ranked secondary efficacy variables are: 
1. Change in Anterior Chamber (AC) cell grade in each eye from Week 6 to the Final/Early 

Termination visit. 
2. Change in Vitreous Haze grade (NEI/SUN criteria) in each eye from Week 6 to the Final/Early 

Termination visit. 
3. Change in logMAR BCVA in each eye from Week 6 to the Final/Early Termination visit. 
4. Time to OCT evidence of macular edema in at least one eye on or after Week 6. 
5. Percent change in central retinal thickness in each eye from Week 6 to the Final/Early Termination 

visit. 
6. Change in NEI Visual Functioning Questionnaire (VFQ-25) composite score from Week 6 to the 

Final/Early Termination visit. 
Other efficacy variables include:  NEI Visual Functioning Questionnaire (VFQ-25) subscores, Hospital 
Anxiety and Depression Scale (HADS), Work Productivity and Activity Impairment Questionnaire:  
Specific Health Problem Questionnaire (WPAI-SHP), EuroQol-5D Questionnaire (EQ-5D) and Health 
Resource Utilization Questionnaire (HRU). 
Safety:  Safety will be assessed by adverse events, physical examination, vital signs and laboratory data 
during the entire study. 
Pharmacokinetics:  Adalimumab serum concentrations will be characterized at each time point of the 
scheduled sampling. 
Immunogenicity:  Presence of anti-adalimumab antibody (AAA) will be determined. 
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Statistical Methods: 
The following statistical analysis will be restricted to subjects recruited outside Japan.  A separate 
statistical analysis for subjects recruited in Japan will be conducted for the Japan sub-study. 

Efficacy: 
The efficacy analysis will be performed in the Intent to Treat (ITT) set which includes all subjects that 
are randomized. 
The primary efficacy endpoint is the Time to Treatment Failure at or after Week 6 and will be compared 
between the adalimumab group and the placebo group using a log-rank test at a two-sided significance 
level of 5%. 
Treatment Failures on or after Week 6 will be counted as events and dropouts due to reasons other than 
Treatment Failure at any time during the study will be considered as censored observations at the time of 
dropping out. 
The ranked secondary endpoints will be analyzed as follows:  Change in AC cell grade, change in 
Vitreous Haze grade, change in logMAR BCVA and change in CRT will be compared between 
treatment groups using ANOVA adjusted for clustered observations (i.e., observations from each of the 
subject's eyes).  Change in VFQ-25 will be compared between treatment groups using ANOVA.  
Subjects dropping out through Week 6 will be excluded from the analyses of AC cells, Vitreous Haze, 
logMAR BCVA, central retinal thickness and VFQ-25.  Missing values will be imputed by last 
observation carried forward.  The time to OCT evidence of macular edema at or after Week 6 will be 
compared between the treatment groups in a proportional hazards model.  OCT evidence of macular 
edema at or after Week 6 will be counted as event.  Dropouts due to reasons other than OCT evidence of 
macular edema will be considered as censored observations at the time of dropping out. 
The two-sided testing of ranked secondary endpoints will only be initiated in case of statistically 
significant differences between the treatment groups for the primary endpoint.  The statistical test for the 
ranked secondary variables will be carried out in the hierarchical order shown and will be performed at 
the significance level of 5%.  This means that statistically significant results for the higher ranked 
secondary variable are mandatory to initiate the testing of the next variable with a lower rank and that 
the multiple significance level of 5% two-sided is controlled. 
Other efficacy endpoints will be compared between treatment groups using analysis of variance except 
for HRU data which will be analyzed using Poisson regression.  Missing values will be imputed by last 
observation carried forward.  HRU data will be analyzed as observed. 
Demographics and Baseline characteristics of the study subjects will be summarized using descriptive 
statistics.  The P value will be provided to assess the comparability of the treatment groups assigned by 
randomization.  Continuous variables will be analyzed using analysis of variance and discrete variables 
will be analyzed using Chi-square test. 
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Safety: 
The safety analysis will be performed in the safety set defined as all subjects who received at least 
one injection of study medication.  The number and percentage of subjects with treatment emergent 
adverse events will be displayed with counts and percentages.  The changes in laboratory data and vital 
signs will be summarized using descriptive statistics. 

Pharmacokinetics:  Adalimumab serum concentrations will be summarized at each time point of the 
scheduled sampling.  In addition, population pharmacokinetic model based analyses with the focus on 
estimating apparent clearance (CL/F) and apparent volume of distribution (V/F) of adalimumab will be 
performed with data from the M10-880 study as a separate report. 
Immunogenicity:  Percentages of subjects who are AAA-positive will be calculated for each treatment 
group. 
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Has been changed to read: 

AbbVie Protocol Number:  M10-877 

Name of Study Drug:  Adalimumab Phase of Development:  3 

Name of Active Ingredient:  Adalimumab Date of Protocol Synopsis:  19 November 2013 

Protocol Title:  A Multicenter Study of the Efficacy and Safety of the Human Anti-TNF Monoclonal 
Antibody Adalimumab as Maintenance Therapy in Subjects Requiring High Dose Corticosteroids for 
Active Non-infectious Intermediate-, Posterior-, or Pan-uveitis - VISUAL I 

Objective: 
The objective of this study is to evaluate the efficacy and safety of adalimumab 80 mg loading dose 
followed by 40 mg dose given every other week (eow) subcutaneously (SC) starting at Week 1 
compared with placebo as maintenance therapy in subjects requiring high dose corticosteroids for active 
non-infectious intermediate-, posterior-, or pan-uveitis. 

Investigators:  Investigator information on file at AbbVie. 

Study Sites:  Up to 102 sites in the US, Canada, Europe, Israel, Australia, Latin America and Japan. 

Study Population: 
Adults with active intermediate-, posterior-, or pan-uveitis in at least one eye despite at least 2 weeks of 
oral prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day (or oral corticosteroid equivalent). 

Number of Subjects to be Enrolled: 
Approximately two hundred and sixty-six (266) (234 non-Japanese subjects and 32 Japanese subjects in 
a Japan Sub-study) 

Methodology: 
This study is a randomized, double-masked, placebo-controlled, multicenter study designed to 
demonstrate the efficacy and safety of adalimumab as maintenance therapy in adult subjects requiring 
high dose corticosteroids for active non-infectious intermediate-, posterior-, or pan-uveitis.  Subjects will 
be randomized to receive adalimumab 80 mg subcutaneous (SC) loading dose followed a week later by 
40 mg dose eow starting at Week 1 (Arm 1) or matching placebo as loading and eow doses (Arm 2) in a 
1:1 ratio. 
All subjects will receive a standardized prednisone burst of 60 mg/day at study entry followed by a 
protocol-defined mandatory taper schedule, as outlined below, in which all subjects continuing in the 
study will be off prednisone no later than Week 15. 
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Methodology (Continued): 

Study Week Prednisone Dose (mg/day) 

Week 0 60 

1 60 

2 50 

3 40 

4 30 

5 20 

6 15 

7 12.5 

8 10 

9 7.5 

10 5 

11 4 

12 3 

13 2 

14 1 

15 Discontinued prednisone 

Subjects who enter the study on topical corticosteroids will undergo a standardized taper schedule 
beginning at Week 1 until all subjects are off topical corticosteroids by Week 9.  Depending on the dose 
that the subject is on at the Baseline visit, the number of drops per day will be decreased every week at 
the increments indicated below: 

Dose (No. of drops/day) per Week 

12 

10 

8 

6 

5 

4 

3 

2 

1 

Discontinue Drops 
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Methodology (Continued): 
Study visits will be at Baseline, Weeks 1, 4, 6, 8 and every 4 weeks thereafter with the following 
exception.  A study visit will occur at Week 27.  There will not be a study visit at Week 28.  Starting at 
Week 6 and every visit thereafter, all subjects will be assessed for Treatment Failure.  The Week 1 and 
Week 4 visits are meant to assess the subject's progress and safety of therapy.  Subjects determined as 
Treatment Failures will be discontinued from the study.  The primary analysis will be a comparison of 
the Time to Treatment Failure for the adalimumab and placebo arms. 
Blood samples for the evaluation of adalimumab concentrations will be collected at Baseline and 
Week 1, 8, 12, 27, 36, 52 and at the Final/Early Termination visit if the subject terminates prior to 
52 weeks.  Blood samples for the evaluation of anti adalimumab antibody (AAA) concentrations will be 
collected at Baseline and Weeks 12, 27, 36, 52 and at the Final/Early Termination visit if the subject 
terminates prior to 52 weeks.  PK and AAA samples will also be collected during an Unscheduled Visit 
if this occurs before Week 52. 
Safety data will be collected in the form of adverse events, physical examination, vital signs and 
laboratory tests throughout the treatment period and up to 70 days after the last injection in this study. 
Subjects that meet the Treatment Failure criteria or discontinue for any other reason prior to the end of 
the study will have a Final/Early Termination visit. 
All subjects will have a 70-day follow-up phone call or clinic visit to obtain follow-up information on 
any new or ongoing AEs.  The 70-day follow-up phone call or clinic visit will not be required for any 
subject that continues in the roll over study (M11-327). 
Subjects who are Treatment Failures at Week 6 and at subsequent visits thereafter will be given the 
opportunity to enroll in the open-label adalimumab Study M11-327 if criteria are met and their site is 
participating in the rollover study.  Likewise, at the end of this study, all remaining subjects who have 
not had a Treatment Failure event will have the opportunity to enroll in M11-327. 

Diagnosis and Main Criteria for Inclusion/Exclusion: 

Main Inclusion: 
• Subject is ≥ 18 years of age. 
• Subject is diagnosed with non-infectious intermediate-, posterior-, or pan-uveitis. 
• Subject must have active disease at the Baseline visit as defined by the presence of at least 1 of 

the following parameters in at least one eye despite at least 2 weeks of maintenance therapy 
with oral prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day (or oral corticosteroid 
equivalent): 
o Active, inflammatory, chorioretinal and/or inflammatory retinal vascular lesion 
o ≥ 2+ anterior chamber cells (Standardization of Uveitis Nomenclature [SUN] criteria) 
o ≥ 2+ vitreous haze (National Eye Institute [NEI]/SUN criteria) 

• Subject is on oral prednisone at a dose of ≥ 10 mg/day to ≤ 60 mg/day (or oral corticosteroid 
equivalent) for at least 2 weeks prior to Screening and remains on the same dose from 
Screening to Baseline visit. 

• Subject with documented prior adequate response to oral corticosteroids (equivalent of oral 
prednisone up to 1 mg/kg/day). 



 Adalimumab 
M10-877 Protocol Amendment 10 - Global 
EudraCT 2009-016095-68 

 

 

221 

Main Inclusion (Continued): 
• Subjects who do not have previous, active or latent TB.  Only one TB test is required to allow 

the subject in the study.  Subjects with either negative PPD (< 5 mm of induration) or negative 
QuantiFERON®-TB Gold test (or IGRA equivalent) are eligible.  Subjects with a repeat 
indeterminate QuantiFERON®-TB Gold test (or IGRA equivalent) result are not eligible. 
Note, that only one TB screening test is allowed and required.  A repeat QuantiFERON®-TB 
Gold test (or IGRA equivalent) is not permitted if the PPD skin test is positive. 
The TB screening tests are diagnostic tests.  In the event of a negative TB screening test, the 
results are to be interpreted in the context of the patient's epidemiology, history, exam findings, 
etc. and it is the responsibility of the investigator to determine if a patient has previous, active 
or latent tuberculosis or not.  Under no circumstances can a patient with a positive PPD result 
or positive QuantiFERON®-TB Gold test (or IGRA equivalent) enter the study. 

Main Exclusion: 
• Subject with isolated anterior uveitis. 
• Subject with prior inadequate response to high-dose oral corticosteroids. 
• Subject with confirmed or suspected infectious uveitis, including but not limited to infectious 

uveitis due to TB, cytomegalovirus (CMV), Lyme disease, toxoplasmosis, Human 
T-Lymphotropic Virus Type 1 (HTLV-1) infection, Whipple's disease, herpes zoster virus 
(HZV), and herpes simplex virus (HSV). 

• Subject with serpiginous choroidopathy. 
• Subject with corneal or lens opacity that precludes visualization of the fundus or that likely 

requires cataract surgery during the duration of the trial. 
• Subject with intraocular pressure of ≥ 25 mmHg and on ≥ 2 glaucoma medications or evidence 

of glaucomatous optic nerve injury. 
• Subject with Best Corrected Visual Acuity (BCVA) less than 20 letters (ETDRS [Early 

Treatment Diabetic Retinopathy Study]) in at least one eye at the Baseline visit. 
• Subject with intermediate uveitis or panuveitis that has signs of intermediate uveitis 

(e.g., presence or history of snowbanking or snowballs) and symptoms and/or Magnetic 
Resonance Imaging (MRI) findings suggestive of a demyelinating disease such as multiple 
sclerosis.  All subjects with intermediate uveitis or panuveitis that have signs of intermediate 
uveitis (e.g., presence or history of snowbanking or snowballs) must have a brain MRI within 
90 days prior to the Baseline visit. 

• Subject has previous exposure to anti-TNF therapy or any biologic therapy (except intravitreal 
anti VEGF therapy) with a potential therapeutic impact on non-infectious uveitis. 

• If entering the study on 1 concomitant immunosuppressive therapy, dose has been increased 
within the last 28 days prior to Baseline visit or is not within the following allowable doses at 
the Baseline visit: 
o Methotrexate (MTX) ≤ 25 mg per week 
o Cyclosporine ≤ 4 mg/kg per day 
o Mycophenolate mofetil ≤ 2 grams per day or an equivalent drug to mycophenolate mofetil 

(e.g., mycophenolic acid) at an equivalent dose approved by the Medical Monitor 
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Main Exclusion (Continued): 
o Azathioprine ≤ 175 mg per day 
o Tacrolimus (oral formulation) ≤ 8 mg per day 

• Subject has received Retisert® (glucocorticosteroids implant) within 3 years prior to the 
Baseline visit or that has had complications related to the device.  Subject has had Retisert® 
(glucocorticosteroid implant) removed within 90 days prior to the Baseline visit or has had 
complications related to the removal of the device. 

• Subject has received intraocular or periocular corticosteroids within 30 days prior to Baseline 
visit. 

• Subject with proliferative or severe non-proliferative diabetic retinopathy or clinically 
significant macular edema due to diabetic retinopathy. 

• Subject with neovascular/wet age-related macular degeneration. 
• Subject with abnormality of vitreo-retinal interface (i.e., vitreomacular traction, epiretinal 

membranes, etc.) with the potential for macular structural damage independent of the 
inflammatory process. 

• Subject with severe vitreous haze that precludes visualization of the fundus at the Baseline 
visit. 

• Subject has received Ozurdex® (dexamethasone implant) within 6 months prior to the Baseline 
visit. 

• Subject has received intravitreal methotrexate within 90 days prior to the Baseline visit. 
• Subject has received intravitreal anti-VEGF therapy: 

o within 45 days of the Baseline visit for Lucentis® (ranibizumab) or Avastin® 
(bevacizumab); 

o or within 60 days of the Baseline visit for anti-VEGF Trap (Aflibercept). 
• Subject on systemic carbonic anhydrase inhibitor within 1 week prior to Screening visit. 
• Subject with macular edema as the only sign of uveitis. 
• Subject with a history of scleritis. 
• Subject with intolerance to high-dose oral corticosteroids (equivalent of oral prednisone 

1 mg/kg/day or 60 to 80 mg/day). 
• Subject on cyclophosphamide within 30 days prior to the Baseline visit. 

Investigational Product: Adalimumab 
Doses: 80 mg loading dose followed by 40 mg dose eow starting at Week 1 
Mode of Administration: SC (pre-filled syringe) 

Duration of Treatment:  A subject may be able to participate in this study up to Week 80.  The study 
will include a 2 to 30 day Screening Period.  The maximum double-masked treatment period duration 
will be 80 weeks or when the 138th treatment failure event (in non-Japanese subjects) occurs.  In 
addition, a 70-day follow-up phone call or clinic visit will take place. 
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Criteria for Evaluation 
Efficacy: 
The primary efficacy endpoint is the Time to Treatment Failure.  Treatment Failure is defined in the 
table below for Week 6 and all other visits thereafter: 

M10-877 Treatment Failure Criteria by Study Visit 

Parameter 

Treatment Failure* 

Week 6 Visit All Other Visits After Week 6 
Inflammatory, chorioretinal 
and/or inflammatory retinal 

vascular lesions 

New active, inflammatory 
lesions relative to Baseline 

New active, inflammatory 
lesions relative to Baseline 

Anterior Chamber Cell grade 
(SUN Criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Vitreous Haze grade 
(NEI/SUN criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Visual Acuity (ETDRS) 
Worsening of BCVA by 

≥ 15 letters relative to best state 
achieved 

Worsening of BCVA by 
≥ 15 letters relative to best state 

achieved 
* To be considered a treatment failure, ≥ 1 of these 4 criteria need to be present in at least 1 eye. 
** A 2-step increase is represented by a change of Grade 0 to Grade 2+; or Grade 0.5+ to Grade 3+. 
 
Ranked secondary efficacy variables are: 
1. Change in Anterior Chamber (AC) cell grade in each eye from best state achieved prior to Week 6 

to the Final/Early Termination visit. 
2. Change in Vitreous Haze grade (NEI/SUN criteria) in each eye from best state achieved prior to 

Week 6 to the Final/Early Termination visit. 
3. Change in logMAR BCVA in each eye from best state achieved prior to Week 6 to the Final/Early 

Termination visit. 
4. Time to OCT evidence of macular edema in at least one eye on or after Week 6. 
5. Percent change in central retinal thickness in each eye from best state achieved prior to Week 6 to 

the Final/Early Termination visit. 
6. Change in NEI Visual Functioning Questionnaire (VFQ-25) composite score from best state 

achieved prior to Week 6 to the Final/Early Termination visit. 
Other efficacy variables include:  NEI Visual Functioning Questionnaire (VFQ-25) subscores, Hospital 
Anxiety and Depression Scale (HADS), Work Productivity and Activity Impairment Questionnaire:  
Specific Health Problem Questionnaire (WPAI-SHP), EuroQol-5D Questionnaire (EQ-5D) and Health 
Resource Utilization Questionnaire (HRU). 
Safety:  Safety will be assessed by adverse events, physical examination, vital signs and laboratory data 
during the entire study. 
Pharmacokinetics:  Adalimumab serum concentrations will be characterized at each time point of the 
scheduled sampling. 
Immunogenicity:  Presence of anti-adalimumab antibody (AAA) will be determined. 
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Statistical Methods: 
The following statistical analysis will be restricted to subjects recruited outside Japan.  A separate 
statistical analysis for subjects recruited in Japan will be conducted for the Japan sub-study. 

Efficacy: 
The efficacy analysis will be performed in the Intent to Treat (ITT) set which includes all subjects that 
are randomized. 
The primary efficacy endpoint is the Time to Treatment Failure at or after Week 6 and will be compared 
between the adalimumab group and the placebo group using a log-rank test at a two-sided significance 
level of 5%. 
Treatment Failures on or after Week 6 will be counted as events and dropouts due to reasons other than 
Treatment Failure at any time during the study will be considered as censored observations at the time of 
dropping out. 
The ranked secondary endpoints will be analyzed as follows:  Change in AC cell grade, change in 
Vitreous Haze grade, change in logMAR BCVA and change in CRT will be compared between 
treatment groups using ANOVA adjusted for clustered observations (i.e., observations from each of the 
subject's eyes).  Change in VFQ-25 will be compared between treatment groups using ANOVA.  
Subjects dropping out through Week 6 will be excluded from the analyses of AC cells, Vitreous Haze, 
logMAR BCVA, central retinal thickness and VFQ-25.  Missing values will be imputed by last 
observation carried forward.  The time to OCT evidence of macular edema at or after Week 6 will be 
compared between the treatment groups in a proportional hazards model.  OCT evidence of macular 
edema at or after Week 6 will be counted as event.  Dropouts due to reasons other than OCT evidence of 
macular edema will be considered as censored observations at the time of dropping out. 
The two-sided testing of ranked secondary endpoints will only be initiated in case of statistically 
significant differences between the treatment groups for the primary endpoint.  The statistical test for the 
ranked secondary variables will be carried out in the hierarchical order shown and will be performed at 
the significance level of 5%.  This means that statistically significant results for the higher ranked 
secondary variable are mandatory to initiate the testing of the next variable with a lower rank and that 
the multiple significance level of 5% two-sided is controlled. 
Other efficacy endpoints will be compared between treatment groups using analysis of variance except 
for healthcare resource utilization (HRU) data which will be analyzed using Poisson regression.  Missing 
values will be imputed by last observation carried forward.  HRU data will be analyzed as observed. 
Demographics and Baseline characteristics of the study subjects will be summarized using descriptive 
statistics.  The P value will be provided to assess the comparability of the treatment groups assigned by 
randomization.  Continuous variables will be analyzed using analysis of variance and discrete variables 
will be analyzed using Chi-square test. 
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Safety: 
The safety analysis will be performed in the safety set defined as all subjects who received at least 
one injection of study medication.  The number and percentage of subjects with treatment emergent 
adverse events will be displayed with counts and percentages.  The changes in laboratory data and vital 
signs will be summarized using descriptive statistics. 

Pharmacokinetics:  Adalimumab serum concentrations will be summarized at each time point of the 
scheduled sampling.  In addition, population pharmacokinetic model based analyses with the focus on 
estimating apparent clearance (CL/F) and apparent volume of distribution (V/F) of adalimumab will be 
performed with data from the M10-880 study as a separate report. 
Immunogenicity:  Percentages of subjects who are AAA-positive will be calculated for each treatment 
group. 

 
Section 1.3  List of Abbreviations and Definition of Terms 
"HRU" previously read: 

HRU  Health Resource Utilization Questionnaire 

Has been changed to read: 

HRU  Healthcare Resource Utilization 

Section 3.6  Adalimumab Overview 
Third paragraph previously read: 

Adalimumab was first approved in US and EU for the treatment of RA in 2002 and 2003, 
respectively.  Additional indications have been approved in the US and EU including Ps, 
PsA, AS, CD, UC and JIA.  Additional updates regarding approved indications can be 
found in the current edition of the Humira® Investigational Drug Brochure. 

Has been changed to read: 

Adalimumab was first approved in US and EU for the treatment of rheumatoid arthritis 
(RA) in 2002 and 2003, respectively.  Additional indications were approved in the US and 
EU including psoriasis (Ps), psoriatic arthritis (PsA), ankylosing spondylitis (AS), Crohn's 
disease (CD), ulcerative colitis (UC) and juvenile idiopathic arthritis (JIA).  Additional 
updates regarding approved indications can be found in the current edition of the Humira® 
Investigational Drug Brochure. 
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Section 4.0  Study Objective 
Previously read: 

The objective of this study is to evaluate the efficacy and safety of adalimumab 80 mg 
loading dose followed by 40 mg dose given every other week (eow) subcutaneously (SC) 
starting at Week 1 compared with placebo as maintenance therapy in subjects requiring 
high dose corticosteroids for active non-infectious intermediate-, posterior- or pan-uveitis. 

Has been changed to read: 

The objective of this study is to evaluate the efficacy and safety of an adalimumab 80 mg 
loading dose followed by a 40 mg maintenance dose given every other week (eow) 
subcutaneously (SC) starting at Week 1 compared with placebo in subjects requiring high 
dose corticosteroids for active non-infectious intermediate-, posterior- or pan-uveitis. 

Figure 1.  Study Schematic 
Previously read: 
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At the time that the 123rd event occurs, subjects still participating in the study should 
return for their next scheduled study visit as specified in the protocol.  The Final/Early 
Termination visit should be conducted in place of their regular scheduled study visit.  
These subjects should be considered as having completed the study and may also be 
offered an opportunity to enroll into Study M11-327 at the time of the Final/Early 
Termination visit. 

If the study is stopped based on safety prior to the 123rd event based upon the 
recommendation of the Independent Data Monitoring Committee (IDMC), that is 
established to independently monitor and assess data from this study, subjects should 
return to their next scheduled study visit as specified in the protocol.  The Final/Early 
Termination visit should be conducted in place of their regularly scheduled study visit.  
These subjects should be considered as having completed the study but will not be offered 
entry into Study M11-327. 

Subjects may discontinue study drug treatment at any time during study participation. 

Subjects who complete Week 80 prior to the declaration of the 123rd event will be 
considered as having completed the study.  The Week 80 visit will be considered their 
final visit.  These subjects may be offered an opportunity to enroll into Study M11-327 at 
the time of the final visit. 

Has been changed to read: 

The primary analysis will be a comparison of the Time to Treatment Failure 
(non-Japanese subjects only) for the adalimumab and placebo arms.  The study will end 
when the 138th event of Treatment Failure (in non-Japanese subjects only) has occurred.  
A subject may be able to participate in this study up to Week 80. 

Subjects who meet Treatment Failure criteria or discontinue for any other reason prior to 
the end of the study will have a Final/Early Termination Visit.  No study drug will be 
administered at the Final/Early Termination visit of this clinical trial; however, subjects 
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who are determined to be Treatment Failures during the study may be given the 
opportunity to enroll in the open-label extension Study M11-327. 

At the time that the 138th event occurs, subjects still participating in the study should 
return for their next scheduled study visit as specified in the protocol.  The Final/Early 
Termination visit should be conducted in place of their regular scheduled study visit.  
These subjects should be considered as having completed the study and may also be 
offered an opportunity to enroll into Study M11-327 at the time of the Final/Early 
Termination visit. 

If the study is stopped based on safety prior to the 138th event based upon the 
recommendation of the Independent Data Monitoring Committee (IDMC), that is 
established to independently monitor and assess data from this study, subjects should 
return to their next scheduled study visit as specified in the protocol.  The Final/Early 
Termination visit should be conducted in place of their regularly scheduled study visit.  
These subjects should be considered as having completed the study but will not be offered 
entry into Study M11-327. 

Subjects may discontinue study drug treatment at any time during study participation. 

Subjects who complete Week 80 prior to the declaration of the 138th event will be 
considered as having completed the study.  The Week 80 visit will be considered their 
final visit.  These subjects may be offered an opportunity to enroll into Study M11-327 at 
the time of the final visit. 

Section 5.2  Selection of Study Population 
First and second paragraphs previously read: 

It is anticipated that approximately 220 subjects with active, non-infectious intermediate-, 
posterior-, or pan-uveitis will be enrolled at up to 102 investigational sites in Australia, 
Canada, Europe, Israel, Latin America, and the United States. 
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An additional 30 subjects will be enrolled at approximately 12 sites in Japan as part of a 
separate Japan Sub-study outlined in Appendix N. 

Has been changed to read: 

It is anticipated that approximately 234 subjects with active, non-infectious intermediate-, 
posterior-, or pan-uveitis will be enrolled at up to 102 investigational sites in Australia, 
Canada, Europe, Israel, Latin America, and the United States. 

Approximately 32 additional subjects will be enrolled at approximately 12 sites in Japan 
as part of a separate Japan Sub-study outlined in Appendix N. 

Section 5.2.3.2  Concomitant Therapy 
Fifth paragraph previously read: 

At study entry topical corticosteroids for uveitis are allowed during the study and will be 
tapered as described in Section 5.3.1.1. 

Has been changed to read: 

At study entry topical corticosteroids for uveitis are allowed and will be tapered as 
described in Section 5.3.1.1. 

Section 5.3.1.1  Study Procedures 
First paragraph previously read: 

Subjects will have clinic visits at Screening, Baseline, Week 1, Week 4, Week 6, Week 8 
and every 4 weeks thereafter (with the exception that a visit will occur at Week 27 in 
place of Week 28), until the subject is determined as a Treatment Failure, until the 
123rd Treatment Failure occurs, until the subject completes 80 weeks of this clinical trial 
or the study is stopped due to the findings of the IDMC.  Starting at Week 6 and every 
visit thereafter, all subjects will be assessed for Treatment Failure. 
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Has been changed to read: 

Subjects will have clinic visits at Screening, Baseline, Week 1, Week 4, Week 6, Week 8 
and every 4 weeks thereafter (with the exception that a visit will occur at Week 27 in 
place of Week 28), until the subject is determined as a Treatment Failure, until the 
138th Treatment Failure occurs, until the subject completes 80 weeks of this clinical trial 
or the study is stopped due to the findings of the IDMC.  Starting at Week 6 and every 
visit thereafter, all subjects will be assessed for Treatment Failure. 

Section 5.3.1.1  Study Procedures 
Subsection Fundus Photography 
Second paragraph previously read: 

All fundus photographs will be sent to the central reader.  If there is disagreement 
between the Investigator's assessment for inflammatory lesions based on dilated indirect 
ophthalmoscopy and central reader's assessment for inflammatory lesions based on fundus 
photograph, the investigator's assessment will take precedence.  However, the reason for 
the disagreement must be documented by the investigator after discussion with AbbVie 
and/or the central reader. 

Has been changed to read: 

All fundus photographs will be sent to the central reader.  If there is disagreement 
between the Investigator's assessment for inflammatory lesions based on dilated indirect 
ophthalmoscopy and central reader's assessment for inflammatory lesions based on fundus 
photograph, the investigator's assessment will take precedence.  However, the reason for 
the disagreement must be documented by the investigator.  The site must have a 
discussion with AbbVie Medical Monitor and/or the central reader if the discrepancy is 
not clear or if a medical discussion is required. 
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Section 5.3.2.1  Collection of Samples for Analysis 
Previously read: 

Collection of Samples for Adalimumab Analysis 

During this study, a maximum of 7 blood samples will be collected per subject for 
pharmacokinetic analysis.  If an Unscheduled visit occurs prior to Week 52 the number of 
blood samples could increase.  The total number of pharmacokinetic adalimumab samples 
planned will be approximately 1,540 (7 samples × 220 subjects). 

Collection of Samples for Anti-Adalimumab Antibody (AAA) Analysis 

During this study, a maximum of 5 blood samples will be collected per subject for AAA 
analysis.  If an Unscheduled visit occurs prior to Week 52 the number of blood samples 
could increase.  The total number of anti-adalimumab antibody samples planned will be 
approximately 1,100 (5 samples × 220 subjects). 

Has been changed to read: 

Collection of Samples for Adalimumab Analysis 

During this study, a maximum of 7 blood samples will be collected per subject for 
pharmacokinetic analysis.  If an Unscheduled visit occurs prior to Week 52 the number of 
blood samples could increase.  The total number of pharmacokinetic adalimumab samples 
planned will be approximately 1,638 (7 samples × 234 subjects). 

Collection of Samples for Anti-Adalimumab Antibody (AAA) Analysis 

During this study, a maximum of 5 blood samples will be collected per subject for AAA 
analysis.  If an Unscheduled visit occurs prior to Week 52 the number of blood samples 
could increase.  The total number of anti-adalimumab antibody samples planned will be 
approximately 1,170 (5 samples × 234 subjects). 
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Section 5.3.3.2  Secondary Variables 
Previously read: 

Ranked secondary variables are: 

1. Change in Anterior Chamber (AC) cell grade in each eye from Week 6 to the 
Final/Early Termination visit. 

2. Change in Vitreous Haze grade (NEI/SUN criteria) in each eye from Week 6 to the 
Final/Early Termination visit. 

3. Change in logMAR BCVA in each eye from Week 6 to the Final/Early 
Termination visit. 

4. Time to OCT evidence of macular edema in at least one eye on or after Week 6. 

5. Percent change in central retinal thickness in each eye from Week 6 to the 
Final/Early Termination visit. 

6. Change in NEI Visual Functioning Questionnaire (VFQ-25) composite score from 
Week 6 to the Final/Early Termination visit. 

 
Has been changed to read: 

Ranked secondary variables are: 

1. Change in Anterior Chamber (AC) cell grade in each eye from best state achieved 
prior to Week 6 to the Final/Early Termination visit. 

2. Change in Vitreous Haze grade (NEI/SUN criteria) in each eye from best state 
achieved prior to Week 6 to the Final/Early Termination visit. 

3. Change in logMAR BCVA in each eye from best state achieved prior to Week 6 to 
the Final/Early Termination visit. 

4. Time to OCT evidence of macular edema in at least one eye on or after Week 6. 
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Using these failure rate assumptions for a log-rank test and a two-sided significance level 
of 5%, a total of 123 events are needed.  The assumptions also include the following: 

● a power of 90%, 
● an average accrual rate of 10 subjects per month in the first 4 months and 

25 subjects per month thereafter. 
 
A series of calculations with different sample sizes performed using East5, 
Version 5.2.0.0 were undertaken utilizing the event rate, recruitment rate, and drop-out 
rate assumptions given above.  A sample size of 220 (110 per group) allows all subjects at 
least 4 months of study duration before the predicted 123rd event occurs and the study 
ends. 

Has been changed to read: 

The placebo Treatment Failure rate at 6 months is assumed to be 70% and the 
adalimumab Treatment Failure rate at 6 months is assumed as 50%. 

For conservative purposes, it is assumed that failures will begin to occur after 2 months of 
study duration as the prednisone taper reaches lower doses.  In addition, a pooled dropout 
rate of 35% over 12 months has been assumed. 

Using these failure rate assumptions for a log-rank test and a two-sided significance level 
of 5%, a total of 138 events are needed.  The assumptions also include the following: 

● a power of 90%, 
● an average accrual rate of 4 subjects per month in the first 30 months and 

7 subjects per month thereafter. 
 
A series of calculations with different sample sizes performed using East5, 
Version 5.2.0.0 were undertaken utilizing the event rate, recruitment rate, and drop-out 
rate assumptions given above.  To achieve 138 treatment failure events, it is anticipated 
that a sample size of approximately 234 patients will need to be enrolled. 
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Appendix B.  List of Protocol Signatories 
Previously read: 

Name Title Functional Area 

  Clinical 
  Clinical 

  Pharmacokinetics 
  Statistics 

  Clinical 
 
Has been changed to read: 

Name Title Functional Area 

  Clinical 
  Clinical 

  Pharmacokinetics 
  Statistics 

  Clinical 
 
Appendix N.  Japan Sub-study 
Section 5.1  Overall Study Design and Plan:  Description 
Second paragraph previously read: 

The primary analysis for the Japan Sub-study will be an integrated analysis of the Time to 
Treatment Failure for the adalimumab and placebo arms.  The analysis will include 
30 subjects from Japanese sites and 220 subjects from all other sites in the main protocol.  
The Japan Sub-study will end when the 123rd event of Treatment Failure has occurred in 
the main protocol or when the 17th event of Treatment Failure has occurred in the Japan 
Sub-study, whichever occurs later. 

Has been changed to read: 

The primary analysis for the Japan Sub-study will be an integrated analysis of the Time to 
Treatment Failure for the adalimumab and placebo arms.  The analysis will include 
approximately 32 subjects from Japanese sites and approximately 234 subjects from all 
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other sites in the main protocol.  The Japan Sub-study will end when the 138th event of 
Treatment Failure has occurred in the main protocol or when the 19th event of Treatment 
Failure has occurred in the Japan Sub-study, whichever occurs later. 

Appendix N.  Japan Sub-study 
Section 5.2  Selection of Study Population 
First and second paragraphs previously read: 

It is anticipated that 220 subjects with active, non-infectious intermediate-, posterior-, or 
pan-uveitis will be enrolled at up to 102 investigational sites in Australia, Canada, Europe, 
Israel, Latin America and the United States. 

An additional 30 subjects will be enrolled at approximately 12 sites in Japan as part of a 
separate Japan Sub-study. 

Has been changed to read: 

It is anticipated that approximately 234 subjects with active, non-infectious intermediate-, 
posterior-, or pan-uveitis will be enrolled at up to 102 investigational sites in Australia, 
Canada, Europe, Israel, Latin America and the United States. 

Approximately 32 additional subjects will be enrolled at approximately 12 sites in Japan 
as part of a separate Japan Sub-study. 

Appendix N.  Japan Sub-study 
Section 5.3.2.1  Collection of Samples for Analysis 
Previously read: 

Collection of Samples for Adalimumab Analysis 

During this study, a maximum of 7 blood samples will be collected per subject for 
pharmacokinetic analysis.  If an Unscheduled visit occurs prior to Week 52 the number of 
blood samples could increase.  The total number of pharmacokinetic adalimumab samples 
planned will be approximately 210 (7 samples × 30 subjects). 
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Collection of Samples for Anti-Adalimumab Antibody (AAA) Analysis 

During this study, a maximum of 5 blood samples will be collected per subject for AAA 
analysis.  If an Unscheduled visit occurs prior to Week 52 the number of blood samples 
could increase.  The total number of pharmacokinetic anti-adalimumab antibody samples 
planned will be approximately 150 (5 samples × 30 subjects). 

Has been changed to read: 

Collection of Samples for Adalimumab Analysis 

During this study, a maximum of 7 blood samples will be collected per subject for 
pharmacokinetic analysis.  If an Unscheduled visit occurs prior to Week 52 the number of 
blood samples could increase.  The total number of pharmacokinetic adalimumab samples 
planned will be approximately 224 (7 samples × 32 subjects). 

Collection of Samples for Anti-Adalimumab Antibody (AAA) Analysis 

During this study, a maximum of 5 blood samples will be collected per subject for AAA 
analysis.  If an Unscheduled visit occurs prior to Week 52 the number of blood samples 
could increase.  The total number of pharmacokinetic anti-adalimumab antibody samples 
planned will be approximately 160 (5 samples × 32 subjects). 

Appendix N.  Japan Sub-study 
Section 8.2  Determination of Sample Size of Japan Sub-study 
Previously read: 

Section 8.2 of the main protocol outlines the rationale for the sample size of 220 subjects.  
An additional 30 subjects has been determined as the proper sample size for the Japan 
Sub-study based on the following rationale. 

To ensure that the result in Japanese subjects will be comparable to the result in western 
subjects, the number of events needed in Japanese subjects was calculated to be 17 using 
EAST5, Version 5.2.0.0.  Based on the assumptions in Section 8.2, 17 events will be 
needed to ensure to see an effect in the same direction in the Japanese subjects as 
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compared to western subjects (i.e., a hazard ratio < 1) with a probability of 89%.  Taking 
into account the feasibility of enrolment and the ratio of the number of events to the 
number of subjects in the western population (123 events in 220 subjects), the target 
number of Japanese subjects to be included was set at 30. 

Has been changed to read: 

Section 8.2 of the main protocol outlines the rationale for the sample size of 
approximately 234 subjects.  Approximately 32 additional subjects has been determined 
as the proper sample size for the Japan Sub-study based on the following rationale. 

To ensure that the result in Japanese subjects will be comparable to the result in western 
subjects, the number of events needed in Japanese subjects was calculated to be 19 using 
EAST5, Version 5.2.0.0.  Based on the assumptions in Section 8.2, 19 events will be 
needed to ensure to see an effect in the same direction in the Japanese subjects as 
compared to western subjects (i.e., a hazard ratio < 1) with a probability of 89%.  Taking 
into account the feasibility of enrollment and the ratio of the number of events to the 
number of subjects in the western population (138 events in approximately 234 subjects), 
the target number of Japanese subjects to be included was set at approximately 32. 
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1.1 Protocol Amendment:  Summary of Changes 

The purpose of this amendment is to incorporate changes summarized below as well as 
editorial changes.  Please reference Appendix N, "Protocol Amendment:  List of 
Changes." 

● Apply administrative changes throughout the protocol: 

Rationale:  Text was revised to correct inconsistencies, improve readability, 
and/or provide clarification. 

● Revised protocol title and description of study design where referenced 
throughout the document. 

Rationale:  Revised to more accurately describe and reflect the objective of 
the study. 

● Revised treatment failure parameters and efficacy variables where referenced 
throughout the document. 

Rationale:  Efficacy variables were revised to reflect updated scientific 
approach and statistical analyses. 

● Updated Section 1.2:  Synopsis. 

Rationale:  Synopsis was revised to match Amendment 1 changes, updated 
efficacy variables, and abbreviated entry criteria for clintrials.gov posting. 

● Section 3.6 Adalimumab Overview:  updated the number of countries for 
which Adalimumab is approved. 

Rationale:  Updated text based on information available in the Investigator 
Brochure for adalimumb. 

● Revised Figure 1:  Study Schematic. 

Rationale:  Figure was corrected and updated to reflect Amendment 1 
changes. 
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● Throughout protocol, changed the description of "active" to "active, 
inflammatory, chorioretinal and/or inflammatory retinal vascular lesion." 

Rationale:  to clarify terminology used to refer to lesions that are typically 
seen in uveitis. 

● Throughout protocol:  changed the description of "in either eye" to "in at least 
one eye." 

Rationale:  to provide further clarification. 

● Section 5.2.2 Exclusion Criteria No. 10:  changed BCVA worse than 
20/400 to 20/200 and logMar from "> 1.34" to "> 1.0." 

Rationale:  Revised text to clarify BCVA requirements for study entry. 

● Section 5.2.2 Exclusion Criteria No. 11:  added "All subjects with 
intermediate uveitis must have had a prior brain MRI at time of or after 
diagnosis of intermediate uveitis." 

Rationale:  to ensure that patients with intermediate uveitis do not have 
demyelinating disease such as multiple sclerosis, an appropriate diagnostic 
work up should include a brain MRI. 

● Throughout the document, language was added to be in alignment with Abbott 
Protocol Preparation Manual. 

Rationale:  Added wording as applicable to maintain consistency with Abbott 
standards. 

● Section 5.2.3.2 Concomitant Therapy added text regarding concomitant and 
prohibited therapies 

Rationale:  Provided additional clarification regarding the use of topical or 
systemic corticosteroids. 

● Revised text in Section 5.2.3.3 regarding Prohibited Therapy. 

Rationale:  provides additional clarification regarding prohibited 
medications.  
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● Study Activities Table 2 was revised/updated with procedures and footnotes 
as relevant. 

Rationale:  Study activities and their descriptions were added and/or revised 
to better meet protocol objectives, improve subject safety, and provide further 
clarification to sites. 

● Section 5.3.1.1 Study Procedures:  Text was updated/revised throughout this 
section as appropriate. 

Rationale:  Text was updated/revised to correct inconsistencies and to provide 
additional clarification.  

● Removed text applicable to the Czech Republic throughout the protocol. 

Rationale:  There are no sites participating from the Czech Republic. 

● Revised tests and description listed in Table 6:  Clinical Laboratory Tests. 

Rationale:  Updated tests and descriptions to be consistent with changes in 
Study Procedures and provide clarification where necessary.  

● Section 5.3.2 Drug Concentration Measurements:  added language that blood 
samples should be shipped the day they are collected. 

Rationale:  to ensure that samples are shipped to the lab in a timely manner. 

● Revised text in Section 5.3.2.2 regarding the Handling/Processing of Samples. 

Rationale:  Text was added to clarify specimen handling for PK and AAA 
collection. 

● Section 10.1 Source Documents: removed language referring to the 
Investigator(s)/institution(s) permitting study-related monitoring, audits, 
IEC/IRB review, and regulatory inspection(s), providing direct access to 
source data documents. 

Rationale:  removed duplicate information that was stated earlier in this 
section. 
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● Section 13.0 Completion of the Study:  added additional information to clarify 
the role of the Principal Investigator. 

Rationale:  to provide additional clarification to inform the PI of 
responsibilities. 

 
● Revised language throughout the Japan Sub-Study where applicable: 

○ Japan Sub-Study Section 5.2.2 Exclusion Criteria and 5.3.1.1 Study 
Procedures:  added active Hepatitis C as an exclusion criteria. 

○ Japan Sub-Study Section 5.2.2 Exclusion Criteria and 5.3.1.1 Study 
Procedures:  added positive or indeterminate β-D-glucan as an exclusion 
criteria. 

○ Japan Sub-Study Table 5 Clinical Laboratory Tests:  added testing for 
Hepatitis C virus antibody (HCV Ab) and β-D-glucan. 

○ Japan Sub-study Section 5.3.1.1 Study Procedures:  added chest x-ray at 
Final/Early Termination visit. 

○ Japan Sub-Study Section 5.3.1.1 Study Procedures: removed reference to 
having a friend assist with study drug administration. 

○ Japan Sub-Study Section Table 1 Study Activities 5.3.1.1 Study 
Procedures: added language for self-injection to start at Week 9. 

○ Japan Sub-Study Section 17.0:  removed entire section. 
○ Corrected dates in Section 18.0 Study Period. 

Rationale:  Language was added to satisfy local requirements in Japan, match 
information in the Japan Sub-Study to the main study, provide clarification 
where necessary and/or make administrative changes.  

● Japan Sub-Study Section 8.1.4 Analysis of Efficacy:  removed the following 
sentence:  An additional analysis the Time to Treatment Failure will be 
compared between the adalimumab group and the placebo group in the 
Japan ITT dataset using a log-rank test. 
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Rationale:  as agreed upon with PMDA, the primary analysis will be 
performed on the integrated ITT dataset and a statistical test to compare the 
treatment groups in the Japan ITT dataset is not necessary. 

 
An itemized list of all changes made to the protocol under this amendment can be found 
in Appendix N. 



 
Adalimumab 
M10-877 Protocol Amendment 2 
EudraCT 2009-016095-68 

 

 

 1 

1.0 Title Page 

CLINICAL STUDY PROTOCOL M10-877 

A Multicenter Study of the Efficacy and Safety of the 
Human Anti-TNF Monoclonal Antibody Adalimumab 
as Maintenance Therapy in Subjects Requiring High 

Dose Corticosteroids for Active Non-infectious 
Intermediate-, Posterior-, or Pan-uveitis 

Incorporating Amendments 1 and 2 
Abbott Investigational  
  Product: 

 
Adalimumab 

Date:  23 April 2010 
Development Phase: 3 
Study Design: A randomized, double-masked, placebo-controlled, multicenter study designed to demonstrate 

the efficacy and safety of adalimumab as maintenance therapy in adult subjects requiring high 
dose corticosteroids for active non infectious intermediate-, posterior-, or pan-uveitis. 

EudraCT Number: 2009-016095-68 
Investigators: Investigator information is on file at Abbott Laboratories (Abbott) 
Sponsor: Non-European Countries: 

Abbott Laboratories 
Dept. NJ44, Bldg. AP6C 
100 Abbott Park Road 
Abbott Park, IL  60064-6149, USA 
Japan:  Abbott Japan 
3-5-27, Mita, Minato-ku, 3 
Tokyo, 108-6302, Japan 

European Countries: 
Abbott GmbH &Co KG 
Knollstrasse 50 
67061 Ludwigshafen 
Germany 

Sponsor/Emergency 
  Contact: 

United States/Canada 
 

 
 

 
  

  
 

  

European Countries, Israel and Australia 
 

 
 

 
   

   
   

 Japan 
 

 
 

 
 

 
 

 
  

  

This study will be conducted in compliance with the protocol, Good Clinical Practice and all other applicable 
regulatory requirements, including the archiving of essential documents. 

Confidential Information 
No use or disclosure outside Abbott is permitted without prior written authorization from Abbott. 



 
Adalimumab 
M10-877 Protocol Amendment 2 
EudraCT 2009-016095-68 

 

 

 2 

1.1 Protocol Amendment:  Summary of Changes 

The purpose of this amendment is to incorporate changes summarized below as well as 
editorial changes.  Please reference Appendix N, "Protocol Amendment:  List of 
Changes." 

● Applied administrative changes throughout the protocol. 

Rationale:  Text was revised to correct inconsistencies, improve readability, 
and/or provide clarification. 

● Updated Section 1.2:  Synopsis:  added exclusion criteria and revised 
description of primary endpoints. 

Rationale:  Synopsis was revised to match entry criteria for ClinTrials.gov 
posting, added new enrollment criterion, revised description of primary 
endpoints with regard to fundus visualization, and made editorial changes. 

● Revised the description of primary endpoints throughout protocol where 
referenced. 

Rationale:  Description of primary endpoint was revised with regard to 
fundus visualization and to make editorial changes. 

● Section 5.2.2:  Revised text in exclusion criterion 30. 

Rationale:  Provide further clarification regarding the appropriate subject 
population. 

● Section 5.2.2:  Added exclusion of subjects with severe vitreous haze that 
precludes visualization of the fundus. 

Rationale:  The criterion was added to ensure the appropriate subject 
population is studied.  

● Section 5.2.3.1:  Clarified data to be captured for last uveitis flare. 

Rationale:  Text was added to provide further clarification and guidance for 
sites. 
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● Study Activities Table 2 was revised/updated with procedures and footnotes 
as relevant. 

Rationale:  Study activities and their descriptions were added and/or revised 
to correct inconsistencies and provide further clarification to sites. 

● Section 5.3.1.1 Study Procedures:  Text was updated/revised throughout this 
section as appropriate. 

Rationale:  Text was updated/revised to correct inconsistencies and to provide 
additional clarification.  

● Section 5.3.1.1 Best Corrected Visual Acuity Testing:  Removed the 
requirement that the individual performing refraction and BCVA testing not 
be the Principal Investigator nor the same person entering data on the eCRFs. 

Rationale:  Requirement updated based on updated visual acuity 
requirements.  There are no restrictions on who the BCVA examiners are for 
this study; however, they must be proficient in ETDRS refraction and ETDRS 
visual acuity measurement, and they must be certified by standardization 
vendor in both those study tasks. 

● Section 5.3.1.1 Study Procedures/Oral Prednisone Taper:  Added text 
regarding oral prednisone taper. 

Rationale:  Test was added to clarify that no deviations from the oral 
prednisone taper are allowed. 

● Section 5.3.2.1 Collection of Samples for Analysis:  Revised number of PK 
and AAA samples that will be collected. 

Rationale:  Numbers were revised to correctly reflect the number of samples 
to be collected.   

● Appendix G:  VFQ-25 Questionnaire:  Removed option to skip question 1 if 
SF-36 is completed. 

Rationale:  Language was removed to make CRF completion requirements 
consistent across all visits and avoid confusion. 
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● Revised language throughout the Japan Sub-Study where applicable: 

Rationale:  Updated/revised text as appropriate to match parent protocol. 

 
An itemized list of all changes made to the protocol under this amendment can be found 
in Appendix N. 
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1.1 Protocol Amendment:  Summary of Changes 

The purpose of this amendment is to incorporate changes summarized below as well as 
editorial changes.  Please reference Appendix O, "Protocol Amendment:  List of 
Changes." 

● Apply administrative changes throughout the protocol: 

Rationale:  Text was revised to correct inconsistencies, improve readability, 
and/or provide clarification. 

● Synopsis, Section 5.1 – Table 1, Section 5.3.3.1 – Table 9:  Removed "3 lines" 
throughout protocol when assessing Best Corrected Visual Acuity (BCVA). 

Rationale:  Administrative change to provide clarification that worsening of 
BCVA will be based on the number of letters. 

● Section 5.2.1, Inclusion Criterion No. 10:  Added "Subject with prior adequate 
response to corticosteroids (equivalent of prednisone up to 1 mg/kg/day)." 

Rationale:  An additional inclusion criterion was provided to clarify the intent 
of Exclusion Criterion No. 2 which defines the appropriate subject population 
for this trial. 

● Section 5.2.2, Exclusion Criterion No. 3:  Added Human T-Lymphotropic 
Virus Type 1 (HTLV-1), Whipple's disease, HZV (herpes zoster virus) as 
examples. 

Rationale:  Administrative change to provide additional examples of potential 
infectious causes of uveitis. 

● Section 5.2.2, Exclusion Criterion No. 12:  Revised to read "Subject has 
previous exposure to anti-TNF therapy and any biologic [including 
anti-vascular endothelial growth factor (VEGF) therapy with a potential 
therapeutic impact on non-infectious uveitis." 

Rationale:  Administrative change to provide clarification that prior 
anti-VEGF therapy is also considered exclusionary for this clinical trial. 
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● Section 5.2.3.3 Prohibited Therapy:  Added "anti-VEGF therapy" and 
"periocular, intraocular or intravitreal injections." 

Rationale:  Additional clarification that anti-VEGF therapy, periocular, 
intraocular or intravitreal injections are not allowed during the study. 

● Section 5.3.1.1 – Table 2:  Added Magnetic Resonance Imaging (MRI). 

Rationale:  Added to satisfy Exclusion Criterion No. 11 and to ensure the 
appropriate subject population is studied. 

● Section 5.3.1.1:  Indicated the correct order the eye exams are to be 
performed. 

Rationale:  Documentation added to ensure that the tests are done in the 
correct order to maximize the result of these procedures.  

● Section 5.3.1.1 Physical Examination:  Provided instruction on the appropriate 
qualifications of the physician performing the physical exam. 

Rationale:  Clarification added to ensure it is understood that a 
comprehensive physical assessment should be completed by a qualifying 
physician. 

● Section 5.3.3.2, Section 8.1.4, Appendix N:  Addition of change in Anterior 
Chamber (AC) cells. 

Rationale:  Added text to indicate that information collected on AC cell 
count/grade would not only be a component of the primary endpoint but also 
be evaluated as a secondary efficacy variable. 

● Appendix G:  Added Corticosteroid Conversion table. 

Rationale:  To provide guidance on how various types of corticosteroid can be 
converted to equivalent prednisone doses when reporting a subject's uveitis 
flare and treatment history at the Screening visit. 
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● Appendix N, Section 5.3.1 – Table 2, Section 5.3.1.1 – Table 6:  Added 
Human Immunodeficiency Virus (HIV) testing at Screening visit for Japanese 
subjects. 

Rationale:   Added to satisfy local requirements in Japan. 

● Appendix N, Section 5.3.1.1:  Added additional instruction for chest x-ray 
documentation requirement. 

Rationale:  Added to provide detailed instructions. 

 
An itemized list of all changes made to the protocol under this amendment can be found 
in Appendix O. 
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1.1 Protocol Amendment:  Summary of Changes 

The purpose of this amendment is to incorporate changes summarized below as well as 
editorial changes.  Please reference Appendix O, "Protocol Amendment:  List of 
Changes." 

● Section 5.2.1:  Inclusion Criterion No. 9 and Section 5.3.1.1 – Study 
Procedures. 
○ Added option to use QuantiFERON®-TB Gold for tuberculosis screening. 
○ Removed text requiring reading of PPD test at study site. 
○ Added text indicating TB screening tests are performed locally. 
○ Added instruction that subjects with positive PPD and or 

QuantiFERON®-TB Gold, history of active or latent tuberculosis [TB] or 
chest x-ray indicative of latent TB will be required to initiate and take at 
least 2 weeks of an ongoing course of prophylaxis prior to starting study 
therapy. 

○ Added instruction that subjects (with positive PPD and or 
QuantiFERON®-TB Gold, history of active or latent tuberculosis [TB] or 
chest x-ray indicative of latent TB) with documented completion of Center 
for Disease Control (CDC) recommended prophylaxis may conditionally 
be permitted to enroll. 

○ Added requirement to screen for TB by PPD or QuantiFERON®-TB Gold 
annually.  

○ Added instructions to follow in the event PPD and QuantiFERON®-TB 
Gold testing are both completed. 

○ Added increase of screening period up to 45 days if a subject is required to 
receive ≥ 28 days of TB prophylaxis. 

Rationale:  Changed to accommodate variation in clinical site regions and 
procedures, to comply with current investigational product safety and 
protocol requirements and to ensure that subjects are able to tolerate the 
required prophylaxis therapy prior to study drug exposure. 
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● Section 5.2.2:  Exclusion Criterion No. 15. 
○ Changed to exclude subjects with 1 immunosuppressive therapy with dose 

increase within previous 28 days or who are on a dose outside of the 
allowed range listed. 

○ Clarified that the dose of 1 allowable concomitant immunosuppressive 
therapy must be in the allowable range at Baseline. 

Rationale:  Changed text of criteria to clarify allowable immunosuppressive 
usage. 

● Section 5.2.2:  Exclusion Criterion No. 21. 
○ Added text to exclude subjects with macular edema due to diabetic 

retinopathy. 
Rationale:  Added to help ensure that clinical manifestation of comorbidities 
do not interfere with evaluations in the study.   

● Section 5.2.2:  Exclusion Criteria 
○ Exclusion Criterion No. 29:  Changed description of demyelinating 

disease.  
○ Exclusion Criterion No. 30:  Expanded and clarified description of 

exclusionary infections. 
○ Exclusion Criterion No. 46:  Clarified that subjects with an active systemic 

viral infection or any active viral infection that based on the investigator's 
clinical assessment makes the subject an unsuitable candidate for the study 
is excluded. 

Rationale:  Changed texts of criteria to further clarify excluded medical 
conditions. 

● Section 5.2.2 Exclusion Criteria and Section 5.2.3.3 Prohibited Therapy: 
○ Exclusion Criteria No. 41 and 42:  Added Ozurdex® (dexamethasone 

implant) and intravitreal methotrexate (MTX) as prohibited therapy. 
Rationale: To ensure appropriate subject population for enrollment. 
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● Section 5.2.2:  Exclusion Criterion 43:  Added exclusion criterion that allows 
the prior use of intravitreal anti-vascular endothelial growth factor (VEGF) 
therapy provided a 3 month washout period from Baseline is observed.  The 
concomitant use of this medication remains prohibited. 

Rationale:  It has been determined that the use of intravitreal anti-VEGF 
therapy 3 months or more prior to the Baseline will not affect the safety or 
efficacy of subjects. 

● Section 5.2.2 Exclusion Criteria and Section 5.2.3.3 Prohibited Therapy: 
○ Exclusion Criterion No. 44:  Added text to exclude use of marijuana 

including medical marijuana in the previous 12 months of Baseline. 
Rationale:  To ensure the subject is not at risk for aspergillus since commonly 
found in marijuana. 

● Section 5.2.2:  Exclusion Criterion No. 45, Section 5.3.1.1 Study Procedures, 
Table 2:  Study Activities, Table 6:  Clinical Laboratory Tests: 
○ Added HBV-DNA, hepatitis B core and surface antibodies to hepatitis B 

screening assays; 
○ Revised exclusion criteria to exclude hepatitis B surface antigen (HBsAg) 

positive subjects or subjects who are positive for either hepatitis surface 
antibodies (HBsAb) and/or core antibodies (HBcAb, Total), and 
HBV-DNA PCR result that meets or exceeds detection sensitivity. 

Rationale:  Added to provide additional hepatitis screening tools and 
explicitly state that positive lab results for hepatitis B are exclusionary. 

● Section 5.2.3.1:  Prior Therapy: 
○ Revised to record route of administration of prior therapy; 
○ Added instruction to record systemic corticosteroid dose at Baseline visit 

prior to protocol required prednisone dose and taper. 
○ Added instruction for eCRF entry of medications used prior to screening, 

ongoing at screening or started after screening. 
○ Revised section to distinguish between uveitis and non-uveitis 

medications. 
Rationale:  Revised to clarify data recording requirements for medications. 
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● Table 2:  Study Activities and Section 5.3.1.1:  Study Procedures:  Added 
weight to Unscheduled visit assessments. 
Rationale:  Added to ensure the completion of this assessment at subject's last 
visit. 

● Table 2:  Study Activities Footnote "b.":  Added instruction for additional 
chest x-rays if warranted and/or if chest x-ray is inconclusive. 
Rationale:  Added for consistency with Section 5.3.1.1. 

● Table 2:  Study Activities, Section 5.3.1.1:  Study Procedures 
○ Added instruction for increased frequency of urine pregnancy test in 

Austria. 
Rationale:  To comply with country requirements. 

● Table 2:  Study Activities, Section 5.3.1.1:  Study Procedures, Table 6:  
Clinical Laboratory Tests: 
○ Added instruction for required action in the event of a positive urine 

pregnancy test. 
Rationale:  Needed to ensure confirmatory test is completed. 

● Table 2:  Study Activities and Table 6:  Clinical Laboratory Tests: 
○ Added description of reflex microscopic urinalysis laboratory testing. 
Rationale:  Changed to adequately convey protocol instructions in regards to 
laboratory testing and to comply with current investigational product protocol 
requirements. 

● Section 5.3.1.1:  Study Procedures:  Added text to allow some variations in 
the order of eye assessments but requires slit lamp examination prior to 
dilation of eyes. 
Rationale:  To aid consistency in the anterior chamber cell count assessment. 

● Section 5.3.1.1:  Study Procedures:  Changed text to allow medically qualified 
personnel to conduct physical exams. 
Rationale:  Added to accommodate variations in clinical site procedures. 

● Section 5.3.1.1:  Study Procedures and Appendix N:  Added review and 
signature of ECG and MRI by qualified physician and Investigator in addition 
to a review and signature of chest x-ray by Principal Investigator.  
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Rationale:  Added to request documentation of appropriate investigator and 
principal investigator oversight of test results. 

● Section 5.3.1.1:  Study Procedures and Appendix N:  If at Week 52, a subject 
has a positive TB test subjects will undergo a standard CXR. 
Rationale:  To aid investigators in evaluating the ongoing TB status of 
subjects. 

● Section 5.3.1.1:  Study Procedures: 
○ Added instruction that MRI report indicate the presence or absence of 

demyelinating disease. 
Rationale:  To ensure appropriate subject population for enrollment. 

● Section 5.3.1.1:  Study Procedures:  Added criteria that AREDS classification 
does not apply to a subject with pseudophakia.  
Rationale:  AREDS classification cannot be evaluated in subjects with 
pseudophakia. 

● Section 5.3.1.1:  Study Procedures:  Added instruction to use a consistent 
examination technique and instrument for indirect ophthalmoscopy 
throughout the study. 
Rationale:  Added to help ensure consistency of evaluation. 

● Section 5.3.1.1:  Study Procedures:  Added instruction to record the number of 
lesions, the location (s) and size(s) of each.  
Rationale: To aid in the assessment of lesions at future visits.  

● Section 5.3.1.1:  Study Procedures: Removed requirement that Screening visit 
fundus photo is evaluated prior to the Baseline visit.  Removed central reader's 
precedence if the central reader's assessment varies from the investigator's 
clinical assessment. 
Rationale:  Dilated indirect ophthalmoscopy is performed to determine the 
absence/presence of active, inflammatory, chorioretinal and/or inflammatory 
retinal vascular lesions.  The intent of fundus photography is to be used as 
supporting documentation and should not be used as the primary evaluation 
to determine the absence/presence of active, inflammatory, chorioretinal 
and/or inflammatory retinal vascular lesions, because fundus imaging does 
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not always reliably capture what the investigator could visualize with dilated 
indirect ophthalmoscopy. 

● Table 2:  Study Activities, Section 5.3.1.1:  Study Procedures, Table 6: 
○ ANA/Anti-dsDNA testing added as a requirement at the Screening Visit or 

at next scheduled visit if subject completes Screening Visit prior to 
IEC/IRB approval of global Protocol Amendment 4. 

○ Added instruction that during participation the ANA test can be repeated if 
a subject develops signs or symptoms suggestive of lupus (i.e., as part of 
the work-up for a potential lupus adverse event). 

Rationale:  Added to document the subject's ANA status prior to starting study 
drug and allow for repeat testing as medically warranted during study 
participation. 

● Section 5.4.1:  Discontinuation of Individual Subjects: 
○ Added detail to clarify eligibility evaluation expectation in regards to 

dysplasia of the gastrointestinal tract; 
○ Added discontinuation criteria of diagnosis of lupus like syndrome, 

multiple sclerosis or demyelinating disease and text to clarify existing 
discontinuation criteria;  

○ Added non-compliance with TB therapy as discontinuation criteria; 
○ Added description of minimum documentation necessary to classify a 

subject as being lost to follow-up. 
Rationale:  Changed to ensure that the appropriate subjects are discontinued. 

● Section 5.5.7:  Drug Accountability:  Added prednisone drug accountability 
instruction and removed CRA verification of study drug inventory 
responsibility. 
Rationale:  The IWR drug accountability only records whole tablets.  To 
assure that all unused tablets are returned the round up rule was established.  
Exact subject dosing compliance is monitored through the milligrams of 
prednisone received as recorded on the Subject Dosing Diary and in the 
eCRF and to comply with Abbott procedure.  The change of inventory 
responsibility is to adhere with Abbott procedure for study drug 
accountability. 
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● Appendix N:  Japan Sub-study – Section 5.2.2:  Exclusion Criterion 101:  
Added instruction for selecting subjects who undergo additional tuberculosis 
screening and who should receive prophylactic therapy. 
Rationale:  Added to comply with Japanese Pharmaceuticals and Medical 
Devices Agency request. 

● Appendix N:  Japan Sub-study – Section 5.2.2:  Exclusion Criterion 102:  
Removed descriptions of infections since they are common to and included in 
the main study exclusion criteria. 
Rationale:  Changed to clarify excluded medical conditions. 

● Appendix N:  Japan Sub-study Section 5.3.1.1 Study Procedures:  Removed 
RPR from sub-study since now consistent with main study.  
Rationale:  Removed since this test is part of the main protocol. 

● Appendix N:  Japan Sub-study Table 2:  Removed study activities that were 
the same in the main protocol. 
Rationale:  Removed since these are part of the main protocol. 

● Apply administrative changes throughout the protocol: 
○ Text was revised to correct inconsistencies, improve readability, update 

information, and/or provide clarification. 
○ Section 1.0 and Section 6.5:  Updated Sponsor Contact information. 
○ Section 1.2:  Updated synopsis to match changes in the main protocol. 
○ Section 1.0:  Title Page:  Added study acronym. 
○ Section 1.0:  Title Page and Section 6.5:  Adverse Event Reporting:  

Changed Sponsor/Emergency Contact. 
○ Section 1.3:  List of Abbreviations and Definition of Terms:  Added ANA 

and hepatitis assays. 
○ Section 3.6:  Adalimumab Overview:  Updated date of current approval 

status and number of countries where adalimumab is approved for 
rheumatoid arthritis. 

○ Section 3.6:  Adalimumab Overview:  Updated adalimumab indications 
approved in Japan. 
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○ Section 5.1:  Overall Study Design and Plan:  Removed the limit on the 
number of times a subject may re-screen for study entry.  Added 
instruction to contact the clinical project team and medical monitor in the 
event a subject screens more than twice. 

○ Section 5.1:  Overall Study Design and Plan:  Added text to further clarify 
and describe the required prior corticosteroid use and response. 

○ Section 5.1:  Overall Study Design and Plan:  Added further clarification 
of instruction for evaluation of both eyes for eligibility and treatment 
failure. 

○ Section 5.2.1:  Inclusion Criteria No. 3, 4 and 10:  Added prednisone 
description to clarify route of administration. 

○ Section 5.2.1:  Inclusion Criterion No. 5:  Clarified approved type of 
contraceptive. 

○ Section 5.2.2:  Updated Rationale for Exclusion Criteria. 
○ Table 2 and Appendix N:  Footnote "J2.":  Added instruction in the event 

dosing is not done at subject's home. 
○ Table 2 and Section 5.3.1.1:  Changed the order of appearance of study 

procedures to more closely reflect visit expectations. 
○ Section 5.3.1.1:  Study Procedures and Appendix N:  Japan Substudy:  

Removed addresses for the various ICON Laboratories locations because 
the information is available in the laboratory manual. 

○ Section 5.3.2.1:  Collection of Samples for Analysis:  Added text to 
explain that PK and AAA blood volume collected could increase if 
Unscheduled visits occur prior to Week 52.  

○ Section 6.4:  Adverse Event Collection Period:  Added follow-up 
instruction for subjects who enter Study M11-327. 

○ Section 6.6 Pregnancy:  Removed Puerto Rico as participating location of 
pregnancy registry. 

○ Section 7.0:  Protocol deviations:  Further defined reportable protocol 
deviations. 

○ Section 10.2:  Case Report Forms:  Added further clarification regarding 
the completion of subject questionnaires. 
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○ Appendix F:  Day 70 Follow up:  Added minimal contact requirements.  
 
An itemized list of all changes made to the protocol under this amendment can be found 
in Appendix O. 
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1.1 Protocol Amendment:  Summary of Changes 

The purpose of this amendment is to incorporate the changes summarized below as well 
as editorial changes: 

● Section 5.2.2 Exclusion Criterion No. 47 and Section 5.2.3.3 Prohibited 
Therapy:  Added text to exclude use of systemic carbonic anhydrase inhibitor 
within 1 week prior to Screening visit and as prohibited therapy. 
Rationale:  Use of systemic carbonic anhydrase inhibitor can be a therapeutic 
option for macular edema; a change in macular edema can impact the visual 
acuity and Optical Coherence Tomography (OCT) parameters which are 
outcome measures. 

● Section 5.3.1 Efficacy and Safety Measurements Assessed and Flow Chart, 
Table 2 Study Activities, Section 5.3.1.1 Study Procedures and Table 6 
Clinical Laboratory Tests:  Provided details of the nature of syphilis 
confirmatory testing. 
Rationale:  To clarify syphilis confirmatory testing by fluorescent treponemal 
antibodies (FTA) if the rapid plasma reagin (RPR) is positive.  

● Section 5.3.1 Efficacy and Safety Measurements Assessed and Flow Chart, 
Table 2:  Added instruction to evaluate subjects for treatment failure criteria at 
Unscheduled visits (as applicable) and complete Unscheduled visit activities 
per the investigator's clinical judgment.  
Rationale:  Clarification of Unscheduled visit instruction.  

● Section 5.3.1.1 Study Procedures:  Added instruction to use the same fundus 
camera throughout the study per subject. 
Rationale:  To avoid any differences in the set-up between systems that 
potentially affects image appearance.  

● Apply administrative changes throughout the protocol: 
○ Section 1.3:  Addition of FTA to abbreviation list; 
○ Section 5.3.1.1:  Changed order of appearance of eye exams; 
○ Section 5.1:  Updated study schematic to add the word "oral" to 

prednisone. 
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An itemized list of all changes made to the protocol under this amendment can be found 
in Appendix O. 
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1.1 Protocol Amendment:  Summary of Changes 

The purpose of this amendment is to incorporate the changes summarized below as well 
as editorial changes.  Administrative Change 1 has been incorporated into this amended 
protocol.  Administrative Change 1 updated the phone number for Dr. Oscar Cuzzani in 
Section 6.5 Adverse Event Reporting. 

● Section 5.1 Overall Study Design and Plan, Figure 1, Section 5.2.1 Inclusion 
Criterion No. 3 and 4, Section 5.6.3 Suitability of Subject Population:  
Description:  Limited the maximum corticosteroid (or equivalent) dosage at 
study start to ≤ 60 mg/day. 

Rationale:  To select the population that responds adequately to 
corticosteroids to control the uveitis. 

● Section 5.1 Overall Study Design and Plan:  Description:  Clarified that there 
will be a 80 mg subcutaneous (SC) loading dose at Baseline followed by 
40 mg doses every other week (eow) starting at Week 1. 

Rationale:  To clarify study drug dosing. 

● Section 5.1 Overall Study Design and Plan:  Description:  Added Magnetic 
Resonance Imaging (MRI) as a test that does not need to be repeated for 
re-screening provided the conditions in Section 5.3.1.1 are met and no more 
than 3 months (90 days) have passed. 

Rationale:  To make consistent with the new requirement that an MRI must be 
completed no more than 90 days prior to Screening. 

● Section 5.2.1 Inclusion Criterion No. 5:  Removed language regarding 
negative pregnancy tests at Screening and Baseline.  

Rationale:  To remove duplicate language already covered in Exclusion 
Criterion No. 32. 
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● Section 5.2.1 Inclusion Criterion No. 9, Table 1 Study Activities Footnote D, 
and Section 5.3.1.1 Study Procedures:  Removed allowance for subjects with 
positive TB tests except in the case where a subject received a BCG 
vaccination or has a history of an ulcerative reaction to a PPD skin test.  If the 
PPD test is positive, the QuantiFERON®-TB Gold test (or equivalent) must be 
performed.  If the QuantiFERON®-TB Gold test (or equivalent) is negative, 
the subject is eligible. 

Rationale:  To specifically exclude subjects that might have an infectious 
(specifically:  tuberculosis) origin of their uveitis and to prevent unnecessary 
harm due to PPD skin test if this harm has been documented in the past. 

● Section 5.2.2 Exclusion Criterion No. 10:  Changed Best Corrected Visual 
Acuity (BCVA) score to less than 34 letters (ETDRS [Early Treatment 
Diabetic Retinopathy Study]). 

Rationale:  Replaced Snellen acuity equivalent score in this exclusion 
criterion to clarify that a subject will be excluded if he/she reads less then 
34 letters on the BCVA assessment in either eye, because the Snellen acuity 
equivalent score is not used throughout the assessments within our clinical 
trial. 

● Section 5.2.2 Exclusion Criterion No. 11, Table 1 Study Activities Table 
Footnote C and Section 5.3.1.1 Study Procedures:  Added to criterion to 
require an MRI report to include a statement that reveals no hint of 
demyelinating disease such as multiple sclerosis for subjects who have 
intermediate uveitis or panuveitis that have signs of intermediate uveitis 
(e.g., presence of snowbanking or snowballs).  The MRI report must be 
completed within 90 days prior to the Baseline visit. 

Rationale:  To ensure the safety of subjects who have intermediate or 
panuveitis with signs of intermediate uveitis and more recent demyelinating 
disease is recognized before entering the study. 

● Section 5.2.2 Exclusion Criterion No. 12:  Clarified language to include 
anti-TNF (Tumor Necrosis Factor therapy) or any biologic therapy. 
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Rationale:  Further clarification to ensure that the appropriate subjects are 
enrolled. 

● Section 5.2.2 Exclusion Criterion No. 17:  Added exclusion for those subjects 
who have had Retisert® (glucocorticosteroid implant) removed less than 
90 days before the Baseline visit or have had complications related to the 
removal of the device. 

Rationale:  Subjects who have had a Retisert® (glucocorticosteroid implant) 
removed do not have the same long term risk as those subjects who continue 
to have the implant.  With the proper washout period for successful removal, 
subjects are then eligible for the study.  This is also consistent with Exclusion 
Criterion No. 19 which excludes subjects with a history of prior ocular 
surgery within 90 days prior to the Baseline visit. 

● Section 5.2.2 Exclusion Criterion No. 21:  Changed exclusion of subjects with 
macular edema due to diabetic retinopathy to subjects with clinically 
significant macular edema due to diabetic retinopathy. 

Rationale:  To apply most appropriate technical language for diabetic 
retinopathy. 

● Section 5.2.2 Exclusion Criterion No. 38, Table 2 Study Activities Footnote 
G, Section 5.3.1.1 Study Procedures, Table 6 Clinical Laboratory Tests and 
throughout protocol:  Modified that both Fluorescent Treponemal Antibody 
(FTA) and Rapid Plasma Reagin (RPR) must be tested.  If RPR or FTA is 
positive, the subject would be excluded. 

Rationale:  To ensure the subject does not have syphilis prior to enrollment. 

● Section 5.2.2 Exclusion Criterion No. 44 and Section 5.2.3.3 Prohibited 
Therapy:  Added "recreational" marijuana to exclusion criteria. 

Rationale:  Further clarification to ensure that the appropriate subjects are 
enrolled. 



 
Adalimumab 
M10-877 Protocol Amendment 6 - Global 
EudraCT 2009-016095-68 

 

 

 5 

● Section 5.2.2 Exclusion Criterion No. 45:  Clarified the Hepatitis B tests to be 
Total and/or HBsAb positive. 

Rationale:  Further clarification to ensure that the appropriate subjects are 
enrolled. 

● Section 5.2.2 Exclusion Criterion No. 48:  Added criterion to exclude subjects 
with macular edema as the only sign of uveitis. 

Rationale:  To clarify that subjects need to have other signs of uveitis apart 
from macular edema to enter the study. 

● Section 5.2.2 Exclusion Criterion No. 49:  Added criterion to exclude subjects 
with a history of scleritis. 

Rationale:  To ensure that the appropriate subjects are enrolled.  The 
treatment of scleritis may be a confounder to uveitis. 

● Section 5.2.2 Exclusion Criterion No. 50:  Added criterion to exclude subjects 
who require TB-prophylaxis. 

Rationale:  To ensure that subjects do not enter the study with active or latent 
TB and to avoid the potential confounding effect of TB-prophylaxis on the 
active inflammation if secondary to TB infection.  Different from other 
indications for adalimumab, TB is an underlying disease for uveitis and TB 
prophylaxis may overlook the early detection of TB uveitis.  Therefore, Abbott 
has decided to exclude subjects who require TB-prophylaxis from 
adalimumab uveitis studies, for the safety of the subject. 

● Section 5.2.3.3 Prohibited Therapy:  Added "any TB-prophylaxis therapy 
(except for those subjects entering the study prior to Amendment 6)" to list of 
prohibited medications during the study. 

Rationale:  To prevent the introduction of a confounding factor in the study. 

● Section 5.2.3.3 Prohibited Therapy:  Added "Retisert® (glucocorticosteroid 
implant)" to list of prohibited medications during the study. 

Rationale:  To prevent the introduction of a confounding factor in the study. 
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● Table 2 Study Activities Footnote P, Section 5.3.1.1 Study Procedures and 
Table 6 Clinical Laboratory Tests, Footnote D:  Added urine pregnancy tests 
to be performed locally for all visits from Baseline to the Final/Early 
Termination visit. 

Rationale:  Change implemented to ensure that subjects of childbearing 
potential are carefully screened throughout the entire clinical trial. 

● Table 2 Study Activities Footnote P and Section 5.3.1.1 Study Procedures:  
Removed specific urine pregnancy requirement for Austria. 

Rationale:  Language was updated to be in line with all local requirements. 

● Section 5.3.1.1 Study Procedures:  Added language on the order of 
assessments for when a subject meets treatment failure. 

Rationale:  To provide clarification when the re-order of assessments is not 
considered a violation of the protocol. 

● Section 5.3.1.1 Study Procedures:  TB Screening:  Added that if a repeat 
QuantiFERON®-TB Gold (or equivalent) result is indeterminate, this should 
be considered a positive test result. 

Rationale:  To provide further clarification when a repeat QuantiFERON®-TB 
Gold (or equivalent) is performed. 

● Section 5.3.1.1 Study Procedures:  Optical Coherence Tomography (OCT):  
Added that although it is preferred the sites complete OCT measurements 
following pupil dilation, it is important that the site conducts the scans 
consistently across each subject throughout the study. 

Rationale:  To ensure consistent OCT measurement throughout the study. 

● Section 5.3.1.1 Study Procedures:  Dilated Indirect Ophthalmoscopy:  Added 
instruction to record the number of lesions, the location(s), size(s) and 
whether the lesions are active or inactive of each with a retinal drawing. 

Rationale:  To aid in the assessment of lesions at future visits. 
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● Section 5.3.1.1 Study Procedures:  Fundus Photography:  Added that if there 
is a discrepancy between the investigator and the central reader's assessment 
of inflammatory lesions, the reason must be documented after discussion with 
Abbott and/or the central reader. 

Rationale:  To clarify appropriate documentation for disagreement between 
the investigator and the central reader. 

• Section 5.3.3.2 Secondary Variables, Section 8.1.4 Analysis of Efficacy 
Appendix N Section 8.1.4 Analysis of Efficacy:  Changed secondary efficacy 
variable and analysis to be percent change in central retinal thickness.  

● Rationale:  To clarify how the change in central retinal thickness will be 
analyzed.  

● Section 5.4.1 Discontinuation of Individual Subjects:  Revised 
non-compliance with TB-prophylaxis to be only for those subjects enrolled 
prior to this Amendment 6. 

Rationale:  To be consistent with revised Inclusion Criterion No. 9. 

● Section 5.4.1 Discontinuation of Individual Subjects:  Added reason for 
discontinuation of subjects who have a positive PPD test or positive 
QuantiFERON®-TB Gold test (or equivalent) at Week 52.  In the case where 
the subject has received a BCG vaccination or has a history of an ulcerative 
reaction to a PPD skin test, and has a positive PPD test, a QuantiFERON®-TB 
Gold test (or equivalent) must be performed.  If the result of the 
QuantiFERON®-TB Gold test (or equivalent) is positive the subject will be 
withdrawn from the study. 

Rationale:  To be consistent with revised Inclusion Criterion No. 9. 

● Section 6.1.1 Adverse Event:  Added that worsening in severity of a reported 
adverse event should be reported as a new adverse event. 

Rationale:  To ensure adverse events that change in severity are accurately 
documented. 

● Section 6.1.1.1 Uveitis-Related Events:  Added hypotony to the list of 
uveitis-related events. 
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Rationale:  To ensure that hypotony (which is associated with choroidal and 
retinal changes) is listed as a uveitis-related event. 

● Section 7.0 Protocol Deviations:  Added language for subjects who meet 
treatment failure criteria but are not withdrawn within 14 days following 
confirmation of treatment failure at a visit. 

Rationale:  To clarify when subjects should be withdrawn after meeting 
treatment failure criteria. 

● Appendix N:  Japan Sub-Study:  Removed Inclusion Criteria 101 and 102, 
Exclusion Criterion 101, Japan-specific TB Screening line in Study 
Activities Table – Japan Sub-Study, Japan-specific footnote D and Section 
5.3.1.1 in Japan Sub-Study TB Screening. 

Rationale:  To increase the safety of subjects based on new medical 
advancements on TB screening and testing and to make enrollment across all 
regions similar to avoid bias in the entry criteria (see Inclusion Criterion 
No. 9 in main protocol). 

● Applied administrative changes throughout the protocol: 
○ Throughout protocol:  Added "(or equivalent)" to QuantiFERON®-TB 

Gold test to be consistent with inclusion criteria. 
○ Section 1.0:  Updated the sponsor emergency contact information for 

Japan. 
○ Section 1.2:  Updated the synopsis to match changes in the main protocol. 
○ Section 1.2:  Synopsis, Section 5.3.3.2 Secondary Variables, Section 8.1.4 

Analysis of Efficacy, Appendix N: Added detail to secondary efficacy 
variable analysis of change in VFQ-25 score. 

○ Section 3.6:  Adalimumab Overview:  Updated date of current approval 
status and number of countries where adalimumab is approved for 
rheumatoid arthritis. 

○ Section 3.6:  Adalimumab Overview:  Updated date of current 
adalimumab approval status in Japan. 
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○ Section 5.2.2 Exclusion Criterion No. 43:  Changed exclusion of 
anti-VEGF therapy period from 3 months to 90 days to ensure consistency 
among other exclusion criteria. 

○ Section 5.2.2 Rationale for Exclusion Criteria:  Updated numbering. 
○ Table 2 Study Activities:  Removed requirement to monitor concomitant 

medications at the 70-day follow-up to be in line with 70-day follow-up 
procedures. 

○ Table 2:  Study Activities Footnote Q:  Added unscheduled visit for PK 
collection to be in line with the Table 2 Study Activities Table. 

○ Section 5.3.1.1 Study Procedures:  Revised order of questionnaires to 
more accurately reflect visit expectations. 

○ Section 5.3.1.1 Study Procedures:  Clarified language regarding order of 
questionnaire assessments at time of treatment failure. 

○ Section 5.3.1.1 Study Procedures:  Pregnancy Tests:  Added definition of 
non-childbearing potential to be in line with Inclusion Criterion No. 5. 

○ Section 5.5.2.2 Storage and Disposition of Study Drug in parent protocol 
and in Appendix N:  Moved paragraph related to temperature logs to 
beginning of section as it covers all study medication. 

○ Section 5.5.2.2 Storage and Disposition of Study Drug in parent protocol 
and in Appendix N:  Clarified that both refrigerated and room temperature 
must be recorded each business day to document proper function. 

○ Section 5.5.3 Method of Assigning Subjects to Treatment Group:  
Changed name of IVRS/IWRS vendor from  
to  

○ Section 6.5 Adverse Event Reporting:  Modified the phone number for 
Dr. Oscar Cuzzani. 

○ Appendix B. List of Protocol Signatories:  Updated list of signatories to 
reflect the current Project Director,  and Assistant Director of 
Pharmacokinetics, . 

○ Appendix N. Japan Sub-Study:  Updated Study Period to end in 
September 2013. 
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● Text was revised to correct inconsistencies, improve readability, and/or 
provide clarification. 

 
An itemized list of all changes made to the protocol under this amendment can be found 
in Appendix O. 
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1.1 Protocol Amendment:  Summary of Changes 

The purpose of this amendment is to incorporate the changes summarized below as well 
as editorial changes. 

● Section 1.2 Synopsis, Section 5.2 Selection of Study Population, 
Section 5.5.2.2 Storage and Disposition of Study Drugs, Appendix N 
Section 5.2 Selection of Study Population 

Description:  Increased the potential number of sites and countries where the 
study will be conducted. 

Rationale:  To accurately reflect the number of sites and countries that are 
planned to ensure timely enrollment of the study. 

● Section 1.2 Synopsis, Section 5.2.1 Inclusion Criterion No. 9 and 
Section 5.3.1.1 Study Procedures 

Description:  Revised language to include subjects with either negative PPD 
(< 5 mm of induration) or negative QuantiFERON®-TB Gold test (or 
Interferon-Gamma Release Assay [IGRA] equivalent) as eligible.  Only one 
TB test is permitted to allow the subject in the study.  Subjects with a repeat 
indeterminate QuantiFERON®-TB Gold test (or IGRA equivalent) result are 
not eligible. 

Rationale:  The changes reflect new CDC guidelines on TB screening and the 
recommendation of the IDMC to adopt these changes in the protocol.  The 
new changes have eliminated the need of a QuantiFERON®-TB Gold reflex 
test in the case of BCG vaccination.  Subjects with a BCG vaccination and 
positive PPD are excluded.  Subjects with a positive TB Test (either PPD or 
QuantiFERON®-TB Gold) are excluded irrespective of BCG vaccination 
history. 
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● Section 1.2 Synopsis, Section 5.2.1 Inclusion Criterion No. 9, Section 5.3.1.1 
Study Procedures 

Description:  Added that subjects with "previous" TB are also not eligible for 
this study. 

Rationale:  To rule out the possibility of TB uveitis as a potential confounding 
factor. 

● Section 1.2 Synopsis, Section 5.2.2 Exclusion Criteria No. 2 and 51 

Description:  Separated original Exclusion Criterion 2 into two exclusion 
criteria (Exclusion Criteria 2 and 51). 

Rationale:  Revised for clarity. 
● Section 1.2 Synopsis, Section 5.2.2 Exclusion Criterion No. 10 

Description:  Specified that Exclusion Criterion No. 10 is applicable to the 
Baseline visit only.  

Rationale:  To provide further clarification. 
● Section 1.2 Synopsis, Section 5.2.2 Exclusion Criterion No. 10 

Description:  Reduced the number of letters a subject must read for Best 
Corrected Visual Acuity (BCVA) to 20 letters. 

Rationale:  As patients with uveitis can have a wide range of vision, the BCVA 
criterion has been changed to a minimum of 20 letters to allow subjects with 
further reduced vision to enter the study.  The change does not alter the safety 
or primary outcome variables. 

● Section 1.2 Synopsis, Section 5.2.2 Exclusion Criterion No. 11, 
Section 5.3.1.1 Study Procedures 

Description:  Clarified that an MRI is required if the subject has signs of 
intermediate uveitis that also includes the subject's history of snowbanking or 
snowballs. 

Rationale:  To ensure subjects are properly screened for a demyelinating 
disease. 
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● Section 1.2 Synopsis, Section 5.2.2 Exclusion Criteria No. 14 and 15, 
Section 5.2.3.2 Concomitant Therapy, Section 5.2.3.3 Prohibited Therapy 

Description:  Added an equivalent drug to mycophenolate mofetil at an 
equivalent dose approved by the Medical Monitor as an alternative for regions 
that do not have mycophenolate mofetil.  

Rationale:  Mycophenolic acid is an equivalent to mycophenolate mofetil 
available in Europe but not in the US.  This will allow an increase in 
enrollment while not changing safety and efficacy parameters. 

● Section 1.2 Synopsis, Section 5.2.2 Exclusion Criteria No. 14 and 15, 
Section 5.2.3.2 Concomitant Therapy, Section 5.2.3.3 Prohibited Therapy 

Description:  Added tacrolimus as an acceptable concomitant 
immunosuppressant.  

Rationale:  To allow subjects additional immunosuppressant options that are 
commonly used in ophthalmological practice. 

● Section 1.2 Synopsis, Section 5.2.2 Exclusion Criteria No. 16 and 52, 
Section 5.2.3.3 Prohibited Therapy 

Description:  Altered Exclusion Criterion 16 to separate the requirements for 
chlorambucil and cyclophosphamide.  Created Exclusion Criterion 52 to allow 
prior use of cyclophosphamide provided a 30 day washout prior to Baseline is 
observed.  Added chlorambucil and cyclophosphamide to prohibited 
concomitant medication list.  

Rationale:  After further evaluation, previous use of cyclophoshamide is not 
expected to affect the safety of subjects enrolled in this study.  Chlorambucil 
will not be allowed before and during the study because of continued safety 
concerns. 
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● Section 1.2 Synopsis, Section 5.2.2 Exclusion Criterion No. 18 

Description:  Reduced the washout period for intraocular or periocular 
corticosteroids to 30 days.  

Rationale:  If the uveitis is active it is evident that local corticosteroids are not 
sufficiently effective.  

● Section 1.2 Synopsis, Section 5.2.2 Exclusion Criterion No. 43 

Description:  Reduced intravitreal anti-VEGF therapy washout periods for 
Lucentis® (ranibizumab) or Avastin® (bevacizumab) to 45 days of the 
Baseline visit or for anti-VEGF Trap (Aflibercept) for 60 days of the Baseline 
visit.  

Rationale:  The shorter washout is justified due to the only local 
administration of anti-VEGF which is not expected to interfere with systemic 
anti-TNF in subjects with active uveitis.  

● Section 3.7 Benefits and Risks 

Description:  Changed title of section to more accurately reflect language and 
added additional information on the benefits and risks of adalimumab.  

Rationale:  To provide more clarification on the benefits and risks of 
adalimumab.  No new risks or benefits were added. 

● Section 5.1 Overall Study Design and Plan:  Description and Section 5.3.1.1 
Study Procedures  

Description:  Added that subjects who originally failed Screening due to one 
of the TB screening tests will not be eligible to re-screen.  

Rationale:  To ensure subjects are adhering to Inclusion Criterion No. 9 
where only one test is permitted.  
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● Section 5.2.2 Exclusion Criterion No. 19 

Description:  Changed to allow refractive laser surgery, retinal laser 
photocoagulation or Nd:YAG capsulotomy (neodymium-doped yttrium 
aluminium garnet (YAG)) laser ≥ 30 days prior to Baseline visit.  

Rationale:  Laser surgery does not necessitate a long recovery time compared 
to other surgical procedures.   

● Section 5.2.2 Exclusion Criterion No. 30, Section 5.3.1 Efficacy and Safety 
Measurements Assessed and Flow Chart Table 2 and Footnote FF, 
Section 5.3.1.1 Study Procedures and Table 6, Clinical Laboratory Tests 
Footnote J 

Description:  Added specific language for Argentina and Mexico to require a 
negative human immunodeficiency syndrome (HIV) test.   

Rationale:  To adhere to country-specific guidelines.   
● Section 5.2.2 Exclusion Criterion No. 38, Section 5.3.1 Efficacy and Safety 

Measurements Assessed and Flow Chart Table 2, Section 5.3.1.1 Study 
Procedures, Table 6 Clinical Laboratory Tests and Footnote F 

Description:  Removed Rapid Plasma Reagin testing.  Syphillis testing will 
consist of Fluorescent Treponemal Antibody (FTA) testing only.  

Rationale:  Increase efficiency in the screening process while adequately 
screening subjects for syphillis.  

● Section 5.3.1 Efficacy and Safety Measurements Assessed and Flow Chart 
Table 2, Footnote C, Section 5.3.1.1 Study Procedures 

Description:  Changed to allow the use of an alternative method to rule out 
demyelinating disease in countries where an MRI with Gadolinium is not 
standard of care due to safety risks of this contrast agent.  

Rationale:  To accommodate country's varying regulations regarding the use 
of MRI with Gadolinium. 
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● Section 5.3.1 Efficacy and Safety Measurements Assessed and Flow Chart 
Table 2 Footnote J, Section 5.3.1.1 Study Procedures 

Description:  Added text indicating that although ANA/dsDNA samples are 
required to be collected at the Screening visit, the test results are not 
exclusionary. 

Rationale:  Change incorporated to note that the lab results are markers, are 
not exclusionary and will not alter course of therapy, and therefore should not 
delay randomization. 

● Section 5.3.1 Efficacy and Safety Measurements Assessed and Flow Chart, 
Table 2 Footnote L, Section 5.3.1.1 Study Procedures 

Description:  Added that the HADS questionnaire will not be completed by 
German-speaking subjects in Switzerland. 

Rationale:  Abbott currently does not hold the rights for the German version 
of the HADS questionnaire.  The changes will not affect the safety of subjects 
and missing outcomes will not alter outcome variables considering a low 
number of questionnaires will not be completed. 

● Section 5.3.1.1 Study Procedures and Table 6.  Clinical Laboratory Tests 
Footnote I 

Description:  Added that if TB screening tests are not available locally, the 
central laboratory can be used to perform the QuantiFERON®-TB Gold test.  
Turnaround times for  the central laboratory were provided. 

Rationale:  To allow for sites to test for TB with IGRA at the central 
laboratory if they do not have the tests locally.  

● Section 5.3.1.1 Study Procedures  

Description:  Added that the same type of TB test should be done at Week 52 
that was done at Screening.  

Rationale:  To provide a consistent method of testing TB throughout the study.  
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● Section 5.3.1.1 Study Procedures 

Description:  Added country-specific language for the Czech Republic.  

Rationale:  To adhere to country-specific regulations.  
● Section 5.3.1.1 Study Procedures 

Description:  Added instructions for completing TB Screening. 

Rationale:  To appropriately instruct sites on TB screening, which is in line 
with the advice of the IDMC and Abbott Project Safety Team, as well as new 
CDC guidelines.1 

● Section 5.3.1.1 Study Procedures 

Description:  Revised Human Immunodeficiency Virus (HIV) Serology 
description.  

Rationale:  To clarify the HIV Screening process. 
● Section 5.3.1.1 Study Procedures, Table 6 Clinical Laboratory Tests 

Footnote C 

Description:  Informed clinical sites that the results of ketone and glucose 
testing should be interpreted in the context of additional clinical findings and 
test information. 

Rationale:  To clarify to the sites that the results of the ketone and glucose 
testing should be interpreted in the context of additional testing regardless of 
whether the central laboratory is completing confirmatory testing or not. 

● Section 5.3.1.1 Study Procedures  

Description:  Added that each vaccine administered to the subject should be 
listed as a concomitant medication on the Other Medications eCRF.  Live 
vaccines may not be given concurrently while on study drug or for 70 days 
after the last dose of adalimumab. 

Rationale:  To ensure the subject's safety when vaccines are administered. 
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● Section 5.3.1.1 Study Procedures 

Description:  Added a health care professional to be an option for drug 
administration at home.  

Rationale:  To allow for health care professionals to administer drug at home.  
● Section 5.3.2 Drug Concentration Measurement  

Description:  Added testing details of drug concentration samples 

Rationale:  To clarify that the samples will be analyzed under the supervision 
of the Drug Analysis Department, Abbott. 

● Section 5.3.2.2 Handling/Processing of Samples 

Description:  Added instruction to ship drug-concentration blood samples to 
the central laboratory and monitor to review temperature log of freezer if 
samples are stored prior to shipping. 

Rationale:  To appropriately instruct site on study procedures. 
● Table 10. Identity of Investigational Products 

Description:  Added text to allow sourcing of prednisone from other vendors 
if needed provided that the product meets equivalent criteria.  

Rationale:  To allow flexibility in the sourcing of prednisone from vendors.  
● Section 6.1.1.1 Uveitis-Related Events 

Description:  Removed the statement that uveitis-related events are expected 
for the purposes of global regulatory reporting and the requirement to unmask 
uveitis-related events only in the case of a medical emergency.  Also removed 
standard adverse event reporting procedures in the event the uveitis-related 
event is subsequently determined to not meet the criteria for a uveitis related 
event. 

Rationale:  Standard adverse reporting procedures apply for all adverse 
events regardless of the relationship to uveitis.  
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● Section 6.1.1.1 Uveitis-Related Events 

Description:  Added that the following events were not a complete list of all 
potential uveitis-events. 

Rationale:  To clarify that the investigator must determine if a specific event is 
uveitis-related. 

● Section 6.6 Pregnancy 

Description:  Revised language on what forms will be sent to the site in the 
event of a pregnancy occurrence in a study subject.  

Rationale:  To update per Abbott's current data collection process. 
● Appendix F:  Day 70 Follow-up (Phone Call or Clinic Visit) 

Description:  Added that if an adverse event is determined to be ongoing at the 
70 day call/visit, please note in source documents and in EDC.  Added 
instruction regarding collecting last date an adverse event is known to be 
ongoing. 

Rationale:  To ensure ongoing adverse events at the time of the 70-day 
call/visit are captured. 

● Appendix N:  Japan Sub-study Section 5.3.1.1 Study Procedures 

Description:  Added instruction regarding location of study drug 
administration. 

Rationale:  To appropriately instruct sites on study drug administration 
process. 

● Applied the following administrative changes throughout the protocol: 
○ Section 1.0 Title Page:  Updated building number of Sponsor address. 
○ Section 1.0 Title Page:  Updated Medical Monitor's building number of 

address. 
○ Section 1.0 Title Page:  Removed Sponsor/Emergency Contact for 

European Countries/Israel and Australia.   is now the 
Sponsor/Emergency contact for all sites outside of Japan.  Added 

 as a back up contact.  
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○ Section 1.0 Title Page:  Updated Sponsor/Emergency Contact information 
for Japan. 

○ Section 1.0 Title Page:  Added additional information regarding the 
location of the contact details for the Abbott legal/regulatory entity 
(person). 

○ Section 1.3:  Added IGRA, removed RPR and added Nd:YAG acronym 
and definitions. 

○ Section 3.4 Unmet Medical Need:  Corrected references. 
○ Section 5.2.3.2 Concomitant Therapy:  Added instruction to clarify that 

there is no required washout period for ≥ 1 systemic immunosuppressive 
therapy/ies that are discontinued after Screening but prior to the Baseline 
visit. 

○ Section 5.3.1.1 Study Procedures:  Added clarification that the same 
model of OCT device must be used for each patient throughout the study. 

○ Section 5.4.1 Discontinuation of Individual Subjects:  Clarified that the 
70-day call/visit should be documented in the subject's source documents 
per Appendix F. Day 70 Follow-up (Phone call or Clinic Visit). 

○ Section 5.5.5.1 Unmasking of Investigational Product:   

Description:  Added time frame for reporting a subject randomization 
unmasking. 

Rationale:  To ensure an unmasking is reported promptly. 
○ Section 5.5.7 Drug Accountability:  Added instruction to record the return 

of ½ prednisone tablets in source documentation to match available fields 
in the IXRS. 

○ Section 6.1.2 Serious Adverse Events:  added that any elective or 
spontaneous abortion or stillbirth is considered an important medical 
event. 

○ Section 6.5 Adverse Event Reporting:  Updated Immunology Safety Team 
and Medical Monitor's building number of address. 

○ Section 14.0 Investigator's Agreement:  Added the agreement that all 
electronic signatures will be considered the equivalent of a handwritten 
signature and will be legally binding. 
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○ Appendix F. Day 70 Follow-up (Phone Call or Clinic Visit):  Added space 
for name, signature and date of person completing the form. 

○ Added clarification throughout the protocol that an IGRA equivalent can 
be used in place of a QuantiFERON®-TB Gold test where applicable. 

 
An itemized list of all changes made to the protocol under this amendment can be found 
in Appendix O. 
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1.1 Protocol Amendment:  Summary of Changes

The purpose of this amendment is to incorporate the changes summarized below as well 

as editorial changes.

● Section 1.2 Synopsis and Section 5.3.3.2 Secondary Variables

Description:  Reordered ranking of secondary variables. 

Rationale: The Anterior Chamber (AC) Cell grade and Vitreous Haze grade 

ranking were changed based on observed reasons for treatment failure in the 

blinded data. The other secondary endpoints were not changed.

● Section 1.2 Synopsis, Section 5.1 Overall Study Design and Plan:  

Description, Figure 1 Study Schematic, Section 5.5.5.2 Masking of Data for 

Independent Data Monitoring Committee (IDMC), Section 8.1.4 Analysis of 

Efficacy, Section 8.1.6 Interim Analyses, Section 8.2 Determination of 

Sample Size and Appendix N, Japan Sub-study:  Section 8.1.6 Interim 

Analyses

Description:  Removed interim analyses and reduced the total number of 

treatment failures to complete the study. 

Rationale:  Changed from group sequential design to fixed sample design to 

increase the amount of data in the safety database and to reduce the 

complexity of the study.

● Section 3.6 Adalimumab Overview, Section 5.2.3.1 Prior Therapy 

Description: Added language and new requirements regarding malignancy in 

patients who are 30 years old or younger. 

Rationale: AbbVie is participating in an FDA-requested, TNF inhibitor class 

wide exploration of the rare appearance of malignancy in patients who are 

30 years old or younger at the time of diagnosis. The risk of malignancy in 

this age group has not been established and is difficult to study due to its 

rarity.
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● Section 5.5.1 Treatments Administered and Section 5.5.2.1 Packaging and 

Labeling 

Description:  Changed "100" tablets in a bottle/blister pack to "90 or 

100" tablets. 

Rationale: Some supplies of prednisone are packaged in 30 quantity 

increments by the manufacturer.    

● Section 6.5 Adverse Event Reporting

Description: Changed to require non-serious events of malignancy in subjects 

30 or younger to be reported to Abbvie within 24 hours of site awareness.

Rationale: AbbVie is participating in an FDA-requested, TNF inhibitor class 

wide exploration of the rare appearance of malignancy in patients who are 

30 years old or younger at the time of diagnosis. The risk of malignancy in 

this age group has not been established and is difficult to study due to its 

rarity.

● Applied the following administrative changes throughout the protocol: 

o Changed "Abbott" to "AbbVie" throughout protocol. 

o Removed mention of New Zealand throughout the protocol.

o Section 1.0 Title Page and Section 6.5 Adverse Event Reporting: Added 

Dr. Anne Camez as the Medical Monitor for Europe, Israel and Australia.

o Section 3.6 Adalimumab Overview:  Updated date of current approval 

status and number of countries where adalimumab is approved.

o Section 5.2.3.1 Prior Therapy: Clarified the meaning of last uveitis flare. 

o Section 5.2.3.3 Prohibited Therapy: Added MabThera® as an equivalent 

to Rituxan® (rituximab).

o Section 5.2.3.3 Prohibited Therapy:  Added RoActemra® as an equivalent 

to Actemra® (tocilizumab).

o Appendix N, Section 18.0: Study period has been extended until 

December 2013. 

An itemized list of all changes made to the protocol under this amendment can be found 

in Appendix O.
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1.1 Protocol Amendment:  Summary of Changes

The purpose of this amendment is to incorporate the changes summarized below as well 

as editorial changes.

● Section 5.2.2 Exclusion Criteria No. 26

Description:  Added Rituxan® (rituximab) as prohibited therapy. 

Rationale:  To ensure appropriate subject population for enrollment.

● Section 5.2.2 Exclusion Criterion No. 29

Description:  Subjects with optic neuritis are exclusionary.

Rationale:  As a risk mitigation to exclude subjects with a potential for 

demyelination.

● Section 5.2.3.3 Prohibited Therapy

Description:  Added Stelara® (ustekinumab), Benlysta® (belimumab), and 

corticosteroids with the exceptions of protocol specified prednisone taper and 

the protocol specified corticosteroid eye drop taper as prohibited medications. 

Rationale:  Additional clarification that Stelara® (ustekinumab), Benlysta®

(belimumab), and oral and eye drop corticosteroids (other than the protocol 

specified corticosteroid tapers) are not allowed during the study.

● Section 5.3.1.1 Study Procedures, 12-Lead Electrocardiogram (ECG)

Description:  Removed the option to have a local reader interpret the ECG. 

Rationale:  To ensure a qualified physician will interpret the ECG. 

● Section 5.3.1.1 Study Procedures, TB Screening

Description:  Repeated instructions for the assessment of the chest x-ray in the 

TB Screening section. 

Rationale:  To ensure that the appropriate chest x-ray guidelines are followed. 
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● Section 6.6 Pregnancy

Description:  Removed language on pregnancy forms and a pregnancy 

registry. 

Rationale:  The study will be moving to pregnancy documentation within the 

EDC system and will no longer utilize the paper pregnancy reporting process.

● Applied the following administrative changes: 

○ Changed email addresses from "Abbott" to "AbbVie" throughout protocol.

○ Section 1.0 Title Page:  Updated contact information for Japanese 

emergency contact.

○ Section 3.5.2 Published Clinical Data, Section 15.0 Reference List:  Added 

summary of 2012 prospective study.

○ Section 3.6 Adalimumab Overview:  Revised language on adalimumab 

approvals in the US and EU to provide a more general overview.

○ Section 5.3.2.2 Handling/Processing of Samples:  Clarified that the blood 

samples for adalimumab and AAA analysis need to clot for at least 

30 minutes at room temperature and should be centrifuged within 

60 minutes.

○ Section 5.5.5 Masking:  Added additional information to clarify that every 

effort must be made to contact the AbbVie Medical Monitor prior to 

breaking the mask. 

○ Section 5.5.5.2 Masking of Data for Independent Data Monitoring 

Committee (IDMC):  Added instruction for IDMC analysis.

○ Section 5.5.7 Drug Accountability:  Clarified that in the US adequate 

temperature is considered cool to the touch when the shipment is received.  

Outside of the US, temperature recording devices (TempTales®) are 

provided in the shipments. 

○ Appendix N Japan Sub-study, Section 18.0 Study Period:  Changed study 

timeline to be conducted up to December 2014.
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An itemized list of all changes made to the protocol under this amendment can be found 

in Appendix O.
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3.0 Introduction 

The statistical analysis plan (SAP) will provide details to further elaborate statistical 
methods as outlined in the protocol of Study M10-877, "A Multicenter Study of the 
Efficacy and Safety of the Human Anti-TNF Monoclonal Antibody Adalimumab as 
Maintenance Therapy in Subjects Requiring High Dose Corticosteroids for Active 
Non-infectious Intermediate-, Posterior-, or Pan-uveitis," and will describe analysis 
conventions to guide the statistical programming work.  The analysis plan is based on the 
protocol amendment 6 dated as of 24 August 2011. 

The Independent Data Monitoring Committee (IDMC) is established for the study to 
independently monitor and assess data from the study.  At each safety review meeting, the 
IDMC will undertake a comprehensive review and assessment of the cumulative safety 
and efficacy data.  At each review meeting for Study M10-877 and Study M10-880, the 
IDMC will review safety data and at the pre-defined time points also make an assessment 
of efficacy and/or futility based on the primary endpoint of time to treatment failure.  The 
IDMC will make a recommendation to terminate the trial early if there is a strong 
evidence of efficacy, futility, or significant safety concerns.  The statistical interim 
analyses will be conducted by an independent Contract Research Organization (CRO) in 
order for the sponsor to remain masked.  Details on analyses prepared for the IDMC 
meetings are to be found in a separate SAP. 

Analyses described in this SAP comprise the analyses that will be performed by Abbott 
after the parent protocol (i.e., the non-Japan portion of the study) has been terminated.  
This may be the case after the first or second interim analysis with futility/efficacy stop or 
at the third analysis (final analysis).  The corresponding analyses will be confirmatory or 
exploratory as described in this SAP and are based on the locked interim data.  After the 
final lock of the database including the overrun in data, all analyses as per this SAP have 
to be re-run and will be considered exploratory. 

The analyses for the Japan sub-study will be described in a separate SAP.  In case the 
parent protocol is terminated but the Japan sub-study is still ongoing, the non-Japan 
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portion of the study will be unmasked, but the Japan portion of the study will remain 
masked and Japan specific analyses will be performed after termination and unmasking of 
the Japan portion of the study. 

All analyses will be performed using SAS®. 

4.0 Study Objectives, Design and Procedures 

4.1 Objectives  

The objective of this study is to evaluate the efficacy and safety of adalimumab 80 mg 
loading dose at Baseline followed by 40 mg given every other week (eow) subcutaneously 
starting at Week 1 compared with placebo as maintenance therapy in subjects requiring 
high dose corticosteroids for active non-infectious intermediate-, posterior- or pan-uveitis. 

4.2 Design Diagram  

This is a Phase 3, randomized, double-masked, placebo-controlled, multicenter study 
design.  Subjects will be randomized into one of two arms.  Arm 1 will receive 
adalimumab 80 mg subcutaneous loading dose at Baseline followed by 40 mg doses eow 
starting at Week 1.  Arm 2 will receive matching placebo.  Randomization will be a 1:1 
ratio, double-masked fashion to the treatment groups using baseline immunosuppressant 
usage as the stratification factor.  All subjects will receive a standardized prednisone burst 
of 60 mg/day at study entry followed by a protocol-defined mandatory taper schedule, in 
which all subjects continuing in the study will discontinue prednisone no later than 
Week 15. 
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4.3 Sample Size 

The placebo treatment failure rate at 6 months is assumed to be 60% and the adalimumab 
treatment failure rate at 6 months is assumed as 40%. 

For conservative purposes, it is assumed that failures will begin to occur after 2 months of 
study duration as the prednisone taper reaches lower doses.  In addition, a pooled dropout 
rate of 35% over 12 months has been assumed. 

Using these failure rate assumptions for a group sequential log-rank test and a one-sided 
overall significance level of 2.5%, a total of 128 events are needed for the final analysis.  
The assumptions also include the following: 

● a power of 90% 

● two interim analyses after 74 and 101 events 

● an alpha spending function using O'Brien-Fleming boundaries 
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● non-binding futility stops based on a beta spending function using the gamma 
family with gamma = –5 

● an average accrual rate of 10 subjects per month in the first 4 months and 
25 subjects per month thereafter 

 
A series of calculations with different sample sizes performed using East 5, 
Version 5.2.0.0 were undertaken utilizing the event rate, recruitment, and drop-out rate 
assumptions given above.  A sample size of 220 (110 per group) allows all subjects at 
least 5 months of study duration before the predicted 128th event occurs and the study 
ends. 

4.4 Interim Analysis 

The study employed group sequential design has two planned interim analyses.  A first 
interim analysis is planned at 74 events at a nominal significance level of α = 0.0032 with 
a non-binding futility stop at p ≥ 0.4063. 

A second interim analysis is planned at 101 events at a nominal significance level of 
α = 0.0106 with a non-binding futility stop at p ≥ 0.1421. 

The final analysis is planned at a total of 128 events at a nominal significance level of 
α = 0.0213. 

The IDMC will review safety data and assess efficacy and futility on the primary endpoint 
at the pre-defined interim analyses time points.  The statistical interim analyses will be 
conducted by an independent CRO in order for the sponsor to remain masked. 

For more details on interim efficacy analysis please see section on efficacy analysis. 

5.0 Analysis Sets 

The following analysis sets will be used for the analysis. 
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5.1 Definition for Analysis Sets 

Efficacy analyses will be provided for the Intent-to-Treat (ITT) set.  The ITT set includes 
all randomized subjects recruited outside Japan.  Data will be analyzed as randomized. 

Safety analyses will be conducted in the safety set.  The safety set includes all subjects 
recruited outside Japan who received at least one dose of study medication.  Data will be 
analyzed according to treatment received. 

5.2 Variables Used for Stratification of Randomization 

The randomization of subjects recruited outside Japan was stratified based on baseline 
immunosuppressant (IMM) usage.  Due to the small sample size, no stratification by 
baseline IMM usage was used for Japanese subjects.  Japanese subjects were randomized 
in a separate stratum. 

6.0 Analysis Conventions 

6.1 Definition of Baseline and Final Observation 

The baseline value is defined as the last non-missing observation made at or prior to the 
date at which the first dose of study drug is administered. 

The final observation is defined as the last non-missing observation available at or prior to 
the date at which the last dose of study drug is administered plus 70 days. 

6.2 Definition of Rx Days and Visit Windows 

Rx days are calculated for each time point relative to the first study drug dose date.  Rx 
days are negative values when the time point of interest is prior to the first study drug 
dose day.  Rx days are positive values when the time point of interest is after the first 
study drug dose day.  The day of the first dose of study drug is defined as Rx Day 1, while 
the day prior to the first study drug dose is defined as Rx Day –1 (there is no Rx Day 0). 
Rx days are calculated as: 
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Rx Day 
= Date of the measurement – Day 1 + 1 if date of measurement ≥ Day 1 date, or 
= Date of the measurement – Day 1 if date of measurement < Day 1 date. 

 
All time points and corresponding time windows are defined based on Rx days.  If more 
than one assessment is included in a time window, the assessment closest to the nominal 
day should be used.  If there were two observations equally distant to the nominal day, the 
latest one will be used in the analyses.  If more than one assessment is included on the 
same day, then the last assessment on that day will be used in analyses. 

The following visit windows will be used for the analysis of logMAR best corrected 
visual acuity (BCVA), vitreous haze, anterior chamber cells, central retinal thickness, NEI 
Visual Functioning Questionnaire (VFQ-25), Hospital Anxiety and Depression Scale 
(HADS), Work Productivity and Activity Impairment Questionnaire:  Specific Health 
Problem Questionnaire (WPAI:SHP), EuroQol Questionnaire (EQ-5D): 
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Visit Windows  

Week Nominal Rx Day First Rx Day Last Rx Day 

0 1 - 1 
1 8 2 18 
4 29 19 36 
6 43 37 50 
8 57 51 71 

12 85 72 99 
16 113 100 127 
20 141 128 155 
24 169 156 179 
27 190 180 207 
32 225 208 239 
36 253 240 267 
40 281 268 295 
44 309 296 323 
48 337 324 351 
52 365 352 379 
56 393 380 407 
60 421 408 435 
64 449 436 463 
68 477 464 491 
72 505 492 519 
76 533 520 547 
80 561 548 575 

 

6.3 Imputation of Missing Data 

The following imputation methods will be used to impute missing values in the efficacy 
analyses.  In addition, an observed case analysis will be performed. 

● Non-Responder Imputation (NRI) 

● Last Observation Carried Forward (LOCF) 
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6.3.1 Non-Responder Imputation (NRI) 

The NRI approach is used for binary variables.  These variables can take values of 
'Response' or 'Non-Response' or can be missing for any reason including discontinuation 
from study.  According to the NRI imputation approach, all missing values will be 
considered as non-response. 

6.3.2 Last Observation Carried Forward (LOCF) 

For all continuous and rating variables (excluding time to event data), the following rules 
will be used for the LOCF approach: 

● Baseline values will not be used to impute the missing post-baseline values. 

● Missing values after Rx Day 1 will be imputed using the latest non-missing 
value after Rx Day 1 and prior to the missing value. 

 

6.3.3 Observed Case Analysis 

Missing values will not be used for the observed case analysis. 

6.3.4 Imputation of Missing Dates 

For baseline, efficacy, and safety parameters, if the day and/or month are missing, the 
following conventions will be used to impute the missing dates: 

● 01 for missing start day 

● End of month for missing end day 

● January 1st for missing start month 

● December 31st for missing end month 
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7.0 Demographics, Baseline Characteristics, Medical 
History, and Previous/Concomitant Medications 

The subsequently described analyses will be provided by treatment group and overall in 
the ITT set. 

Descriptive statistics will include the number of observations, mean, standard deviation, 
minimum, first quartile, median, third quartile, and maximum for continuous variables; 
and counts and percentages for categorical variables. 

7.1 Demographic and Baseline Characteristics 

Demographics and baseline values will be compared between treatment groups and a 
two-sided p-value will be provided.  In general, continuous variables will be analyzed 
using analysis of variance (ANOVA) with treatment group as factor.  In case of 
measurements for both eyes, ANOVA adjusted for clustered observations (repeated 
measures ANOVA) will be used.  Categorical variables will be analyzed using the 
chi-square test or Fisher's exact test.  In case of measurements for both eyes, the 
chi-square test adjusted for clustered observations (Donner, Klar 2000) will be used. 

Variables to be summarized will include: 

● Subject Demographics 

○ Age (years) at Baseline 

○ Age categories (< 40, 40–64, ≥ 65 years) at Baseline 

○ Age categories (< 30, ≥ 30 to < 50, ≥ 50 years) at Baseline 

○ Gender (male/female) 

○ Race (white, black, Asian, American Indian/Alaska native, native 
Hawaiian or other pacific islander, other) 

○ Ethnicity (Hispanic or Latino, no ethnicity) (no statistical test) 
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○ Weight (kg) 

○ Height (cm) 

● Tobacco and Alcohol Use 

○ Tobacco use (non-user, user, ex-user, unknown) 

○ Alcohol use (non-drinker, drinker, ex-drinker, unknown) 

● TB History/PPD Test/QuantiFERON®-TB Gold test/TB Prophylaxis (no 
statistical test) 

○ Higher risk of TB (yes, no) 

○ BCG vaccination (yes, no) 

○ Induration of tuberculin PPD skin test (mm) 

○ Tuberculin PPD skin test (negative, positive), positive defined as ≥ 5 mm 

○ QuantiFERON-TB Gold test (negative, positive, indeterminate) 

○ Combined result of tuberculin PPD skin test and QuantiFERON-TB Gold 
test 

○ Enrollment under TB prophylaxis (yes, no) 

○ Type of TB prophylaxis (INH, Other, Both) 

● Chest X-ray (no statistical test) 

○ Chest x-ray findings (normal, abnormal) 

○ Calcified granulomas (absent, present) 

○ Pleural scarring (absent, present) 

○ Pleural thickening (absent, present) 

○ Findings indicative of previous TB infection (yes, no) 

● Vital Signs 

○ Systolic blood pressure (mmHg) 

○ Diastolic blood pressure (mmHg) 

○ Pulse (bpm) 



 

Adalimumab 
M10-877 - Statistical Analysis Plan 
Version 1.0 - 12 October 2011 

 

 

14 

○ Respiratory rate (rpm) 

○ Temperature (°C) 

● ECG (no statistical test) 

○ ECG assessment (normal, abnormal not clinically significant, abnormal 
clinically significant, unable to evaluate) 

○ Abnormal assessment 

● Patient Reported Outcomes 

○ Visual Functioning Questionnaire (VFQ-25):  total score and subscale 
scores 

○ EuroQol-5D Questionnaire (EQ-5D) 

○ Hospital Anxiety and Depression Scale (HADS):  total score and its 
components 

○ Work Productivity and Activity Impairment:  Specific Health Problem 
Questionnaire (WPAI:SHP) and its components 

○ Short Form-36 Health Survey (SF-36) and its components 
 
The following baseline ophthalmologic variables will be summarized separately for left 
and right eye: 

● Optical coherence tomography (OCT) evidence of macular edema (yes, no) 

● Central retinal thickness (microns) 

● Intraocular pressure (mmHg) 

● Active chorioretinal lesions (yes, no) via dilated indirect ophthalmoscopy 
(DIO) 

● Active retinal vascular lesions (yes, no) via DIO 

● Anterior chamber cell grade (SUN criteria) (continuous) 

● Anterior chamber cell grade (SUN criteria) (categorical) (no statistical test) 
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● AREDS lens opacity grading (no statistical test): 

○ nuclear opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0) 

○ cortical opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0) 

○ posterior subcapsular opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0) 

● Vitreous haze grades (NEI/SUN criteria) (continuous) 

● Vitreous haze grades (NEI/SUN criteria) (categorical) (no statistical test) 

● LogMAR Best Corrected Visual Acuity (BCVA) will be calculated as follows: 

if ≥ 20 letters were read at 4 m OR if < 20 letters were read at 4 m but the 
test was not done at 1 m, 

logMAR = 1.7 – 0.02* (number of letters read at 4 m + 30),  

if < 20 letters were read at 4 m and the test was also done at 1 m, 

logMAR = 1.7 – 0.02* (number of letters read at 4 m + number of 
letters read at 1 m) 

● Power of sphere (diopters) 

● Power of cylinder (diopters) 

● Axis of cylinder (degrees) 
 
For analysis of central retinal thickness, the center point thickness measured by the central 
reader will be used if thickness map reliability for foveal thickness "center" (volumetric 
map C) is acceptable.  If thickness map reliability for foveal thickness "center" is 
unacceptable or not present, the average of the manual center point measurements will be 
used.  Central retinal thickness will be analyzed by OCT machine. 

7.2 Uveitis History 

Uveitis history will be compared between treatment groups and a two-sided p-value will 
be provided.  In general, continuous variables will be analyzed using analysis of variance 
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(ANOVA) with treatment group as factor.  Categorical variables will be analyzed using 
the chi-square test or Fisher's exact test. 

Variables to be summarized will include: 

● Duration of uveitis (months) at Baseline 

● Type of uveitis (intermediate, posterior, intermediate + posterior, panuveitis) 

● Diagnosis (idiopathic, birdshot choroidopathy, multifocal choroiditis and 
panuveitis, Vogt Koyanagi Harada, sarcoid, Behcet's, Other) (no statistical 
test) 

● Eye affected (left, right, both) 

● History of infectious uveitis (yes, no) 

● Number of uveitis flares in the past 12 months (0, 1–2, ≥ 3) 

● Time since last flare (months) at Baseline 

● Prednisone dose at last flare (mg) 

● Duration of current flare (days) at Baseline 
 

7.3 Medical History 

Medical history data will be summarized and presented using body systems and 
conditions/diagnoses.  The body systems will be presented in alphabetical order and the 
conditions/diagnoses will be presented in alphabetical order within each body system.  
The number and percentage of subjects with a particular condition/diagnosis will be 
summarized for each treatment group.  Subjects reporting more than 
one condition/diagnosis within a body system will be counted only once for that body 
system. 
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7.4 Prior Medications 

Prior uveitis medications are defined as any uveitis-related medication discontinued prior 
to the first dose of study drug.  Prior uveitis medication will be summarized by generic 
drug name based on the World Health Organization (WHO) drug dictionary.  In addition, 
the following therapies discontinued prior to the first dose of study drug will be 
summarized by counts and percentages: 

● Immunosuppressants 

○ Azathioprine 

○ Cyclosporine 

○ Methotrexate (MTX) 

○ Mycophenolate mofetil 

○ Tacrolimus 

● Corticosteroids 

○ Oral corticosteroids 

○ Topical corticosteroids 

○ Other corticosteroids 
 
Previous medication is defined as any medication taken prior to the first dose of study 
drug.  The number and percentage of subjects who had taken previous medications will be 
summarized by generic drug name based on the World Health Organization (WHO) drug 
dictionary. 

7.5 Concomitant Medications 

Medications with a start date prior to or on the first dose of study drug and a stop date on 
or after the first dose of study drug or a missing stop date will be considered as 
concomitant medications at Baseline.  If the start date is missing and the stop date is on or 
after the baseline date, or if start and stop dates are both missing, the medication will also 
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be considered as concomitant at Baseline.  The following therapies used by subjects at 
Baseline will be summarized by counts and percentages: 

● Immunosuppressants at Baseline 

○ Azathioprine 

○ Cyclosporine 

○ Methotrexate (MTX) 

○ Mycophenolate mofetil 
 
Concomitant medication is defined as any medication that started prior to the first dose of 
study drug and continued to be taken after the first dose of study drug or any medication 
that started after the first dose of study drug, but not after the last dose of study drug.  The 
number and percentage of subjects who had taken concomitant medications will be 
summarized by generic drug name based on the World Health Organization (WHO) drug 
dictionary. 

8.0 Subject Disposition 

The number of subjects in each of the following categories will be summarized.  The 
subsequently described analyses will be provided by country as well as by investigator for 
each treatment group and overall: 

● Subjects randomized (ITT set) 

● Subjects who received at least one dose of study medication (safety set) 

● Subjects who completed 

● Subjects who experienced a treatment failure 

● Subjects who prematurely discontinued 
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In addition, the number and percentage of subjects who prematurely discontinued study 
drug during the study and until Week 6 will be summarized by reason for each treatment 
group and overall for the ITT set. 

The number and percentage of subjects with protocol deviations will be presented for each 
treatment group and overall for the ITT set. 

The number and percentage of subjects per visit will be presented for each treatment 
group and overall for the ITT set. 

9.0 Exposure and Compliance with Oral Prednisone 
and Corticosteroid Eye Drop Taper 

Oral prednisone tapering will be summarized as follows: 

● Duration of treatment with oral prednisone (days) will be defined as "date of 
last dose – date of first dose of oral prednisone + 1." 

● The mean daily oral prednisone dose for each week, the duration of treatment 
with oral prednisone, the total oral prednisone dose will be summarized by 
number of subjects, mean, standard deviation, minimum, first quartile, median, 
third quartile, and maximum by treatment group in the safety set.  In addition, 
the duration of treatment with oral prednisone will be categorized and counts 
will be given for the number of subjects in the respective interval. 

● Treatment compliance (%) with oral prednisone is defined as the total dose 
received divided by the total dose planned.  Tabulations for treatment 
compliance will display the number of observations, mean, standard deviation, 
minimum, first quartile, median, third quartile, and maximum in the safety set. 

 
Corticosteroid eye drop tapering will be analyzed analogously. 

10.0 Study Drug Exposure and Compliance 

Exposure to study treatment (adalimumab/placebo) in days will be defined as follows:  
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Treatment exposure (days) = date of last dose of study drug – 
date of first dose of study drug + 14 (days)  

Exposure will be presented in days. 

Exposure will be summarized by number of subjects, mean, standard deviation, minimum, 
first quartile, median, third quartile, and maximum by treatment group in the safety set.  
In addition, exposure will be categorized and counts will be given for the number of 
subjects in the respective interval.  

Treatment compliance (%) is defined as the number of adalimumab injections received 
divided by the number of injections planned.  Tabulations for treatment compliance will 
display the number of observations, mean, standard deviation, minimum, first quartile, 
median, third quartile, and maximum in the safety set. 

11.0 Efficacy Analysis 

11.1 General Considerations 

The subsequently described analyses will be provided by treatment group in the ITT set.  
Efficacy variables will be summarized in each treatment group using descriptive statistics.  

The statistical test for the primary endpoint will be performed at a one-sided significance 
level of 0.025.  All other statistical tests will be two-sided at a significance level of 0.05.  
Accordingly, p-values will be one-sided for the primary efficacy variable and two-sided 
for secondary efficacy variables.  The p-value of the group sequential test for the primary 
endpoints will be considered confirmatory.  All other p-values for sensitivity analyses on 
the primary endpoint and for analyses on secondary efficacy variables and other efficacy 
variables as well as for subgroup analyses will be considered exploratory. 

11.2 Primary Efficacy Analysis 

The primary efficacy endpoint is the time to treatment failure.  
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Treatment failure is defined as follows: 

 Treatment Failure* 

Parameter Week 6 Visit All Other Visits After Week 6 

Inflammatory, chorioretinal 
and/or inflammatory retinal 
vascular lesions 

New active, inflammatory 
lesions relative to baseline 

New active, inflammatory 
lesions relative to baseline 

Anterior chamber cell grade 
(SUN Criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Vitreous haze grade (NEI/SUN 
criteria) 

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved** 

Visual acuity (ETDRS) Worsening of BCVA by 
≥ 15 letters relative to best state 
achieved 

Worsening of BCVA by 
≥ 15 letters relative to best state 
achieved 

* To be considered a treatment failure, ≥ 1 of these 4 criteria need to be present in at least 1 eye. 
** A 2-step increase is represented by a change of Grade 0 to Grade 2+; or Grade 0.5+ to Grade 3+. 
 
For the primary endpoint Kaplan-Meier estimates will be calculated and Kaplan-Meier 
curves will be plotted for each treatment group.  Treatment failures will be counted as 
events.  Dropouts due to reasons other than treatment failure will be considered as 
censored observations at the time of dropping out.  A proportional hazards model with 
treatment as factor will be calculated.  The hazard ratio with 95% confidence interval 
(nominal coverage probability) and p-value from the log-rank test will be presented. 

Each of the 4 components of the primary efficacy endpoint will be analyzed by counts and 
percentages.  In addition, the number of components met will be analyzed by counts and 
percentages. 

At the planned efficacy interim analyses for the ITT set, time to treatment failure will be 
compared between the adalimumab group and the placebo group using a group sequential 
log-rank test with two interim analyses at a one-sided overall significance level of 2.5%.  
O'Brien-Fleming boundaries will be used for the alpha spending function and the gamma 
family with gamma = –5 will be used for defining non-binding futility boundaries. 
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The purpose of the interim analyses will be to allow early termination of the study if the 
effect size has been significantly underestimated and the study has already demonstrated 
substantial efficacy without the requirement to observe 128 events.  Alternatively, the 
interim analyses allow the study to be stopped early for futility if it is determined that the 
study cannot meet its intended outcome.  

A first interim analysis is planned at 74 events at a nominal significance level of 
α = 0.0032 with a non-binding futility stop at p ≥ 0.4063.  A second interim analysis is 
planned at 101 events at a nominal significance level of α = 0.0106 with a non-binding 
futility stop at p ≥ 0.1421.  The third analysis is planned at a total of 128 events at a 
nominal significance level of α = 0.0213. 

Because the boundaries for the alpha spending function correspond to O'Brien-Fleming 
boundaries and the non-binding futility boundaries are derived from a gamma family with 
gamma = –5, the overall one-sided significance level of 0.025 is kept. 

Nominal significance levels and non-binding futility boundaries will be adjusted to the 
actual number of treatment failures per interim/final analysis in case of an overrun in the 
number of events. 

The group sequential design may be changed by deleting the second interim analysis prior 
to the first interim analysis if the observed pooled event rate over time shows that the 
events occur faster than predicted.  If the second interim analysis is deleted prior to 
conducting the first interim analysis, the study will be analyzed using a group-sequential 
log-rank test with one interim analysis at a one-sided overall significance level of 2.5%.  
Using O'Brien-Fleming boundaries for the alpha spending function and the gamma family 
with gamma = –5 for defining the non-binding futility boundary leads to a nominal 
significance level of α = 0.0036 with a non-binding futility stop at p ≥ 0.3946 at the 
first interim analysis after 74 events.  The second analysis would then be planned at a total 
of 125 events at a nominal significance level of α = 0.0239. 
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11.3 Sensitivity Analysis for the Primary Efficacy Variable 

The following will be used as sensitivity analysis: 

● Time to treatment failure will be compared between the treatment groups by 
using a proportional hazards model with treatment and baseline 
immunosuppressant usage as factors.  The hazard ratio with 95% confidence 
interval and p-value from the proportional hazards model will be presented. 

 

11.4 Secondary Efficacy Analyses 

The following ranked secondary efficacy variables will be analyzed: 

1. Change in vitreous haze grade (NEI/SUN criteria) in each eye from Week 6 to the 
Final/Early Termination Visit 

2. Change in anterior chamber (AC) cell grade in each eye from Week 6 to the 
Final/Early Termination Visit 

3. Change in logMAR BCVA in each eye from Week 6 to the Final/Early 
Termination Visit 

4. Time to OCT evidence of macular edema in at least one eye on or after Week 6 

5. Percent change in central retinal thickness in each eye from Week 6 to the 
Final/Early Termination Visit 

6. Change in VFQ-25 (total score and subscale scores) from Week 6 to the 
Final/Early Termination Visit 

 
For analysis of central retinal thickness, the center point thickness measured by the central 
reader will be used if thickness map reliability for foveal thickness "center" (volumetric 
map C) is acceptable.  If thickness map reliability for foveal thickness "center" is 
unacceptable or not present, the average of the manual center point measurements will be 
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used.  Changes and percent changes in central retinal thickness may only be calculated for 
measurements from the same machine. 

These ranked secondary efficacy variables will be analyzed as follows: 

Descriptive statistics will include the number of observations, mean, standard deviation, 
minimum, first quartile, median, third quartile, and maximum for values at each visit, 
changes from Week 6 to each visit thereafter and change from Week 6 to Final/Early 
Termination Visit for continuous variables.  In addition, for central retinal thickness 
percent change from Week 6 to each visit thereafter and percent change from Week 6 to 
Final/Early Termination Visit will be analyzed.  For central retinal thickness, values at 
each visit and changes will be analyzed by OCT machine, percent changes will be 
analyzed overall.  Data will be analyzed by Last Observation Carried Forward (LOCF) 
and as observed.  For time to OCT evidence of macular edema Kaplan-Meier estimates 
will be calculated and Kaplan-Meier curves will be plotted for each treatment group. 

Change from Week 6 to Final/Early Termination Visit in Vitreous Haze grade, AC cell 
grade, log MAR BCVA, and percent change from Week 6 to Final/Early Termination 
Visit in central retinal thickness will be compared between treatment groups using 
ANOVA adjusted for clustered observations (i.e., observations from each of the subject's 
eyes) with treatment as factor.  Change in VFQ-25 will be compared between treatment 
groups using ANOVA with treatment as factor.  The parameter estimate with 95% 
confidence interval and p-value will be presented.  Subjects dropping out through Week 6 
will be excluded from the analysis of vitreous haze, AC cells, log MAR BCVA, central 
retinal thickness, and VFQ-25.  Missing values will be imputed by LOCF.  The time to 
OCT evidence of macular edema on or after Week 6 will be compared between the 
treatment groups in a proportional hazards model with treatment as factor.  The hazard 
ratio with 95% confidence interval and p-value from the log-rank test will be presented.  
OCT evidence of macular edema on or after Week 6 will be counted as an event.  
Dropouts due to reasons other than OCT evidence of macular edema will be considered as 
censored observations at the time of dropping out. 
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The testing of ranked secondary variables will only be initiated in case of statistically 
significant differences between the treatment groups for the primary endpoint.  The 
statistical test for the ranked secondary variables will be carried out in the hierarchical 
order shown.  This means that statistically significant results at the two-sided 5% level for 
the higher ranked secondary variables are mandatory to initiate the testing of the next 
variable with a lower rank. 

11.5 Sensitivity Analysis for Secondary Efficacy Variables 

As sensitivity analysis, change from Week 6 to Final/Early Termination Visit in Vitreous 
Haze, AC cells, log MAR BCVA, and percent change from Week 6 to Final/Early 
Termination Visit in central retinal thickness will be analyzed by using ANOVA adjusted 
for clustered observations (i.e., observations from each of the subject's eyes) with 
treatment and IMM usage as factors.  Change in VFQ-25 will be compared between 
treatment groups using ANOVA with treatment and IMM usage as factors.  The 
parameter estimate with 95% confidence interval and p-value will be presented.  As 
sensitivity analysis, OCT evidence of macular edema on or after Week 6 will be analyzed 
in a proportional hazards model with treatment and IMM usage as factors.  The hazard 
ratio with 95% confidence interval and p-value from the proportional hazards model will 
be presented. 

In addition, the combined analysis of change from Week 6 to Final/Early Termination 
Visit in vitreous haze grade, AC cell grade, log MAR BCVA, and percent change from 
Week 6 to Final/Early Termination Visit in central retinal thickness for both eyes 
described in Section 11.4 will be done for the worse eye and the better eye separately.  For 
these analyses, ANOVA models with treatment as factor will be used. 
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11.6 Other Efficacy Analyses 

The following other efficacy variables will be analyzed: 

● Hospital Anxiety and Depression Scale (HADS):  total score and its 
components 

● Work Productivity and Activity Impairment, Questionnaire:  Specific Health 
Problem Questionnaire (WPAI:SHP) and its components 

● EuroQol Questionnaire (EQ-5D) 

● Health Resource Utilization Questionnaire (HRU) 
 
These other efficacy variables will be analyzed as follows: 

For HADS, WPAI:SHP and EQ-5D, descriptive statistics will include the number of 
observations, mean, standard deviation, minimum, first quartile, median, third quartile, 
and maximum for values at each visit, changes from Week 6 to each visit thereafter and 
change from Week 6 to Final/Early Termination Visit.  Data will be analyzed by Last 
Observation Carried Forward (LOCF) and as observed. 

Change from Week 6 to Final/Early Termination Visit in HADS, WPAI:SHP and EQ-5D 
will be compared between treatment groups using ANOVA with treatment as factor.  The 
parameter estimate with 95% confidence interval and p-value will be presented.  Subjects 
dropping out through Week 6 will be excluded from the analysis.  Missing values will be 
imputed by last observation carried forward. 

For HRU data the individual cumulative number of utilizations per time under observation 
will be calculated in each category (i.e., unscheduled uveitis-related health care 
professional visits, emergency room visits, hospital admissions and the total number of 
days in hospital) as follows: 

● Time under observation for a subject will be defined as "date of last visit with 
non-missing HRU – date of Week 6." 
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● The number of utilizations (documented starting at Week 8) will be summed 
up for each subject. 

 
For cumulative HRU data, the ratio of the total number of utilizations (i.e., over all 
subjects) and the total time under observation (i.e., over all subjects) will be calculated 
across all subjects in each treatment group.  HRU will be analyzed as observed only. 

11.7 Efficacy Subgroup Analyses 

Primary and secondary efficacy variables will be analyzed as described in Section 11.2 
and Section 11.4 in the following subgroups: 

● Gender (male/female) 

● Age (< 30, ≥ 30 to < 50, ≥ 50 years) at Baseline 

● Race (white, non-white) 

● Duration of uveitis (< 1, ≥ 1 years) 

● Type of uveitis (panuveitis:  yes versus no) 

● Number of uveitis flares in the past 12 months (0, 1–2, ≥ 3) 

● Time since last flare (< 6, ≥ 6 months) at Baseline 

● Prednisone dose at last flare (< 15, ≥ 15 to < 30, ≥ 30 mg/day) 

● Duration of current flare (< 2, ≥ 2 days) at Baseline 

● Macular edema at Baseline (yes, no) 

● IMM usage at Baseline (yes, no) 

● Topical corticosteroids (i.e., corticosteroid eye drops) at Baseline (yes, no) 
 
By centre analyses will not be performed because sample sizes per centre are too small. 
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12.0 Safety Analysis 

The subsequently described analyses will be provided by treatment group and overall in 
the safety set. 

12.1 Treatment-Emergent Adverse Events 

Treatment-emergent adverse events (AEs) are defined as any event with an onset date that 
is on or after the date at which the first dose of study drug is administered and no more 
than 70 days after the date at which the last dose of study drug is administered, or for 
subjects who roll over to the extension Study M11-327, before the date at which the first 
dose of study drug is administered in Study M11-327. 

If an incomplete onset date was collected for an AE, the event will be assumed to be 
treatment emergent unless there is other evidence that confirms that the event was not 
treatment emergent (e.g., the event end date was prior to the study drug start date).  In 
case of increasing severity of an existing AE, the worsening will be considered as a new 
AE with a new onset date. 

AE data will be summarized and presented by treatment group using primary MedDRA 
system organ classes (SOCs) and preferred terms (PTs) according to the most current 
implemented version of the MedDRA coding dictionary.  The SOCs will be presented in 
alphabetical order and the PTs will be presented in alphabetical order within each SOC. 
For AEs with an incidence rate ≥ 5% in the adalimumab group and SAEs, the PTs will 
also be presented in decreasing frequency. 

1. Adverse Event Overview 

The number and percentage of subjects experiencing treatment-emergent AEs will 
be summarized for the following AE categories. 

● AEs 
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● AEs rated at least possibly related to study drug (ADA/placebo) by the 
investigator (Probably Related or Possibly Related) 

● Severe AEs 

● SAEs 

● SAEs rated at least possibly related to study drug by the investigator (Probably 
Related or Possibly Related) 

● AEs leading to discontinuation of study drug 

● AEs leading to death 

● Uveitis-related AEs (see below) 

● AEs of special interest (see below) 
 

Uveitis-related AEs will be: 

● Loss of transparency of the cornea 

● Band keratopathy 

● Synechiae 

● Cataracts 

● Glaucoma/increased intraocular pressure 

● Vitreous hemorrhage 

● Macular edema 

● Retinal detachment 

● Epiretinal membrane 

● Vitreo-macular traction 

● Retinal ischemia 

● Vision loss 

● Hypotony 
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AEs of special interest for treatment with biologics will be:  

● Injection site reactions 

● Infectious AE 

● Serious infection 

● Opportunistic infections (excluding TB) 

● Hepatic events 

● Hepatits B reactivation 

● Liver function test (LFT) elevation 

● Lupus-like syndrome 

● Allergic reactions 

● Stevens-Johnson syndrome 

● Erythema multiforme 

● Vasculitis 

● Demyelinating diseases 

● Interstitial lung disease 

● Pulmonary embolism 

● Congestive heart failure 

● Myocardial infarction 

● Cerebrovascular accident 

● Psoriatic conditions 

● Medication errors and maladministration 

● Diverticulitis 

● Intestinal perforations 

● Intestinal stricture 

● Pancreatitis 
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● Sarcoidosis 

● Hematological event 

● Any malignancy 

● Malignancies will be described using 

○ Leukemia 

○ Lymphomas 

○ Hepatosplenic T-cell lymphoma 

○ Non-melanoma skin cancers (NMSC) 

○ Melanoma 

○ Malignancies (excluding lymphomas and NMSC) 

○ Malignancies (including lymphomas, excluding NMSC) 
 
Comparisons of the percentage of subjects experiencing an adverse event between 
treatment groups will be performed using Fisher's exact tests.  Only p-values ≤ 0.100 
when rounded to three digits will be presented. 

2. Adverse Events by System Organ Class and Preferred Term 

The number and percentage of subjects experiencing AEs will be tabulated 
according to the primary MedDRA SOC and PT for each treatment group.  
Subjects reporting more than one AE for a given PT will be counted only once for 
that term (most severe incident for the severity tables and most related incident for 
the relationship tables).  Subjects reporting more than one type of AE within a SOC 
will be counted only once for that SOC.  Subjects reporting more than one type of 
AE will be counted only once in the overall total.  Comparisons of the percentage 
of subjects experiencing an adverse event between treatment groups will be 
performed using Fisher's exact tests.  Only p-values ≤ 0.100 when rounded to three 
digits will be presented. 
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The following AEs will be summarized using the conventions described above: 

● AEs 

● AEs rated at least possibly related to study drug by the investigator 

● AEs by highest relationship 

● AEs by maximum severity 

● SAEs 

● AEs leading to discontinuation of study drug 

● AEs leading to death 

● AEs of special interest 
 
A listing of subject numbers associated with AEs by SOC and PT will be provided. 

By-subject listings will be provided for AEs at least possibly related to study drug, severe 
AEs, SAEs, AEs leading to discontinuation, AEs leading to death, and AEs of special 
interest.  In addition, SAEs with onset after informed consent but before the first dose of 
study drug was administered will be considered as pre-treatment SAEs and will be listed 
separately. 

3. Adverse Events by Maximum Severity 

Adverse events will also be summarized by maximum severity.  If a subject has an 
adverse event with unknown severity, then the subject will be counted in the 
severity category of "unknown," even if the subject has another occurrence of the 
same event with a severity present.  The only exception is if the subject has another 
occurrence of the same adverse event with the most extreme severity – "Severe."  
In this case, the subject will be counted under the "Severe" category. 



 

Adalimumab 
M10-877 - Statistical Analysis Plan 
Version 1.0 - 12 October 2011 

 

 

33 

4. Adverse Events by Maximum Relationship 

Adverse events will also be summarized by maximum relationship to study, as 
assessed by the investigator.  If a subject has an adverse event with unknown 
relationship, then the subject will be counted in the relationship category of 
"unknown," even if the subject has another occurrence of the same event with a 
relationship present.  The only exception is if the subject has another occurrence of 
the same adverse event with a relationship assessment of "Probably Related" or 
"Possibly Related."  In this case, the subject will be counted under the "Probably 
Related" or "Possibly Related" category, respectively. 

5. Adverse Event Rates per 100 Subject-Years of Study Drug Exposure 

The analysis of AEs per 100 subject-years will be presented for the AE overview, 
for AEs by SOC and PT, and for SAEs by SOC and PT. 

For each treatment group and overall, the treatment-emergent AE rate per 
100 subject-years of exposure to study drug (adalimumab/placebo) will be 
calculated.  For this calculation, one year will be considered to be 365.25 days.  For 
each treatment group and overall, the numerator of the rate will be the total number 
of AEs reported that is a subject can be counted more than once overall.  For each 
treatment group and overall, the denominator of the rates will be the total number 
of days exposed to study drug summed across all treated subjects divided by 
365.25.  The AE rate per 100 subject-years of exposure will be calculated as 
([numerator/denominator])*100.  The number of AEs reported (numerator), the 
total number of years of study drug exposure (denominator), and the AE rate per 
100 subject-years will be presented overall and for each treatment group. 

6. Subgroup Analyses of Adverse Events 

Analyses of AEs per subgroup will be presented for the AE overview.  The number 
and percentage of subjects experiencing AEs will be tabulated for each treatment 
group and overall.  
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Subgroups used for the analyses are: 

● No baseline immunosuppressant usage 

● Baseline azathioprine usage 

● Baseline cyclosporine usage 

● Baseline methotrexate usage 

● Baseline mycophenolate mofetil usage 
  
12.2 Analysis of Laboratory Data 

Hematology variables include:  hematocrit, hemoglobin, red blood cell (RBC), white 
blood cell (WBC), WBC differentials (neutrophils, lymphocytes, monocytes, basophils, 
eosinophils), and platelet count. 

Clinical chemistry variables include:  blood urea nitrogen (BUN), creatinine, total 
bilirubin, ALT (SGPT), AST (SGOT), alkaline phosphatase, sodium, potassium, calcium, 
inorganic phosphorus, uric acid, cholesterol, total protein, glucose, triglycerides, and 
albumin. 

Urinalysis variables include:  specific gravity, pH. 

For quantitative laboratory parameters, mean changes from baseline to the minimum 
value, maximum value, and final value in the laboratory variables will be summarized 
with the baseline mean, min/max/final mean, change from baseline mean, standard 
deviation, and median.  Treatment group differences for mean changes from baseline will 
be analyzed using ANOVA and will present the between group mean change from 
baseline with the 95% confidence interval, standard error and p-value. 

Laboratory data values will be categorized as low, normal, or high based on normal 
ranges of the laboratory used in this study.  Shift tables from baseline to final values will 
be created.  The shift tables cross tabulate the frequency of subjects with baseline values 
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below/within/above the normal range versus final values below/within/above the normal 
range. 

12.3 Analysis of Potentially Clinically Significant Laboratory 
Values 

For selected laboratory parameters (hematology:  Hemoglobin, Lymphocytes, 
Neutrophils, Platelet Count, WBC; clinical chemistry:  Albumin, Alkaline Phosphatase, 
ALT, AST, Total Bilirubin, Calcium, Cholesterol, Creatinine, Glucose, Inorganic 
Phosphorus, Potassium, Sodium, Triglycerides) with Common Toxicity Criteria (CTC) 
criteria, Potentially Clinically Significant Laboratory Findings (Common Toxicity Criteria 
CTC Grades 3 and 4) will be assessed. 

For definition of CTC V3.0 criteria, see http://ctep.cancer.gov/reporting/ctc.html. 

The following table describes the Criteria for Potentially Clinically Significant Laboratory 
Findings: 
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Laboratory 
Parameter CTC Grade 1 CTC Grade 2 CTC Grade 3 CTC Grade 4 

Hemoglobin < LLN – 100 g/L < 100 – 80 g/L < 80 – 65 g/L < 65 g/L 

Lymphocytes < LLN – 0.8 × 109/L < 0.8 – 0.5 × 109/L < 0.5 – 0.2 × 109/L < 0.2 × 109/L 

Neutrophils < LLN – 1.5 × 109/L < 1.5 – 1.0 × 109/L < 1.0 – 0.5 × 109/L < 0.5 × 109/L 

Platelet count < LLN – 75.0 × 109/L < 75.0 – 50.0 × 109/L < 50.0 – 25.0 × 109/L < 25.0 × 109/L 

WBC < LLN – 3.0 × 109/L < 3.0 – 2.0 × 109/L < 2.0 – 1.0 × 109/L < 1.0 × 109/L 

Albumin   < 20 g/L -- 

Alkaline 
Phosphatase 

> ULN – 2.5 × ULN > 2.5 – 5.0 × ULN > 5.0 – 20.0 × ULN > 20.0 × ULN 

ALT  > ULN – 2.5 × ULN > 2.5 – 5.0 × ULN > 5.0 – 20.0 × ULN > 20.0 × ULN 

AST > ULN – 2.5 × ULN > 2.5 – 5.0 × ULN > 5.0 – 20.0 × ULN > 20.0 × ULN 

Total Bilirubin > ULN – 1.5 × ULN > 1.5 – 3.0 × ULN > 3.0 – 10.0 × ULN > 10.0 × ULN 

Calcium > ULN – 2.9 mmol/L 
< LLN – 2.0 mmol/L 

> 2.9 – 3.1 mmol/L  
< 2.0 – 1.75 mmol/L 

> 3.1 – 3.4 mmol/L  
< 1.75 – 1.5 mmol/L 

> 3.4 mmol/L  
< 1.5 mmol/L 

Cholesterol > ULN – 7.75 mmol/L > 7.75 – 10.34 mmol/L > 10.34 –  
12.92 mmol/L 

> 12.92 mmol/L 

Creatinine > ULN – 1.5 × ULN > 1.5 – 3.0 × ULN > 3.0 – 6.0 × ULN > 6.0 × ULN 

Glucose > ULN – 8.9 mmol/L 
< LLN – 3.0 mmol/L 

> 8.9 – 13.9 mmol/L 
< 3.0 – 2.2 mmol/L 

> 13.9 – 27.8mmol/L  
< 2.2 – 1.7 mmol/L 

> 27.8 mmol/L 
< 1.7 mmol/L 

Inorganic 
Phosphorus 

< LLN – 0.8 mmol/L < 0.8 – 0.6 mmol/L < 0.6 – 0.3 mmol/L < 0.3 mmol/L 

Potassium > ULN – 5.5 mmol/L 
< LLN – 3.0 mmol/L 

> 5.5 – 6.0 mmol/L 
 — 

> 6.0 – 7.0 mmol/L  
< 3.0 – 2.5 mmol/L 

> 7.0 mmol/L  
< 2.5 mmol/L 

Sodium > ULN – 150 mmol/L 
< LLN – 130 mmol/L 

> 150 – 155 mmol/L 
— 

> 155 – 160mmol/L  
< 130 – 120 mmol/L 

> 160 mmol/L 
< 120 mmol/L 

Triglycerides > ULN – 2.5 × ULN > 2.5 – 5.0 × ULN > 5.0 – 10 × ULN > 10 × ULN 

LLN = lower limit of normal range; ULN = upper limit of normal range 
 
Shift tables from baseline value to worst value will be created.  The shift tables cross 
tabulate the frequency of subjects with baseline values with CTC < 3/CTC ≥ 3 versus 
worst values with CTC < 3/CTC ≥ 3.  Furthermore, for subjects with laboratory values 
with CTC ≥ 3, the whole course of the parameter will be listed. 
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12.4 Analysis of Liver Specific Laboratory Tests 

The liver specific laboratory tests include ALT/SGPT, AST/SGOT, alkaline phosphatase 
and total bilirubin.  Each of these laboratory values will be categorized as follows: 

1. < 1.5 × ULN, 

2. ≥ 1.5 × ULN TO < 3 × ULN, 

3. ≥ 3 × ULN TO < 5 × ULN, 

4. ≥ 5 × ULN TO < 8 × ULN, and 

5. ≥ 8 × ULN,  

where ULN is the upper normal limit. 

 
For each variable, shift tables will be generated that cross tabulate the number of subjects 
with baseline values in these 5 categories versus the min/max/final value in these 
5 categories. 

A listing of potentially clinically significant liver function laboratory values will be 
provided.  The listing will include all subjects who met any of the following 4 criteria: 

1. ALT ≥ 2.5 × ULN, or 

2. AST ≥ 2.5 × ULN, or 

3. Alkaline phosphatase ≥ 2.5 × ULN, or 

4. Total bilirubin ≥ 1.5 × ULN. 
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12.5 Analysis of Vital Signs 

Vital signs include:  Blood Pressure (Systolic/Diastolic) [mmHg], Pulse (bpm), 
Respiratory Rate (rpm), and Temperature [°C]. 

Mean changes from baseline to the minimum value, maximum value, and final value in 
the laboratory variables will be summarized with the baseline mean, min/max/final mean, 
change from baseline mean, standard deviation, and median.  Treatment group differences 
for mean changes from baseline will be analyzed using ANOVA and will present the 
between group mean change from baseline with the 95% confidence interval, standard 
error and p-value. 

12.6 Analysis of Other Safety Variables 

Other safety variables are: 

● Intraocular pressure (0 – 9, 10 – 21, 22 – 25, 26 – 30, > 30 mmHg) 

● Nuclear opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0) 

● Cortical lens opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0) 

● Posterior subcapsular opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0) 

● 2-step increase in lens opacity (defined as change from grade < 1.0 to 2.5 or 
higher, from 1.0 to 3.0 or higher, or from 1.5 to > 3.0) in at least one eye in at 
least one of the three opacity variables 

 
For each variable, shift tables will be generated that cross tabulate the number of subjects 
with baseline values in the above categories versus the worst observations (i.e., largest 
values) in these categories. 

13.0 List of Tables, Figures and Data Listings that Are to 
be Programmed 

Will be provided in a separate document. 
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14.0 List of Abbreviations 

AC Anterior Chamber 
AE Adverse Event 
ALT Alanine Aminotransferase 
ANOVA Analysis of Variance 
AST Aspartate Aminotransferase 
BCVA Best Corrected Visual Acuity 
BUN Blood Urea Nitrogen 
CRO Contract Research Organization 
CTC Common Toxicity Criteria 
DIO Dilated Indirect Ophthalmoscopy 
eow Every Other Week 
EQ-5D EuroQol Questionnaire 
ETDRS Early Treatment Diabetic Retinopathy Study 
HADS Hospital Anxiety and Depression Scale 
HRU Health Resource Utilization Questionnaire 
IDMC Independent Data Monitoring Committee 
IMM Immunosuppressant 
ITT Intent-to-Treat 
LFT Liver Function Test 
LOCF Last Observation Carried Forward 
MedDRA Medical Dictionary for Regulatory Activities 
MTX Methotrexate 
NEI National Eye Institute 
NMSC Non-Melanoma Skin Cancer 
NRI Non-Responder Imputation 
OCT Optical Coherence Tomography 
PT Preferred Term 
RBC Red Blood Cell  
SAE Serious Adverse Event 
SAP Statistical Analysis Plan 
SAS Statistical Analysis System 
SF-36 Short Form-36 Health Survey 
SGOT Serum Glutamic-Oxaloacetic Transaminase 
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SGPT Serum Glutamic-Pyruvic Transaminase 
SOC System Organ Class 
SUN Standardization of Uveitis Nomenclature 
ULN Upper Limit Normal 
VFQ Visual Functioning Questionnaire 
WBC White Blood Cell 
WHO World Health Organization 
WPAI:SHP Work Productivity and Activity Impairment Questionnaire:  Specific Health 

Problem Questionnaire 
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Rationale for Changes

The changes to the second amendment of the SAP dated 26 March 2014 described in this 

amendment were necessary to add some VFQ-25 subscores to the ranked secondary 

endpoints.

Summary of Changes

● Section 11.4:  added some VFQ-25 subscores to secondary endpoints

● Section 11.6:  removed some VFQ-25 subscores from other efficacy endpoints, 

added details to analysis of AUC

● Section 12.3:  added CTC grade definition for albumin

Full details of all changes are given in Section 16.0.

The amended Statistical Analysis Plan now reads as follows:
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3.0 Introduction

The Statistical Analysis Plan (SAP) will provide details to further elaborate statistical 

methods as outlined in the protocol of Study M10-877, "A Multicenter Study of the 

Efficacy and Safety of the Human Anti-TNF Monoclonal Antibody Adalimumab as 

Maintenance Therapy in Subjects Requiring High Dose Corticosteroids for Active 

Non-Infectious Intermediate-, Posterior-, or Pan-Uveitis," and will describe analysis 

conventions to guide the statistical programming work.  The analysis plan is based on the 

protocol amendment 10 dated as of 19 December 2013.

The Independent Data Monitoring Committee (IDMC) is established for the study to 

independently monitor and assess data from the study.  At each safety review meeting for 

Study M10-877, the IDMC will undertake a comprehensive review and assessment of the 

cumulative safety data.  The IDMC will make a recommendation to terminate the trial 

early if there are significant safety concerns.  Details on analyses prepared for the IDMC 

meetings are to be found in a separate SAP.

Analyses described in this SAP comprise the analyses that will be performed by AbbVie 

after the parent protocol (i.e., the non-Japan portion of the study) has been terminated.  

The analyses for the Japan Sub-Study will be described in a separate SAP.  In case the 

parent protocol is terminated but the Japan Sub-Study is still ongoing, the non-Japan 

portion of the study will be unmasked, but the Japan portion of the study will remain 

masked and Japan specific analyses will be performed after termination and unmasking of 

the Japan portion of the study.

All analyses will be performed using SAS®.

4.0 Study Objectives, Design and Procedures

4.1 Objectives

The objective of this study is to evaluate the efficacy and safety of adalimumab 80 mg 

loading dose at Baseline followed by 40 mg given every other week (eow) subcutaneously 
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starting at Week 1 compared with placebo as maintenance therapy in subjects requir ing 

high dose corticosteroids for active non-infectious intermediate-, posterior- or pan-uveitis.

4.2 Design Diagram

This is a Phase 3, randomized, double-masked, placebo-controlled, multicenter study 

design.  Subjects will be randomized into one of two arms. Arm 1 will receive 

adalimumab 80 mg subcutaneous loading dose at Baseline followed by 40 mg doses eow 

starting at Week 1.  Arm 2 will receive matching placebo.  Randomization will be a 

1:1 ratio, double-masked fashion to the treatment groups using baseline 

immunosuppressant usage as the stratification factor.  All subjects will receive a 

standardized prednisone burst of 60 mg/day at study entry followed by a protocol -defined 

mandatory taper schedule, in which all subjects continuing in the study will discontinue 

prednisone no later than Week 15.
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4.3 Sample Size

The placebo treatment failure rate at 6 months is assumed to be 70% and the adalimumab 

treatment failure rate at 6 months is assumed as 50%.

For conservative purposes, it is assumed that failures will begin to occur after 2 months of 

study duration as the prednisone taper reaches lower doses.  In addition, a pooled dropout 

rate of 35% over 12 months has been assumed.

Using these failure rate assumptions for a log-rank test and a two-sided overall 

significance level of 5%, a total of 138 events are needed for the final analysis.  The 

assumptions also include the following:

● a power of 90%

● an average accrual rate of 4 subjects per month in the first 30 months and 

7 subjects per month thereafter

A series of calculations with different sample sizes performed using East 5, 

Version 5.2.0.0 were undertaken utilizing the event rate, recruitment, and drop-out rate 

assumptions given above.  To achieve 138 treatment failure events, it is anticipated that a 

sample size of approximately 234 patients will be needed to be enrolled.

4.4 Interim Analysis

No confirmatory efficacy interim analysis will be performed.

The Independent Data Monitoring Committee (IDMC) is established for the study to 

independently monitor and assess data from the study.  At each safety review meeting for 

Study M10-877, the IDMC will undertake a comprehensive review and assessment of the 

cumulative safety data.

The IDMC will meet approximately every 6 months or at a frequency determined by the 

IDMC and render their recommendation for either the termination or continuation of the 

study or an amendment to the study.  The IDMC analyses will be conducted by a statistics 
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vendor external to AbbVie in order for the sponsor to remain masked to the results of the 

study.

5.0 Analysis Sets

The following analysis sets will be used for the analysis.

5.1 Definition for Analysis Sets

Primary efficacy analyses will be provided for the Intent-to-Treat (ITT) set.  The ITT set 

includes all randomized subjects recruited outside Japan.  In addition, the ITT set excludes 

Subject 1050205 from Investigator 39656 (Brezin, France) and Subjects 1202803, 

1202804, 1202806, 1202807, and 1202808 from Investigator 39626 (Flynn, USA).  

Reasons for exclusion are incomplete efficacy source data (Brezin) and general 

compliance issues (Flynn).  Additional sensitivity efficacy analyses will be provided for 

the modified Intent-to-Treat (mITT) set.  The mITT set includes all randomized subjects 

recruited outside Japan.  Data will be analyzed as randomized.

Safety analyses will be conducted in the safety set.  The safety set includes all subjects 

recruited outside Japan who received at least one dose of study medication.  Data will be 

analyzed according to treatment received.

5.2 Variables Used for Stratification of Randomization

The randomization of subjects recruited outside Japan was stratified based on baseline 

immunosuppressant (IMM) usage.  Due to the small sample size, no stratification by 

baseline IMM usage was used for Japanese subjects.  Japanese subjects were randomized 

in a separate stratum.

6.0 Analysis Conventions

6.1 Definition of Baseline and Final Observation

The baseline value is defined as the last non-missing observation made at or prior to the 

date at which the first dose of study drug is administered.



Adalimumab
M10-877 – Statistical Analysis Plan – Amendment 3
Version 4.0 – 02 September 2014

9

The final observation for safety analyses is defined as the last non-missing observation 

available at or prior to the date at which the last dose of study drug is administered plus 

70 days.  The Final Visit value for efficacy analyses is defined as the value at the visit 

when the treatment failure occurs or as the value at Early Termination Visit or Week 80 

Visit if no treatment failure occurs.

6.2 Definition of Rx Days and Visit Windows

Rx days are calculated for each time point relative to the first study drug dose date.  

Rx days are negative values when the time point of interest is prior to the first study drug 

dose day.  Rx days are positive values when the time point of interest is after the 

first study drug dose day.  The day of the first dose of study drug is defined as Rx Day 1, 

while the day prior to the first study drug dose is defined as Rx Day –1 (there is no Rx 

Day 0).  Rx days are calculated as:

Rx Day

= Date of the measurement – Day 1 + 1 if date of measurement ≥ Day 1 date, or

= Date of the measurement – Day 1 if date of measurement < Day 1 date.

All time points and corresponding time windows are defined based on Rx days.  If more 

than one assessment is included in a time window, the assessment closest to the nominal 

day should be used.  If there were two observations equally distant to the nominal day, the 

latest one will be used in the analyses.  If more than one assessment is included on the 

same day, then the last assessment on that day will be used in analyses.

The following visit windows will be used for the analysis of logMAR best corrected 

visual acuity (BCVA), vitreous haze, anterior chamber cells, central retinal thickness, NEI 

Visual Functioning Questionnaire (VFQ-25), Hospital Anxiety and Depression Scale 

(HADS), Work Productivity and Activity Impairment Questionnaire:  Specific Health 

Problem Questionnaire (WPAI:SHP), EuroQol Questionnaire (EQ-5D):
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Visit Windows

Week Nominal Rx Day First Rx Day Last Rx Day

0 1 -- 1

1 8 2 18

4 29 19 36

6 43 37 50

8 57 51 71

12 85 72 99

16 113 100 127

20 141 128 155

24 169 156 179

27 190 180 207

32 225 208 239

36 253 240 267

40 281 268 295

44 309 296 323

48 337 324 351

52 365 352 379

56 393 380 407

60 421 408 435

64 449 436 463

68 477 464 491

72 505 492 519

76 533 520 547

80 561 548 575

6.3 Imputation of Missing Data

The following imputation methods will be used to impute missing values in the efficacy 

analyses.  In addition, an observed case analysis will be performed.

● Non-responder imputation (NRI)

● Last Observation Carried Forward (LOCF)
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6.3.1 Non-Responder Imputation (NRI)

The NRI approach is used for binary variables.  These variables can take values of 

'Response' or 'Non-Response' or can be missing for any reason including discontinuation 

from study.  According to the NRI approach, all missing values will be considered as 

non-response.

6.3.2 Last Observation Carried Forward (LOCF)

For all continuous and rating variables (excluding time to event data), the following rules 

will be used for the LOCF approach:

● Baseline values will not be used to impute the missing post-baseline values.

● Missing values after Rx Day 1 will be imputed using the latest non-missing 

value after Rx Day 1 and prior to the missing value.

6.3.3 Observed Case Analysis

Missing values will not be used for the observed case analysis.

6.3.4 Imputation of Missing Dates

For baseline, efficacy, and safety parameters, if the day and/or month are missing, the 

following conventions will be used to impute the missing dates:

● 01 for missing start day

● End of month for missing end day

● January 1st for missing start month

● December 31st for missing end month
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7.0 Demographics, Baseline Characteristics, Medical 
History, and Previous/Concomitant Medications

The subsequently described analyses will be provided by treatment group and overall in 

the ITT set.

Descriptive statistics will include the number of observations, mean, standard deviation, 

minimum, first quartile, median, third quartile, and maximum for continuous variables; 

and counts and percentages for categorical variables.

7.1 Demographic and Baseline Characteristics

Demographics and baseline values will be compared between treatment groups and a 

two-sided P value will be provided.  In general, continuous variables will be analyzed 

using analysis of variance (ANOVA) with treatment group as factor.  In case of 

measurements for both eyes, ANOVA adjusted for clustered observations (repeated 

measures ANOVA) will be used.  Categorical variables will be analyzed using the 

chi-square test or Fisher's exact test.  In case of measurements for both eyes, the 

chi-square test adjusted for clustered observations1 will be used.

Variables to be summarized will include:

● Subject Demographics

○ Age (years) at Baseline

○ Age categories (< 40, 40 – 64, ≥ 65 years) at Baseline

○ Age categories (< 30, ≥ 30 to < 50, ≥ 50 years) at Baseline

○ Gender (male/female)

○ Race (white, black, Asian, American Indian/Alaska native, native 

Hawaiian or other pacific islander, multi race, other)

○ Ethnicity (Hispanic or Latino, no ethnicity) (no statistical test)

○ Weight (kg)

○ Height (cm)

● Tobacco and Alcohol Use
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○ Tobacco use (non-user, user, ex-user, unknown)

○ Alcohol use (non-drinker, drinker, ex-drinker, unknown)

● TB History/PPD Test/QuantiFERON®-TB Gold test/TB Prophylaxis (no 

statistical test)

○ Higher risk of TB (yes, no)

○ BCG vaccination (yes, no)

○ Induration of tuberculin PPD skin test (mm)

○ Tuberculin PPD skin test (negative, positive), positive defined as ≥ 5 mm

○ QuantiFERON-TB Gold test (negative, positive, indeterminate)

○ Combined result of tuberculin PPD skin test and QuantiFERON-TB Gold 

test

○ Enrollment under TB prophylaxis (yes, no)

○ Type of TB prophylaxis (INH, Other, Both)

● Chest X-Ray (no statistical test)

○ Chest x-ray findings (normal, abnormal)

○ Calcified granulomas (absent, present)

○ Pleural scarring (absent, present)

○ Pleural thickening (absent, present)

○ Findings indicative of previous TB infection (yes, no)

● Vital Signs

○ Systolic blood pressure (mmHg)

○ Diastolic blood pressure (mmHg)

○ Pulse (bpm)

○ Respiratory rate (rpm)

○ Temperature (°C)

● ECG (no statistical test)

○ ECG assessment (normal, abnormal not clinically significant, abnormal 

clinically significant, unable to evaluate)

○ Abnormal assessment

● Patient Reported Outcomes
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○ Visual Functioning Questionnaire (VFQ-25):  total score and subscale 

scores

○ EuroQol-5D Questionnaire (EQ-5D)

○ Hospital Anxiety and Depression Scale (HADS):  total score and its 

components

○ Work Productivity and Activity Impairment:  Specific Health Problem 

Questionnaire (WPAI:SHP) and its components

○ Short Form-36 Health Survey (SF-36) and its components

The following baseline ophthalmologic variables will be summarized separately for left 

and right eye:

● Optical coherence tomography (OCT) evidence of macular edema (yes, no) 

(based on central reader assessment at baseline)

● Central retinal thickness (microns)

● Intraocular pressure (mmHg)

● Active chorioretinal lesions (yes, no) via dilated indirect ophthalmoscopy 

(DIO)

● Active retinal vascular lesions (yes, no) via DIO

● Anterior chamber cell grade (SUN criteria) (continuous)

● Anterior chamber cell grade (SUN criteria) (categorical) (no statistical test)

● AREDS lens opacity grading (no statistical test):

○ nuclear opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0)

○ cortical opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0)

○ posterior subcapsular opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0)

● Vitreous haze grades (NEI/SUN criteria) (continuous)

● Vitreous haze grades (NEI/SUN criteria) (categorical) (no statistical test)

● LogMAR Best Corrected Visual Acuity (BCVA) will be calculated as follows:

if ≥ 20 letters were read at 4 m OR if < 20 letters were read at 4 m but the 

test was not done at 1 m,

logMAR = 1.7 – 0.02 * (number of letters read at 4 m + 30),
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if < 20 letters were read at 4 m and the test was also done at 1 m,

logMAR = 1.7 – 0.02 * (number of letters read at 4 m + number of 

letters read at 1 m)

if 0 letters were read at 1 m, the following logMAR values will be 

calculated according to Holladay2:

in case of finger counting:  logMAR = (–1) * log10 (distance in 

meters/60)

in case of hand movements:  logMAR = 3.0

● Power of sphere (diopters)

● Power of cylinder (diopters)

● Axis of cylinder (degrees)

For analysis of central retinal thickness, the center point thickness measured by the central 

reader will be used if thickness map reliability for foveal thickness "center" (volumetric 

map C) is acceptable.  If thickness map reliability for foveal thickness "center" is 

unacceptable or not present, the average of the manual center point measurements will be 

used.  Central retinal thickness will be analyzed by OCT machine.

7.2 Uveitis History

Uveitis history will be compared between treatment groups and a two-sided P value will 

be provided.  In general, continuous variables will be analyzed using analysis of variance 

(ANOVA) with treatment group as factor.  Categorical variables will be analyzed using 

the chi-square test or Fisher's exact test.

Variables to be summarized will include:

● Duration of uveitis (months) at Baseline

● Type of uveitis (intermediate, posterior, intermediate + posterior, panuveitis)

● Diagnosis (idiopathic, birdshot choroidopathy, multifocal choroiditis and 

panuveitis, Vogt Koyanagi Harada, sarcoid, Behcet's, Other) (no statistical 

test)
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● Eye affected (left, right, both)

● History of infectious uveitis (yes, no)

● Number of uveitis flares in the past 12 months (1, 2, ≥ 3)

● Time since last flare (months) at Baseline

● Prednisone dose at last flare (mg)

● Duration of current flare (days) at Baseline

7.3 Medical History

Medical history data will be summarized and presented using body systems and 

conditions/diagnoses.  The body systems will be presented in alphabetical order and the 

conditions/diagnoses will be presented in alphabetical order within each body system.  

The number and percentage of subjects with a particular condition/diagnosis will be 

summarized for each treatment group.  Subjects reporting more than one 

condition/diagnosis within a body system will be counted only once for that body system.

7.4 Prior Medications

Prior uveitis medications are defined as any uveitis-related medication discontinued prior 

to the first dose of study drug.  Prior uveitis medication will be summarized by generic 

drug name based on the World Health Organization (WHO) drug dictionary.  In addition, 

the following therapies discontinued prior to the first dose of study drug will be 

summarized by counts and percentages:

● Immunosuppressants

○ Azathioprine

○ Cyclosporine

○ Methotrexate (MTX)

○ Mycophenolate mofetil or an equivalent drug (e.g., mycophenolic acid)

○ Tacrolimus

● Corticosteroids

○ Oral corticosteroids
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○ Topical corticosteroids

○ Other corticosteroids

Previous medication is defined as any medication taken prior to the first dose of study 

drug.  The number and percentage of subjects who had taken previous medications will be 

summarized by generic drug name based on the World Health Organization (WHO) drug 

dictionary.

7.5 Concomitant Medications

Medications with a start date prior to or on the first dose of study drug and a stop date on 

or after the first dose of study drug or a missing stop date will be considered as 

concomitant medications at Baseline.  If the start date is missing and the stop date is on or 

after the baseline date, or if start and stop dates are both missing, the medication will also 

be considered as concomitant at Baseline.  The following therapies used by subjects at 

Baseline will be summarized by counts and percentages:

● Immunosuppressants at Baseline

○ Azathioprine

○ Cyclosporine

○ Methotrexate (MTX)

○ Mycophenolate mofetil or an equivalent drug (e.g., mycophenolic acid)

○ Tacrolimus

Concomitant medication is defined as any medication that started prior to the first dose of 

study drug and continued to be taken after the first dose of study drug or any medication 

that started after the first dose of study drug, but not after 14 days after the last dose of 

study drug.  The number and percentage of subjects who had taken concomitant 

medications will be summarized by generic drug name based on the World Health 

Organization (WHO) drug dictionary.
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8.0 Subject Disposition

The number of subjects in each of the following categories will be summarized.  The 

subsequently described analyses will be provided by country as well as by investigator for 

each treatment group and overall:

● Subjects randomized, excluding subjects listed in Section 5.1 (ITT set)

● Subjects randomized (mITT set)

● Subjects who received at least one dose of study medication (safety set)

● Subjects who completed (ITT set)

● Subjects who experienced a treatment failure (ITT set)

● Subjects who prematurely discontinued (ITT set)

In addition, the number and percentage of subjects who prematurely discontinued study 

drug during the study and until Week 6 will be summarized by reason for each treatment 

group and overall for the ITT set.

The number and percentage of subjects with protocol deviations will be presented for each 

treatment group and overall for the ITT set.

The number and percentage of subjects per visit will be presented for each treatment 

group and overall for the ITT set.

9.0 Exposure and Compliance with Oral Prednisone 
and Corticosteroid Eye Drop Taper

Oral prednisone tapering will be summarized as follows:

● Duration of treatment with oral prednisone (days) will be defined as "date of 

last dose – date of first dose of oral prednisone + 1."

● The mean daily oral prednisone dose for each week, the duration of treatment 

with oral prednisone, the total oral prednisone dose will be summarized by 

number of subjects, mean, standard deviation, minimum, first quartile, median, 

third quartile, and maximum by treatment group in the safety set.  In addition, 
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the duration of treatment with oral prednisone will be categorized and counts 

will be given for the number of subjects in the respective interval.

● Treatment compliance (%) with oral prednisone is defined as the total dose 

received divided by the total dose planned.  Tabulations for treatment 

compliance will display the number of observations, mean, standard deviation, 

minimum, first quartile, median, third quartile, and maximum in the safety set.

Corticosteroid eye drop tapering will be analyzed analogously.

10.0 Study Drug Exposure and Compliance

Exposure to study treatment (adalimumab/placebo) in days will be defined as follows:

Treatment exposure (days) = date of last dose of study drug – date of first dose of 

study drug + 14 (days) 

Exposure will be presented in days.

Exposure will be summarized by number of subjects, mean, standard deviation, minimum, 

first quartile, median, third quartile, and maximum by treatment group in the safety set.  In 

addition, exposure will be categorized and counts will be given for the number of subjects 

in the respective interval.

Treatment compliance (%) is defined as the number of adalimumab injections received 

divided by the number of injections planned.  Tabulations for treatment compliance will 

display the number of observations, mean, standard deviation, minimum, first quartile, 

median, third quartile, and maximum in the safety set.

11.0 Efficacy Analysis

11.1 General Considerations

The subsequently described analyses will be provided by treatment group in the ITT set.  

Where indicated, additional sensitivity efficacy analyses will also be provided for the 
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mITT set.  Efficacy variables will be summarized in each treatment group using 

descriptive statistics. 

The statistical test for the primary endpoint and the ranked secondary endpoints will be 

performed at a two-sided significance level of 0.05.  All other statistical tests will also be 

two-sided at a significance level of 0.05.  The primary analysis will consist of the test 

statistical analysis of the primary endpoint in the ITT set described in Section 11.2 and the 

test statistical analysis of the ranked secondary endpoints in the ITT set described in 

Section 11.4.  Sensitivity analyses on the primary endpoint and ranked secondary 

endpoints as well as analyses on other efficacy variables and subgroup analyses will be 

considered exploratory.

11.2 Primary Efficacy Endpoint

The primary efficacy endpoint is the time to treatment failure.  The analysis of time to 

treatment failure in the ITT set described below will be considered primary analysis.

Treatment failure is defined as follows:

Treatment Failure*

Parameter Week 6 Visit All Other Visits After Week 6

Inflammatory, chorioretinal 
and/or inflammatory retinal 
vascular lesions

New active, inflammatory lesions 
relative to baseline

New active, inflammatory lesions 
relative to baseline

Anterior chamber cell grade 
(SUN Criteria)

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved**

Vitreous haze grade (NEI/SUN 
criteria)

Inability to achieve ≤ 0.5+ 2-step increase relative to best 
state achieved**

Visual acuity (ETDRS) Worsening of BCVA by 
≥ 15 letters relative to best state 

achieved

Worsening of BCVA by 
≥ 15 letters relative to best state 

achieved

* To be considered a treatment failure, ≥ 1 of these 4 criteria need to be present in at least 1 eye.

** A 2-step increase is represented by a change of Grade 0 to Grade 2+; or Grade 0.5+ to Grade 3+.

For the primary endpoint Kaplan-Meier estimates will be calculated and Kaplan-Meier 

curves will be plotted for each treatment group.  Treatment failure rates with 95% 
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confidence interval will be calculated at 3, 6, 9, 12 and 18 months for each treatment 

group.  Treatment failures will be counted as events.  Dropouts due to reasons other than 

treatment failure will be considered as censored observations at the time of dropping out.  

A proportional hazards model with treatment as factor will be calculated.  The hazard 

ratio with 95% confidence interval and P value from the log-rank test will be presented.

Each of the 4 components of the primary efficacy endpoint will be analyzed by counts and 

percentages.  In addition, the number of components met will be analyzed by counts and 

percentages.

11.3 Sensitivity Analyses for Primary Efficacy Endpoint

The following will be used as sensitivity analysis:

● Time to treatment failure will be compared between the treatment groups in 

the ITT set by using a proportional hazards model with treatment and baseline 

immunosuppressant usage as factors.  The hazard ratio with 95% confidence 

interval and P value from the proportional hazards model will be presented.

● Time to treatment failure will be analyzed in the mITT set.  Kaplan-Meier 

estimates will be calculated and Kaplan-Meier curves will be plotted for each 

treatment group.  Treatment failure rates with 95% confidence interval will be 

calculated at 3, 6, 9, 12 and 18 months for each treatment group.  A 

proportional hazards model with treatment as factor will be calculated.  The 

hazard ratio with 95% confidence interval and P value from the log-rank test 

will be presented.

11.4 Ranked Secondary Efficacy Endpoints

The analysis of ranked secondary efficacy variables in the ITT set will be considered 

primary analysis.  The following ranked secondary efficacy variables will be analyzed:

1. Change in anterior chamber (AC) cell grade in each eye from best state achieved 

prior to Week 6 to the Final/Early Termination Visit
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2. Change in vitreous haze grade (NEI/SUN criteria) in each eye from best state 

achieved prior to Week 6 to the Final/Early Termination Visit

3. Change in logMAR BCVA in each eye from best state achieved prior to Week 6 to 

the Final/Early Termination Visit

4. Time to OCT evidence of macular edema in at least one eye on or after Week 6

5. Percent change in central retinal thickness in each eye from best state achieved 

prior to Week 6 to the Final/Early Termination Visit

6. Change in VFQ-25 total score from best state achieved prior to Week 6 to the 

Final/Early Termination Visit

7. Change in VFQ-25 subscore distance vision from best state achieved prior to Week 

6 to the Final/Early Termination Visit

8. Change in VFQ-25 subscore near vision from best state achieved prior to Week 6 

to the Final/Early Termination Visit

9. Change in VFQ-25 subscore ocular pain from best state achieved prior to Week 6 

to the Final/Early Termination Visit

For analysis of central retinal thickness, the center point thickness measured by the central 

reader will be used if thickness map reliability for foveal thickness "center" (volumetric 

map C) is acceptable.  If thickness map reliability for foveal thickness "center" is 

unacceptable or not present, the average of the manual center point measurements will be 

used.  Changes and percent changes in central retinal thickness may only be calculated for 

measurements from the same machine.  OCT evidence of macular edema is analyzed 

based on central reader assessment.

These ranked secondary efficacy variables will be analyzed as follows:

Descriptive statistics will include the number of observations, mean, standard deviation, 

minimum, first quartile, median, third quartile, and maximum for values at each visit, 

changes from best state achieved prior to Week 6 to each visit thereafter (starting at 
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Week 6) and change from best state achieved prior to Week 6 to Final/Early Termination 

Visit for continuous variables.  In addition, for central retinal thickness percent change 

from best state achieved prior to Week 6 to each visit thereafter (starting at Week 6) and 

percent change from best state achieved prior to Week 6 to Final/Early Termination Visit 

will be analyzed.  For central retinal thickness, values at each visit and changes will be 

analyzed by OCT machine.  For AC cell grade and VH grade, values at each visit will also 

be analyzed calculating counts and percentages.  Change in logMAR BCVA from best 

state achieved prior to Week 6 to each visit thereafter (starting at Week 6) and change 

from best state achieved prior to Week 6 to Final/Early Termination Visit will be 

categorized as worsening of ≥ 15 letters, worsening of 14 to 10, worsening of 9 to 

5 letters, worsening of 4 letters to improvement of 4 letters, improvement of ≥ 5 letters.  

Categories will be analyzed by giving counts and percentages.  Data will be analyzed by 

Last Observation Carried Forward (LOCF) and as observed.  For time to OCT evidence of 

macular edema Kaplan-Meier estimates will be calculated and Kaplan-Meier curves will 

be plotted for each treatment group.

Change from best state achieved prior to Week 6 to Final/Early Termination Visit in AC 

cell grade, Vitreous Haze grade, logMAR BCVA, and percent change from best state 

achieved prior to Week 6 to Final/Early Termination Visit in central retinal thickness will 

be compared between treatment groups using ANOVA adjusted for clustered observations 

(i.e., observations from each of the subject's eyes) with treatment as factor.  For percent 

change in central retinal thickness the analysis will additionally be adjusted for type of 

OCT machine.  Change in VFQ-25 will be compared between treatment groups using 

ANOVA with treatment as factor.  The parameter estimate with 95% confidence interval 

and P value will be presented.  Subjects dropping out through Week 6 will be excluded 

from the analysis of AC cells, vitreous haze, logMAR BCVA, central retinal thickness, 

and VFQ-25.  Missing values will be imputed by LOCF.  The time to OCT evidence of 

macular edema on or after Week 6 will be compared between the treatment groups in a 

proportional hazards model with treatment as factor.  The hazard ratio with 95% 

confidence interval and P value from the log-rank test will be presented.  OCT evidence 

of macular edema on or after Week 6 will be counted as an event.  Dropouts due to 
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reasons other than OCT evidence of macular edema will be considered as censored 

observations at the time of dropping out.

The testing of ranked secondary variables will only be initiated in case of statistically 

significant differences between the treatment groups for the primary endpoint.  The 

statistical tests for the ranked secondary variables will be carried out in the hierarchical 

order shown.  This means that statistically significant results at the two-sided 5% level for 

the higher ranked secondary variables are mandatory to initiate the testing of the next 

variable with a lower rank so that the multiple significance level of 5% is controlled.

11.5 Sensitivity Analysis for Secondary Efficacy Endpoints

As sensitivity analysis in the ITT set, change from best state achieved prior to Week 6 to 

Final/Early Termination Visit in AC cells, Vitreous Haze, logMAR BCVA, and percent 

change from best state achieved prior to Week 6 to Final/Early Termination Visit in 

central retinal thickness will be analyzed by using ANOVA adjusted for clustered 

observations (i.e., observations from each of the subject's eyes) with treatment and IMM 

usage as factors.  For percent change in central retinal thickness the analysis will 

additionally be adjusted for type of OCT machine.  Change in VFQ-25 will be compared 

between treatment groups using ANOVA with treatment and IMM usage as factors.  The 

parameter estimate with 95% confidence interval and P value will be presented.  As 

sensitivity analysis in the ITT set, OCT evidence of macular edema on or after Week 6 

will be analyzed in a proportional hazards model with treatment and IMM usage as 

factors.  The hazard ratio with 95% confidence interval and P value from the proportional 

hazards model will be presented.

In addition in the ITT set, the combined analysis of change from best state achieved prior 

to Week 6 to Final/Early Termination Visit in AC cell grade, vitreous haze grade, 

logMAR BCVA, and percent change from best state achieved prior to Week 6 to 

Final/Early Termination Visit in central retinal thickness for both eyes described in 

Section 11.4 will be done for the worse eye and the better eye separately.  For these 

analyses, ANOVA models with treatment as factor will be used.  For percent change in 
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central retinal thickness the analysis will additionally be adjusted for type of OCT 

machine.

For the mITT set, the ranked secondary efficacy variables will be analyzed as follows (cf.  

Section 11.4):  Change from best state achieved prior to Week 6 to Final/Early 

Termination Visit in AC cell grade, Vitreous Haze grade, logMAR BCVA, and percent 

change from best state achieved prior to Week 6 to Final/Early Termination Visit in 

central retinal thickness will be compared between treatment groups using ANOVA 

adjusted for clustered observations (i.e., observations from each of the subject's eyes) with 

treatment as factor.  For percent change in central retinal thickness the analysis will 

additionally be adjusted for type of OCT machine.  Change in VFQ-25 will be compared 

between treatment groups using ANOVA with treatment as factor.  The parameter 

estimate with 95% confidence interval and P value will be presented.  Subjects dropping 

out through Week 6 will be excluded from the analysis of AC cells, vitreous haze, 

logMAR BCVA, central retinal thickness, and VFQ-25.  Missing values will be imputed 

by LOCF.  The time to OCT evidence of macular edema on or after Week 6 will be 

compared between the treatment groups in a proportional hazards model with treatment as 

factor.  The hazard ratio with 95% confidence interval and P value from the log-rank test 

will be presented.  OCT evidence of macular edema on or after Week 6 will be counted as 

an event.  Dropouts due to reasons other than OCT evidence of macular edema will be 

considered as censored observations at the time of dropping out.

11.6 Other Efficacy Analysis

The following other efficacy variables will be analyzed in the ITT set:

● AUC (area under the curve) of AC cell grades in each eye from baseline to 

Final/Early Termination Visit using a reversed scale

● AUC (area under the curve) of vitreous haze grades in each eye from baseline 

to Final/Early Termination Visit using a reversed scale

● AUC (area under the curve) of logMAR BCVA in each eye from baseline to

Final/Early Termination Visit using a reversed scale
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● AUC (area under the curve) of VFQ-25 total score from baseline to Final/Early 

Termination Visit

● Time to failure based on active inflammatory lesions per primary endpoint

● Time to failure based on active inflammatory lesions per primary endpoint 

only in subjects with active inflammatory lesions at baseline

● Time to failure based on AC cell grade per primary endpoint

● Time to failure based on AC cell grade per primary endpoint only for subjects 

with AC cell grade ≥ 1 at baseline

● Time to failure based on vitreous haze grade per primary endpoint

● Time to failure based on vitreous haze grade per primary endpoint only for 

subjects with vitreous haze grade ≥ 1 at baseline

● Time to failure based on vitreous haze grade per primary endpoint only for 

subjects with vitreous haze grade ≥ 2 at baseline

● Proportion of subjects in quiescence (defined as no active inflammatory 

lesions and AC cell grade ≤ 0.5 and VH grade ≤ 0.5) at each visit between 

Week 6 through Week 52

● Proportion of subjects in steroid-free quiescence at each visit between 

Week 16 through Week 52

● Proportion of subjects with lack of inflammation (defined as no active 

inflammatory lesions and AC cell grade = 0 and VH grade = 0) at each visit 

between Week 6 through Week 52 

● Proportion of subjects with steroid-free lack of inflammation at each visit 

between Week 16 through Week 52

● VFQ-25 subscores excluding distance vision, near vision and ocular pain

● Hospital Anxiety and Depression Scale (HADS):  total score and its 

components

● Work Productivity and Activity Impairment, Questionnaire:  Specific Health 

Problem Questionnaire (WPAI:SHP) and its components

● EuroQol Questionnaire (EQ-5D)

● Health Resource Utilization Questionnaire (HRU)
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These other efficacy variables will be analyzed as follows:

For AUC, descriptive statistics will include the number of observations, mean, standard 

deviation, minimum, first quartile, median, third quartile, and maximum.  Data will be 

analyzed as observed.  For each subject's eye the AUC between the worst possible value 

at the bottom and the course of values over time in the study will be calculated until the 

time point of discontinuation.  Worst possible values are: grade 4 for AC cells and VH, 

3.0 for logMAR BCVA, 0 for VFQ-25 total score.  Subjects that had to terminate the 

study because the planned number of Treatment Failures was reached will be excluded 

from this analysis.

AUC will be compared between treatment groups using ANOVA adjusted for clustered 

observations (i.e., observations from each of the subject's eyes) with treatment as factor.  

Change in VFQ-25 will be compared between treatment groups using ANOVA with 

treatment as factor.  The parameter estimate with 95% confidence interval and P value 

will be presented.

For time to event data Kaplan-Meier estimates will be calculated and Kaplan-Meier 

curves will be plotted for each treatment group.  Rates with 95% confidence interval will 

be calculated at 3, 6, 9, 12 and 18 months for each treatment group.  The time to event 

data will be compared between the treatment groups in a proportional hazards model with 

treatment as factor.  The hazard ratio with 95% confidence interval and P value from the 

log-rank test will be presented.  Failures of the specific type on or after Week 6 wil l be 

counted as event.  Dropouts due to reasons other than the specific type will be considered 

as censored observations at the time of dropping out.

Binary endpoints will be analyzed descriptively by calculating counts and percentages.  

Data will be analyzed using non-responder imputation.  Missing values, values after 

premature discontinuation and after Treatment Failure will be imputed as non-response 

and counts and percentages will be given.  Subjects that had to terminate the study 

because the planned number of Treatment Failures was reached will be excluded from this 

analysis.
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For binary endpoints, proportions will be compared between treatment groups using a chi 

square test.  The difference of proportions between treatment groups with 95% confidence 

interval will be provided.

For VFQ-25 subscores, HADS, WPAI:SHP and EQ-5D, descriptive statistics will include 

the number of observations, mean, standard deviation, minimum, first quartile, median, 

third quartile, and maximum for values at each visit, changes from best state achieved 

prior to Week 6 to each visit thereafter (starting at Week 6) and change from best state 

achieved prior to Week 6 to Final/Early Termination Visit.  Data will be analyzed by Last 

Observation Carried Forward (LOCF) and as observed.

Change from best state achieved prior to Week 6 to Final/Early Termination Visit in 

VFQ-25 subscores, HADS, WPAI:SHP and EQ-5D will be compared between treatment 

groups using ANOVA with treatment as factor.  The parameter estimate with 95% 

confidence interval and P value will be presented.  Subjects dropping out through Week 6 

will be excluded from the analysis.  Missing values will be imputed by last observation 

carried forward.

For HRU data the individual cumulative number of utilizations per time under observation 

will be calculated in each category (i.e., unscheduled uveitis-related health care 

professional visits, emergency room visits, hospital admissions and the total number of 

days in hospital) as follows:

● Time under observation for a subject will be defined as "date of last visit with 

non-missing HRU – date of baseline visit."

● The number of utilizations after baseline will be summed up for each subject.

For cumulative HRU data, the ratio of the total number of utilizations (i.e., over all 

subjects) and the total time under observation (i.e., over all subjects) will be calculated 

across all subjects in each treatment group.  HRU will be analyzed as observed only.
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11.7 Efficacy Subgroup Analyses

Primary and ranked secondary efficacy variables will be analyzed in the ITT set as 

described in Section 11.2 and Section 11.4 in the following subgroups:

● Gender (male/female)

● Age (< 30, ≥ 30 to < 50, ≥ 50 years) at Baseline

● Race (white, non-white)

● Duration of uveitis (< 1, ≥ 1 years)

● Type of uveitis (intermediate versus posterior versus panuveitis)

● Diagnosis (idiopathic/other versus birdshot choroidopathy versus multifocal 

choroiditis and panuveitis versus Vogt Koyanagi Harada versus sarcoid versus 

Behcet's)

● Number of uveitis flares in the past 12 months (1, 2, ≥ 3)

● Time since last flare (< 6, ≥ 6 months) at Baseline

● Prednisone dose at last flare (< 15, ≥ 15 to < 30, ≥ 30 mg/day)

● Duration of current flare (< 60, ≥ 60 days) at Baseline

● Duration of current flare (< 1, ≥ 1 to < 2, ≥ 2 to < 3, ≥ 3 months) at Baseline

● OCT evidence of macular edema at Baseline (yes, no) (based on central reader 

assessment at Baseline)

● IMM usage at Baseline (yes, no)

● Topical corticosteroids (i.e., corticosteroid eye drops) at Baseline (yes, no)

● Protocol deviation "wrong treatment/incorrect dose regarding prednisone" 

(yes, no)

● Geographic region (North America [Canada, USA], Western and Eastern 

Europe [Austria, Belgium, Czech Republic, Denmark, France, Germany, 

Greece, Italy, Netherlands, Poland, Portugal, Spain, Switzerland, UK])

By centre analyses will not be performed because sample sizes per centre are too small.
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12.0 Safety Analysis

The subsequently described analyses will be provided by treatment group and overall in 

the safety set.

12.1 Treatment-Emergent Adverse Events

Treatment-emergent adverse events (AEs) are defined as any event with an onset date that 

is on or after the date at which the first dose of study drug is administered and no more 

than 70 days after the date at which the last dose of study drug is administered, or for 

subjects who roll over to the extension Study M11-327, before the date at which the first 

dose of study drug is administered in Study M11-327.

If an incomplete onset date was collected for an AE, the event will be assumed to be 

treatment-emergent unless there is other evidence that confirms that the event was not 

treatment-emergent (e.g., the event end date was prior to the study drug start date).  In 

case of increasing severity of an existing AE, the worsening will be considered as a new 

AE with a new onset date.

AE data will be summarized and presented by treatment group using primary MedDRA 

system organ classes (SOCs) and preferred terms (PTs) according to the most current 

implemented version of the MedDRA coding dictionary.  The SOCs will be presented in 

alphabetical order and the PTs will be presented in alphabetical order within each SOC.  

For AEs with an incidence rate ≥ 5% in the adalimumab group and SAEs, the PTs will 

also be presented in decreasing frequency.

1. Adverse Event Overview

The number and percentage of subjects experiencing treatment-emergent AEs will 

be summarized for the following AE categories.

● AEs

● AEs rated at least possibly related to study drug (ADA/placebo) by the 

investigator (Probably Related or Possibly Related)
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● AEs rated at least possibly related to Prednisone by the investigator (Probably 

Related or Possibly Related)

● Severe AEs

● SAEs

● SAEs rated at least possibly related to study drug by the investigator (Probably 

Related or Possibly Related)

● SAEs rated at least possibly related to Prednisone by the investigator 

(Probably Related or Possibly Related)

● AEs leading to discontinuation of study drug

● AEs leading to death

● Uveitis-related AEs by Investigator

● Uveitis-related AEs (see below)

● AEs of special interest (see below)

Uveitis-related AEs will include:

● Loss of transparency of the cornea

● Band keratopathy

● Synechiae

● Cataracts

● Glaucoma/increased intraocular pressure

● Vitreous hemorrhage

● Macular edema

● Retinal detachment

● Epiretinal membrane

● Vitreo-macular traction

● Retinal ischemia

● Vision loss

● Hypotony



Adalimumab
M10-877 – Statistical Analysis Plan – Amendment 3
Version 4.0 – 02 September 2014

32

The current list of AEs of special interest for treatment with biologics is:
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Infection

All Infections  

Serious Infection

Legionella Infection

Diverticulitis

Opportunistic Infection Excluding TB

Oral Candidiasis

Tuberculosis
a

Active Tuberculosis
a

Latent Tuberculosis
a

Parasitic Infections

Reactivation of Hepatitis B

Progressive Multifocal Leukoencephalopathy (PML)

Malignancies

Malignancies

Lymphoma

Hepatosplenic T-Cell Lymphomas (HSTCL)

Non-Melanoma Skin Cancer (NMSC)

Melanoma

Leukaemia

Other Malignancies Except Lymphoma, HSTCL, Leukemia, NMSC, and Melanoma

Immune Reactions

Allergic Reactions Including Angioedema, Anaphylaxis

Lupus-Like Reactions and Systemic Lupus Erythematosus (SLE)

Vasculitis
a

Cutaneous Vasculitis
a

Non-Cutaneous Vasculitis
a

Sarcoidosis

Autoimmune Hepatitis

Cardiovascular/Vascular

Myocardial Infarction

Cerebrovascular Accident

Congestive Heart Failure

Pulmonary Embolism
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Respiratory

Interstitial Lung Disease

Gastrointestinal Events

Intestinal Perforation

Pancreatitis

Skin and Subcutaneous Tissue Disorders

Steven's Johnson Syndrome

Erythema Multiforme

Worsening and New Onset of Psoriasis 

Nervous System Disorder

Demyelinating Disorders Including Multiple Sclerosis, Guillain-Barré

Syndrome, and Optic Neuritis and Others

Amyotrophic Lateral Sclerosis

Reversible Posterior Leukoencephalopathy Syndrome (RPLS)

Hematologic Events

Hematologic Disorders Including Pancytopenia

Hepatic Events

Liver Failure and Other Liver Events

(Except Gall Bladder Related Events) 

Other

Humira Administration related Medication Errors 

Injection Site Reactions

a. An additional column will be included in the spreadsheet to indicate the subcategories:  active or non-active 

tuberculosis, cutaneous or non-cutaneous vasculitis.

This list might be modified at time of analysis to comply with any future version.

Comparisons of the percentage of subjects experiencing an adverse event between 

treatment groups will be performed using Fisher's exact tests.  Only P values ≤ 0.100 

when rounded to three digits will be presented.

2. Adverse Events by System Organ Class and Preferred Term

The number and percentage of subjects experiencing AEs will be tabulated 

according to the primary MedDRA SOC and PT for each treatment group.  Subjects 
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reporting more than one AE for a given PT will be counted only once for that term 

(most severe incident for the severity tables and most related incident for the 

relationship tables).  Subjects reporting more than one type of AE within a SOC 

will be counted only once for that SOC.  Subjects reporting more than one type of 

AE will be counted only once in the overall total.  Comparisons of the percentage 

of subjects experiencing an adverse event between treatment groups will be 

performed using Fisher's exact tests.  Only P values ≤ 0.100 when rounded to three 

digits will be presented.

The following AEs will be summarized using the conventions described above:

● AEs

● AEs rated at least possibly related to study drug by the investigator

● AEs rated at least possibly related to Prednisone by the investigator

● AEs by highest relationship

● AEs by maximum severity

● SAEs

● AEs leading to discontinuation of study drug

● AEs leading to death

● AEs of special interest

A listing of subject numbers associated with AEs by SOC and PT wil l be provided.

By-subject listings will be provided for AEs at least possibly related to study drug, 

severe AEs, SAEs, AEs leading to discontinuation, AEs leading to death, and AEs 

of special interest.  In addition, SAEs with onset after informed consent but before 

the first dose of study drug was administered will be considered as pre-treatment 

SAEs and will be listed separately.

3. Adverse Events by Maximum Severity
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Adverse events will also be summarized by maximum severity.  If a subject has an 

adverse event with unknown severity, then the subject will be counted in the 

severity category of "unknown," even if the subject has another occurrence of the 

same event with a severity present.  The only exception is if the subject has another 

occurrence of the same adverse event with the most extreme severity – "Severe."  

In this case, the subject will be counted under the "Severe" category.

4. Adverse Events by Maximum Relationship

Adverse events will also be summarized by maximum relationship to study, as 

assessed by the investigator.  If a subject has an adverse event with unknown 

relationship, then the subject will be counted in the relationship category of 

"unknown," even if the subject has another occurrence of the same event with a 

relationship present.  The only exception is if the subject has another occurrence of 

the same adverse event with a relationship assessment of "Probably Related" or 

"Possibly Related."  In this case, the subject will be counted under the "Probably 

Related" or "Possibly Related" category, respectively.

5. Adverse Event Rates per 100 Subject-Years of Study Drug Exposure

The analysis of AEs per 100 subject-years will be presented for the AE overview, 

for AEs by SOC and PT, and for SAEs by SOC and PT.

For each treatment group and overall, the treatment-emergent AE rate per 

100 subject-years of exposure to study drug (adalimumab/placebo) will be 

calculated.  For this calculation, one year will be considered to be 365.25 days.  For 

each treatment group and overall, the numerator of the rate will be the total number 

of AEs reported that is a subject can be counted more than once overall.  For each 

treatment group and overall, the denominator of the rates will be the total number 

of days exposed to study drug summed across all treated subjects divided by 

365.25.  The AE rate per 100 subject-years of exposure will be calculated as 

([numerator/denominator])*100.  The number of AEs reported (numerator), the 
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total number of years of study drug exposure (denominator), and the AE rate per 

100 subject-years will be presented overall and for each treatment group.

6. Subgroup Analyses of Adverse Events

Analyses of AEs per subgroup will be presented for the AE overview.  The number 

and percentage of subjects experiencing AEs will be tabulated for each treatment 

group and overall. 

Subgroups used for the analyses are:

● Gender (male, female)

● Age (< 30, ≥ 30 to < 50, ≥ 50 years) at Baseline

● Type of uveitis (intermediate versus posterior versus panuveitis)

● OCT evidence of macular edema (yes, no) (based on central reader assessment 

at Baseline)

● Baseline immunosuppressant usage (yes, no)

● Baseline azathioprine usage

● Baseline cyclosporine usage

● Baseline methotrexate usage

● Baseline mycophenolate mofetil or equivalent drug (e.g., mycophenolic acid) 

usage

● Baseline tacrolimus usage

12.2 Analysis of Laboratory Data

Hematology variables include:  hematocrit, hemoglobin, red blood cell (RBC), white 

blood cell (WBC), WBC differentials (neutrophils, lymphocytes, monocytes, basophils, 

eosinophils), and platelet count.

Clinical chemistry variables include:  blood urea nitrogen (BUN), creatinine, total 

bilirubin, ALT (SGPT), AST (SGOT), alkaline phosphatase, sodium, potassium, calcium, 



Adalimumab
M10-877 – Statistical Analysis Plan – Amendment 3
Version 4.0 – 02 September 2014

38

inorganic phosphorus, uric acid, cholesterol, total protein, glucose, triglycerides, and 

albumin.

Urinalysis variables include:  specific gravity, pH.

For quantitative laboratory parameters, mean changes from baseline to the minimum 

value, maximum value, and final value in the laboratory variables will be summarized

with the baseline mean, min/max/final mean, change from baseline mean, standard 

deviation, and median.  Treatment group differences for mean changes from baseline will 

be analyzed using ANOVA.  The between group mean change from baseline with the 

95% confidence interval, standard error and P value will be presented.

Laboratory data values will be categorized as low, normal, or high based on normal 

ranges of the laboratory used in this study.  Shift tables from baseline to final values will 

be created.  The shift tables cross tabulate the frequency of subjects with baseline values 

below/within/above the normal range versus final values below/within/above the normal 

range.

12.3 Analysis of Potentially Clinically Significant Laboratory 
Values

For selected laboratory parameters (hematology:  Hemoglobin, Lymphocytes, 

Neutrophils, Platelet Count, WBC; clinical chemistry:  Albumin, Alkaline Phosphatase, 

ALT, AST, Total Bilirubin, Calcium, Cholesterol, Creatinine, Glucose, Inorganic 

Phosphorus, Potassium, Sodium, Triglycerides) with Common Toxicity Criteria (CTC) 

criteria, Potentially Clinically Significant Laboratory Findings (Common Toxicity Criteria 

CTC Grades 3 and 4) will be assessed.

For definition of CTC V3.0 criteria, see http://ctep.cancer.gov/reporting/ctc.html.

The following table describes the Criteria for Potentially Clinically Significant Laboratory 

Findings:
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Laboratory 
Parameter CTC Grade 1 CTC Grade 2 CTC Grade 3 CTC Grade 4

Hemoglobin < LLN – 100 g/L < 100 – 80 g/L < 80 – 65 g/L < 65 g/L

Lymphocytes < LLN – 0.8 × 10
9
/L < 0.8 – 0.5 × 10

9
/L < 0.5 – 0.2 × 10

9
/L < 0.2 × 10

9
/L

Neutrophils < LLN – 1.5 × 10
9
/L < 1.5 – 1.0 × 10

9
/L < 1.0 – 0.5 × 10

9
/L < 0.5 × 10

9
/L

Platelet count < LLN – 75.0 × 10
9
/L < 75.0 – 50.0 × 10

9
/L < 50.0 – 25.0 × 10

9
/L < 25.0 × 10

9
/L

WBC < LLN – 3.0 × 10
9
/L < 3.0 – 2.0 × 10

9
/L < 2.0 – 1.0 × 10

9
/L < 1.0 × 10

9
/L

Albumin < LLN – 30 g/L < 30 g/L – 20 g/L < 20 g/L —

Alkaline 
Phosphatase

> ULN – 2.5 × ULN > 2.5 – 5.0 × ULN > 5.0 – 20.0 × ULN > 20.0 × ULN

ALT > ULN – 2.5 × ULN > 2.5 – 5.0 × ULN > 5.0 – 20.0 × ULN > 20.0 × ULN

AST > ULN – 2.5 × ULN > 2.5 – 5.0 × ULN > 5.0 – 20.0 × ULN > 20.0 × ULN

Total 
Bilirubin

> ULN – 1.5 × ULN > 1.5 – 3.0 × ULN > 3.0 – 10.0 × ULN > 10.0 × ULN

Calcium > ULN – 2.9 mmol/L 
< LLN – 2.0 mmol/L

> 2.9 – 3.1 mmol/L
< 2.0 – 1.75 mmol/L

> 3.1 – 3.4 mmol/L
< 1.75 – 1.5 mmol/L

> 3.4 mmol/L
< 1.5 mmol/L

Cholesterol > ULN – 7.75 mmol/L > 7.75 – 10.34 mmol/L > 10.34 – 12.92 mmol/L > 12.92 mmol/L

Creatinine > ULN – 1.5 × ULN > 1.5 – 3.0 × ULN > 3.0 – 6.0 × ULN > 6.0 × ULN

Glucose > ULN – 8.9 mmol/L 
< LLN – 3.0 mmol/L

> 8.9 – 13.9 mmol/L
< 3.0 – 2.2 mmol/L

> 13.9 – 27.8mmol/L
< 2.2 – 1.7 mmol/L

> 27.8 mmol/L
< 1.7 mmol/L

Inorganic 
Phosphorus

< LLN – 0.8 mmol/L < 0.8 – 0.6 mmol/L < 0.6 – 0.3 mmol/L < 0.3 mmol/L

Potassium > ULN – 5.5 mmol/L 
< LLN – 3.0 mmol/L

> 5.5 – 6.0 mmol/L
—

> 6.0 – 7.0 mmol/L
< 3.0 – 2.5 mmol/L

> 7.0 mmol/L
< 2.5 mmol/L

Sodium > ULN – 150 mmol/L 
< LLN – 130 mmol/L

> 150 – 155 mmol/L
—

> 155 – 160mmol/L
< 130 – 120 mmol/L

> 160 mmol/L
< 120 mmol/L

Triglycerides > ULN – 2.5 × ULN > 2.5 – 5.0 × ULN > 5.0 – 10 × ULN > 10 × ULN

LLN = lower limit of normal range; ULN = upper limit of normal range

Shift tables from baseline value to worst value will be created.  The shift tables cross 

tabulate the frequency of subjects with baseline values with CTC < 3/CTC ≥ 3 versus 

worst values with CTC < 3/CTC ≥ 3.  Furthermore, for subjects with laboratory values 

with CTC ≥ 3, the whole course of the parameter will be listed.

12.4 Analysis of Liver Specific Laboratory Tests

The liver specific laboratory tests include ALT/SGPT, AST/SGOT, alkaline phosphatase 

and total bilirubin.  Each of these laboratory values will be categorized as follows:
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1. < 1.5 × ULN,

2. ≥ 1.5 × ULN TO < 3 × ULN,

3. ≥ 3 × ULN TO < 5 × ULN,

4. ≥ 5 × ULN TO < 8 × ULN, and

5. ≥ 8 × ULN,

where ULN is the upper normal limit.

For each variable, shift tables will be generated that cross tabulate the number of subjects 

with baseline values in these 5 categories versus the min/max/final value in these 

5 categories.

A listing of potentially clinically significant liver function laboratory values will be 

provided.  The listing will include all subjects who met any of the following 4 criteria:

1. ALT ≥ 2.5 × ULN, or

2. AST ≥ 2.5 × ULN, or

3. Alkaline phosphatase ≥ 2.5 × ULN, or

4. Total bilirubin ≥ 1.5 × ULN.

12.5 Analysis of Vital Signs

Vital signs include:  Blood Pressure (Systolic/Diastolic) (mmHg), Pulse (bpm), 

Respiratory Rate (rpm), and Temperature (°C).

Mean changes from baseline to the minimum value, maximum value, and final value in 

the laboratory variables will be summarized with the baseline mean, min/max/final mean, 

change from baseline mean, standard deviation, and median.  Treatment group differences 

for mean changes from baseline will be analyzed using ANOVA.  The between group 
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mean change from baseline with the 95% confidence interval, standard error and P value 

will be presented.

12.6 Analysis of Other Safety Variables

Other safety variables are:

● Intraocular pressure (0 – 9, 10 – 21, 22 – 25, 26 – 30, > 30 mmHg)

● Nuclear opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0)

● Cortical lens opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0)

● Posterior subcapsular opacity (grade < 1.0, 1.0, 1.5, 2.0, 2.5, 3.0, > 3.0)

● Two-step increase in lens opacity (defined as change from grade < 1.0 to 2.5 or 

higher, from 1.0 to 3.0 or higher, or from 1.5 to > 3.0) in at least one eye in at 

least one of the three opacity variables

For each variable, shift tables will be generated that cross tabulate the number of subjects 

with baseline values in the above categories versus the worst observations (i.e., largest 

values) in these categories.

13.0 List of Tables, Figures and Data Listings that are to 
be Programmed

Will be provided in a separate document.
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14.0 List of Abbreviations

AC Anterior Chamber

AE Adverse Event

ALT Alanine Aminotransferase

ANOVA Analysis of Variance

AST Aspartate Aminotransferase

BCVA Best Corrected Visual Acuity

BUN Blood Urea Nitrogen

CRO Contract Research Organization

CTC Common Toxicity Criteria

DIO Dilated Indirect Ophthalmoscopy

eow Every Other Week

EQ-5D EuroQol Questionnaire

ETDRS Early Treatment Diabetic Retinopathy Study

HADS Hospital Anxiety and Depression Scale

HRU Health Resource Utilization Questionnaire

IDMC Independent Data Monitoring Committee

IMM Immunosuppressant

ITT Intent-to-Treat

LFT Liver Function Test

LOCF Last Observation Carried Forward

MedDRA Medical Dictionary for Regulatory Activities

MTX Methotrexate

NEI National Eye Institute

NMSC Non-Melanoma Skin Cancer

OCT Optical Coherence Tomography

PT Preferred Term

RBC Red Blood Cell 

SAE Serious Adverse Event

SAP Statistical Analysis Plan

SAS Statistical Analysis System

SF-36 Short Form-36 Health Survey

SGOT Serum Glutamic-Oxaloacetic Transaminase

SGPT Serum Glutamic-Pyruvic Transaminase
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SOC System Organ Class

SUN Standardization of Uveitis Nomenclature

ULN Upper Limit Normal

VFQ Visual Functioning Questionnaire

WBC White Blood Cell

WHO World Health Organization

WPAI:SHP Work Productivity and Activity Impairment Questionnaire:  Specific Health 
Problem Questionnaire

15.0 References
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16.0 Summary of Changes

Details of changes in Amendment 3 to the Statistical Analysis Plan:

Section 11.4  Ranked Secondary Efficacy Endpoints

The following ranked secondary endpoints have been added:

7. Change in VFQ-25 subscore distance vision from best state achieved prior to Week 

6 to the Final/Early Termination Visit

8. Change in VFQ-25 subscore near vision from best state achieved prior to Week 6 

to the Final/Early Termination Visit

9. Change in VFQ-25 subscore ocular pain from best state achieved prior to Week 6 

to the Final/Early Termination Visit
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Section 11.6  Other Efficacy Analyses
Previously read:

[…]

● VFQ-25 subscores

[…]

For AUC, descriptive statistics will include the number of observations, mean, standard 

deviation, minimum, first quartile, median, third quartile, and maximum.  Data will be 

analyzed as observed.  For each subject's eye the AUC between the worst possible value 

at the bottom and the course of values over time in the study will be calculated until the 

time point of discontinuation.  Worst possible values are: grade 4 for AC cells and VH, 

3.0 for logMAR BCVA, 0 for VFQ-25 total score. 

[…]

Has been changed to read:

[…]

● VFQ-25 subscores excluding distance vision, near vision and ocular pain

[…]

For AUC, descriptive statistics will include the number of observations, mean, standard 

deviation, minimum, first quartile, median, third quartile, and maximum.  Data will be 

analyzed as observed.  For each subject's eye the AUC between the worst possible value 

at the bottom and the course of values over time in the study will be calculated until the 

time point of discontinuation.  Worst possible values are: grade 4 for AC cells and VH, 

3.0 for logMAR BCVA, 0 for VFQ-25 total score.  Subjects that had to terminate the 

study because the planned number of Treatment Failures was reached will be excluded 

from this analysis.

[…]
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Section 12.3  Analysis of Potentially Clinically Significant Laboratory Values
Definition of CTC grade of albumin previously read:

Albumin < 20 g/L —

Has been changed to read:

Albumin < LLN – 30 g/L < 30 g/L – 20 g/L < 20 g/L —
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Rationale for Changes

The changes to the final SAP dated 10 October 2011 described in this amendment were 

necessary to align with the changes in the design of the study and in the ranking of the 

secondary endpoints of protocol amendment 8 dated 21 December 2012.

Summary of Changes

● Section 3.0, 4.2, 4.3, 4.4:  implemented changes in the study design

● Section 6.3:  deleted Non-Responder Imputation

● Section 7.1:  added reference to central reader and extended definition of 

logMAR calculation

● Section 7.4, 7.5:  extended definition of immunosuppressants

● Section 11.1, 11.2, 11.4, 11.5, 11.6, 11.7:  implemented changes in the analysis 

due to changes in the study design and/or ranking of secondary endpoints

● Section 12.1:  updated list of adverse events of special interest

● Section 15.0:  added reference

Full details of all changes are given in Section 16.0.

The amended Statistical Analysis Plan now reads as follows:
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Rationale for Changes

The changes to the first amendment of the SAP dated 27 February 2013 described in this 

amendment were necessary because of compliance issues in two study centers, to add 

efficacy endpoints and to align with the changes in the definition of secondary endpoints 

of protocol amendment 10 dated 19 December 2013.

Summary of Changes

● Section 3.0:  updated protocol amendment number

● Section 4.2, 4.3:  updated design schematic and sample size

● Section 5.1:  excluded subjects from two centers from the ITT analysis set due 

to compliance issues.  Added a modified ITT (mITT) analysis set to be used 

for sensitivity analyses.

● Section 6.1: specified definition of final observation

● Section 6.3: added definition of non-responder imputation

● Section 7.5:  extended definition of immunosuppressants.

● Section 8.0, 11.1, 11.2, 11.3, 11.4, 11.5, 11.6, 11.7:  added mITT analysis set 

and clarified use of ITT analysis set.

● Section 11.4, 11.5:  implemented changes in the definition and analysis of 

secondary endpoints

● Section 11.6: added other efficacy endpoints

● Section 11.7:  extended list of subgroups

● Section 12.1:  added AE categories and updated adverse event subgroup list 

Full details of all changes are given in Section 16.0.

The amended Statistical Analysis Plan now reads as follows:
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