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Unique ID 1 Study ID Amini, 2018 Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
    Trial protocol; “Grey literature” (e.g. 
unpublished thesis); Regulatory document 
(e.g. Clinical Study Report, Drug Approval 

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

N

N

NA

N

N

NA

Low

Y

NA

NA

NA

Low

N

N

N

NA

NA

Low

Y The analysis was defined in the protocol

N
If the study had more than one follow-up visit, 
we used assessment up to and including the 
3-month visit for data extraction.

N

Low

Overall bias Low

Unique ID 2 Study ID He et al, 2014a Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Journal article(s) with results of the trial; Trial 
protocol; Regulatory document (e.g. Clinical 
Study Report, Drug Approval Package)

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

N

N

NA

N

N

NA

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?
This was a randomized, controlled, double-
blind parallel-group study

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random? This will be a controlled, randomized, double-
blind, two-treatment, parallel group clinical 
trial.  1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?



Low

Y

NA

NA

NA

Low

N Standard dentistry assessments were used

N

N

NA

NA

Low

Y The analysis was defined in the protocol

N
 

If the study had more than one follow-up visit, 
we used assessment up to and including the 

N

Low

Overall bias Low

Unique ID 3 Study ID He et al, 2014b Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
   Journal article(s) with results of the trial; 
Research ethics application

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

N

N

NA

N

N

NA

Low

Y

NA

NA

NA

Low

N Standard dentistry assessments were used

N

N

NA

NA

Low

Y The analysis was defined in the protocol

N
If the study had more than one follow-up visit, 
we used assessment up to and including the 
2-month visit for data extraction.

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random? This was a randomized, controlled, double-
 blind,2-treatment parallel group

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?



N

Low

Overall bias Low

Unique ID 4 Study ID Sharma, 2010 Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
   Trial protocol; “Grey literature” (e.g. 
unpublished thesis); Regulatory document 
(e.g. Clinical Study Report, Drug Approval 

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

Y

Y

Y

N

N

NA

Low

Y

NA

NA

NA

Low

N Standard dentistry assessments were used

N

N

NA

NA

Low

Y The analysis was defined in the protocol

N
If the study had more than one follow-up visit, 
we used assessment up to and including the 
2-month visit for data extraction.

N

Low

Overall bias Low

Unique ID 5 Study ID Schiff et al., 2006 Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Journal article(s) with results of the trial; Trial 
protocol; Regulatory document (e.g. Clinical 
Study Report, Drug Approval Package)

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?
This was a randomized, controlled, examiner-
blind,2-treatment parallel group clinical trial

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

reported result
5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?
This was a randomized, controlled, double-
blind,2-treatment parallel group clinical trial

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement



N

N

NA

N

N

NA

Low

Y

NA

NA

NA

Low

N Standard dentistry assessments were used

N

N

NA

NA

Low

Y
 

The analysis was defined in the protocol

N
If the study had more than one follow-up visit, 
we used assessment up to and including the 
2-month visit for data extraction.

N

Low

Overall bias Low

Unique ID 6 Study ID Schiff et al., 2005 Assessor

Reference
This was a randomized, controlled, double-
blind,2-treatment parallel group clinical 
trial

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Journal article(s) with results of the trial; Trial 
protocol; Regulatory document (e.g. Clinical 
Study Report, Drug Approval Package)

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

N

N

NA

N

N

NA

Low

Y

NA

NA

NA

Low

N Standard dentistry assessments were used

N

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?
This was a randomized, controlled, double-
blind,2-treatment parallel group clinical trial

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement



N

NA

NA

Low

Y The analysis was defined in the protocol

N
If the study had more than one follow-up visit, 
we used assessment up to and including the 
2-month visit for data extraction.

N

Low

Overall bias Low

Unique ID 7 Study ID Klukowska, 2017a Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Trial protocol; “Grey literature” (e.g. 
unpublished thesis); Regulatory document 
(e.g. Clinical Study Report, Drug Approval 

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

Y

Y

Y

N

N

NA

Low

Y

NA

NA

NA

Low

N
 Standard dentistry assessments were used

N

N

NA

NA

Low

Y The analysis was defined in the protocol

N
If the study had more than one follow-up visit, 
we used assessment up to and including the 
2-month visit for data extraction.

N

Low

Overall bias Low

Unique ID 8 Study ID Nachnani, 2016 Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Trial protocol; “Grey literature” (e.g. 
unpublished thesis); Regulatory document 
(e.g. Clinical Study Report, Drug Approval 

Bias in measurement of 
the outcome

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?  

This was a randomized, controlled, examiner-
blind,2-treatment parallel group clinical trial1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement



Outcome Schiff Score Results Weight 1

Domain Response Description

Y

Y

N

Low

Y

Y

Y

N

N

NA

Low

Y

NA

NA

NA

Low

N
 Standard dentistry assessments were used

N

N

NA

NA

Low

Y The analysis was defined in the protocol

N
If the study had more than one follow-up visit, 
we used assessment up to and including the 
2-month visit for data extraction.

N

Low

Overall bias Low

Unique ID 9 Study ID Amini, 2015 Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Trial protocol; “Grey literature” (e.g. 
unpublished thesis); Regulatory document 
(e.g. Clinical Study Report, Drug Approval 

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

Y

Y

Y

N

N

NA

Low

Y

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?
This was a randomized, controlled, examiner-
blind,2-treatment parallel group clinical trial

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?  

This was a randomized, controlled, examiner-
blind,2-treatment parallel group clinical trial1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

3.1 Were data for this outcome available for all, or nearly all, participants randomized?



NA

NA

NA

Low

N
 

Standard dentistry assessments were used

N

N

NA

NA

Low

Y The analysis was defined in the protocol

N
If the study had more than one follow-up visit, 
we used assessment up to and including the 
2-month visit for data extraction.

N

Low

Overall bias Low

Unique ID 10 Study ID He, 2010 Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Trial protocol; “Grey literature” (e.g. 
unpublished thesis); Regulatory document 
(e.g. Clinical Study Report, Drug Approval 

Outcome Schiff Score Results Weight 1

Domain Response Description

Y

Y

N

Low

Y

Y

Y

N

N

NA

Low

Y

NA

NA

NA

Low

N
 

Standard dentistry assessments were used

N

N

NA

NA

Low

Y The analysis was defined in the protocol

N
If the study had more than one follow-up visit, 
we used assessment up to and including the 
2-month visit for data extraction.

N

Low

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias due to missing 
outcome data

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?  

This was a randomized, controlled, examiner-
blind,2-treatment parallel group clinical trial1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement



Overall bias Low

Unique ID 11 Study ID Schiff, 2003 Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Trial protocol; “Grey literature” (e.g. 
unpublished thesis); Regulatory document 
(e.g. Clinical Study Report, Drug Approval 

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

N

N

NA

N

N

NA

Low

Y

NA

NA

NA

Low

N Standard dentistry assessments were used

N

N

NA

NA

Low

Y The analysis was defined in the protocol

N
If the study had more than one follow-up visit, 
we used assessment up to and including the 
2-month visit for data extraction.

N

Low

Overall bias Low

Unique ID 12 Study ID He et al., 2019 Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Journal article(s) with results of the trial; Trial 
protocol; Regulatory document (e.g. Clinical 
Study Report, Drug Approval Package)

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

N

N

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?
This was a randomized, controlled, double-
blind,2-treatment parallel group clinical trial

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random? This will be a controlled, randomized, double-
blind, two-treatment, parallel group clinical 
trial.  1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?



NA

N

N

NA

Low

Y

NA

NA

NA

Low

N Standard dentistry assessments were used

N

N

NA

NA

Low

Y The analysis was defined in the protocol

N
 

If the study had more than one follow-up visit, 
we used assessment up to and including the 

N

Low

Overall bias Low

Unique ID 13 Study ID Amini et al., 2019 Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Journal article(s) with results of the trial; Trial 
protocol; Regulatory document (e.g. Clinical 
Study Report, Drug Approval Package)

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

N

N

NA

N

N

NA

Low

Y

NA

NA

NA

Low

N Standard dentistry assessments were used

N

N

NA

Bias due to deviations 
from intended 
interventions

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random? This will be a controlled, randomized, double-
blind, two-treatment, parallel group clinical 
trial.  1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?



NA

Low

Y The analysis was defined in the protocol

N
 

If the study had more than one follow-up visit, 
we used assessment up to and including the 

N

Low

Overall bias Low

Unique ID 14 Study ID Klukowska, 2017b Assessor

Reference
Individually Randomized, Parallel Group 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Trial protocol; “Grey literature” (e.g. 
unpublished thesis); Regulatory document 
(e.g. Clinical Study Report, Drug Approval 

Outcome Schiff Score, Yeaple Score Results Weight 1

Domain Response Description

Y

Y

N

Low

Y

Y

Y

N

N

NA

Low

Y

NA

NA

NA

Low

N
 Standard dentistry assessments were used

N

N

NA

NA

Low

Y The analysis was defined in the protocol

N
If the study had more than one follow-up visit, 
we used assessment up to and including the 
2-month visit for data extraction.

N

Low

Overall bias Low

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?  

This was a randomized, controlled, examiner-
blind,2-treatment parallel group clinical trial1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement



Unique ID 1 Study ID Hellin et al., 2018 Assessor

Reference
Individually Randomized, Cross-over 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
  Journal article(s) with results of the trial; Trial 
protocol; Regulatory document (e.g. Clinical 
Study Report, Drug Approval Package)

Outcome Surfometry Levels (µm) (log scale) Results Weight 1

Domain Response Description

Y

Y

N

Low

N

N

NA

N

N

NA

Low

Y

NA

NA

NA

Low

N

N

N

NA

NA

Low

Y

N

N

Low

Overall bias Low

Unique ID 2 Study ID West et al., 2018b Assessor

Reference
Individually Randomized, Cross-over 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
             Journal article(s) with results of the 
trial; Trial protocol; Regulatory document (e.g. 
Clinical Study Report, Drug Approval 

Outcome Surfometry Levels (µm) (log scale) Results Weight 1

Domain Response Description

Y

Y

N

Low

Y

Y

Y

N

N

NA

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?



Low

Y

NA

NA

NA

Low

N

N

N

NA

NA

Low

Y

N

N

Low

Overall bias Low

Unique ID 3 Study ID West et al., 2018a Assessor

Reference
Individually Randomized, Cross-over 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
                Journal article(s) with results of the 
trial; Trial protocol; Regulatory document (e.g. 
Clinical Study Report, Drug Approval 

Outcome Surfometry Levels (µm) (log scale) Results Weight 1

Domain Response Description

Y

Y

N

Low

N

N

NA

N

N

NA

Low

Y

NA

NA

NA

Low

N

N

N

NA

NA

Low

Y

N

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?



N

Low

Overall bias Low

Unique ID 4 Study ID West et.al, 2017b Assessor

Reference
Individually Randomized, Cross-over 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
             Journal article(s) with results of the 
trial; Trial protocol; Regulatory document (e.g. 
Clinical Study Report, Drug Approval 

Outcome Surfometry Levels (µm) (log scale) Results Weight 1

Domain Response Description

Y

Y

N

Low

N

N

NA

N

N

NA

Low

Y

NA

NA

NA

Low

N

N

N

NA

NA

Low

Y

N

N

Low

Overall bias Low

Unique ID 5 Study ID West et al., 2017a Assessor

Reference
Individually Randomized, Cross-over 
Trials

Aim
adhering to intervention (the 'per-protocol' 
effect)

Source
            Journal article(s) with results of the 
trial; Trial protocol; Regulatory document (e.g. 
Clinical Study Report, Drug Approval 

Outcome Surfometry Levels (µm) (log scale) Results Weight 1

Domain Response Description

Y

Y

N

Low

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

reported result
5.3 ... multiple analyses of the data?

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement
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Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Risk of bias judgement

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Bias in measurement of 
the outcome

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement

Signalling question

Bias arising from the 
randomization process

1.1 Was the allocation sequence random?

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

Risk of bias judgement

Bias due to deviations 
from intended 
interventions

2.1 Were participants aware of their assigned intervention during the trial?

2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

2.3 If Y/PY/NI to 2.1 or 2.2: Were important co-interventions balanced across intervention groups?

2.4 Were there failures in implementing the intervention that could have affected the outcome?

2.5 Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

2.6 If N/PN/NI to 2.3 or 2.5 or Y/PY/NI to 2.4: Was an appropriate analysis used to estimate the effect of adhering to the 
intervention?

Risk of bias judgement

Bias due to missing 
outcome data

3.1 Were data for this outcome available for all, or nearly all, participants randomized?

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

Risk of bias judgement

4.1 Was the method of measuring the outcome inappropriate?

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?



N

NA

NA

Low

Y

N

N

Low

Overall bias Low

Bias in selection of the 
reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 
unblinded outcome data were available for analysis?

5.2 ... multiple outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

5.3 ... multiple analyses of the data?

Risk of bias judgement

Risk of bias judgement

Bias in measurement of 
the outcome

4.3 Were outcome assessors aware of the intervention received by study participants?

4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

Risk of bias judgement



Desensitizing Efficacy of a Stannous Fluoride 
Dentifrice versus Negative Control:     
A 30-day Randomized Controlled Trial

KEY CLINICAL FINDINGS
•	 	The	stannous	fluoride	dentifrice	provided	statistically	significantly	greater	reductions	

in	Schiff	Air	Index	(P<0.02)	and	Yeaple	Probe	(P<–0.006)	at	Days	3	and	30.	See	
Figures	1	and	2.

•	 	The	benefit	for	the	stannous	fluoride	dentifrice	versus	the	negative	control	at	Day	3	
was	11%	for	Schiff	Air	Index	and	30.6%	for	Yeaple	Probe.	

•	 	At	Day	30,	the	benefit	for	the	stannous	fluoride	dentifrice	over	the	negative	control	
was	41%	for	Schiff	Air	Index	and	95%	for	Yeaple	Probe.	

Figure 1. Thermal Schiff Air Index adjusted means by treatment and visit. 
Lower scores indicate less sensitivity. 

*	P<0.02	between	groups

Figure 2. Yeaple Probe means by treatment and visit.     
Higher scores indicate less sensitivity. 

**	P<–0.006	between	groups
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OBJECTIVE 
To	evaluate	the	desensitizing	efficacy	of	a	stannous	fluoride	dentifrice	relative	to	a	
negative	control	dentifrice	over	a	30-day	period.	

METHODS
•	 	This	was	a	randomized,	controlled,	double-blind	parallel-group	study	to	assess	

changes	in	dentinal	hypersensitivity	over	a	30-day	period.	

•	 	91	healthy	adult	volunteers	with	existing	dentinal	hypersensitivity	were	enrolled	and	
randomized	to	one	of	two	groups:
–	Experimental	group:	0.454%	stannous	fluoride	dentifrice	(Procter	&	Gamble).	
–	Negative	Control	group:	Dentifrice	with	0.76%	sodium	monofluorophosphate	

(Colgate-Palmolive).

•	 	Both	groups	were	instructed	to	brush	thoroughly	for	one	minute	twice	daily,	using	a	
soft	manual	toothbrush	(Oral-B®	Indicator,	Procter	&	Gamble).

•	 	Assessment	of	dentinal	hypersensitivity	was	made	using	the	Schiff	Air	Index	and	
Yeaple	Probe	at	baseline	(before	any	treatment),	Day	3	and	Day	30.

•	 	Treatment	groups	were	compared	using	analysis	of	covariance	with	baseline	score	
as	covariate.	Statistical	tests	were	two-sided	using	a	5%	significance	level.

•	 	89	subjects	completed	the	trial;	44	in	stannous	fluoride	group	and	45	in	the	positive	
control	group.

©	2019	P&G

P&G,	data	on	file.	



A 2-week Randomized Clinical Trial Assessing 
the Desensitizing Effect of a Stannous Fluoride 
Dentifrice versus Negative Control

KEY CLINICAL FINDINGS
•	 	The	stannous	fluoride	dentifrice	provided	statistically	significantly	greater	sensitivity	

protection	compared	to	the	negative	control	after	first	use	(13.8%),	at	Day	3	(31.8%),	
and	at	Week	2	(61.3%)	for	the	thermal	Schiff	Air	Index	(P<0.0001).

•	 	The	stannous	fluoride	dentifrice	provided	statistically	significantly	greater	sensitivity	
protection	compared	to	the	negative	control	after	first	use	(14.6%),	at	Day	3	
(34.8%),	and	at	Week	2	(66.6%)	for	the	thermal	Visual	Analog	Scale	(P<0.0001).

•	 	The	stannous	fluoride	dentifrice	provided	statistically	significantly	greater	sensitivity	
protection	compared	to	the	negative	control	at	Day	3	(186%)	and	at	Week	2	(239%)	
for	the	tactile	Yeaple	Probe	(P<0.0001).

•	 	The	test	products	were	well	tolerated.

Figure 1. Thermal Schiff Air Index adjusted means by treatment and visit. 
Lower scores indicate less sensitivity. 

*	P<0.0001	between	groups

Figure 2. Thermal Air Visual Analog Scale adjusted means by treatment and 
visit. Lower scores indicate less sensitivity. 

*	P<0.0001	between	groups
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Figure 3. Yeaple Probe means by treatment and visit. Higher scores indicate 
less sensitivity.

*	P<0.0001	between	groups

OBJECTIVE 
To	evaluate	the	efficacy	of	a	stannous	fluoride	dentifrice	in	the	reduction	of	dentinal	
sensitivity	relative	to	a	negative	control	dentifrice	over	a	2-week	period.	

METHODS
•	 	This	was	a	randomized,	controlled,	examiner-blind	parallel-group	study	to	assess	

changes	in	dentinal	hypersensitivity	over	a	2-week	period.	

•	 	111	healthy	adult	volunteers	with	moderate	dentinal	hypersensitivity	were	enrolled	
and	randomized	to	one	of	two	groups	for	oral	hygiene	according	to	the	following	
instructions:
–	Experimental	dentifrice:	0.454%	stannous	fluoride	dentifrice	(Procter	&	Gamble).	

Instructions:	Brush	teeth	thoroughly	twice	a	day,	morning	and	evening.	First	brush	
the	2	enrolled	sensitive	teeth	for	30	seconds	each,	then	finish	by	brushing	the	rest	
of	the	teeth	for	1	minute	for	a	total	2-minute	brushing	time.	

–	Negative	control	dentifrice:	0.76%	sodium	monofluorophosphate	(Colgate	Cavity	
Protection,	Colgate-Palmolive).	Instructions:	Brush	thoroughly	twice	a	day	
(morning	and	evening).

–	Both	groups	used	an	extra	soft	manual	toothbrush	

•	 	Assessment	of	thermal	dentinal	hypersensitivity	was	made	at	baseline	(before	any	
treatment),	immediately	after	first	treatment	use,	at	Day	3,	and	after	2	weeks	of	
using	the	randomly	assigned	treatment	using	the	Schiff	Air	Index	and	Visual	Analog	
Scale.	Tactile	sensitivity	was	assessed	at	Baseline,	Day	3	and	Week	2.

•	 	Treatment	groups	were	compared	for	tactile	sensitivity	using	analysis	of	variance	
and	thermal	sensitivity	using	analysis	of	covariance	with	baseline	score	as	covariate.	
Statistical	tests	were	two-sided	using	a	5%	significance	level.

•	 	All	111	subjects	completed	the	trial;	56	in	stannous	fluoride	group	and	55	in	the	
negative	control	group.

©	2019	P&G

P&G,	data	on	file.	
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Clinical Evaluation of a Stannous Fluoride 
Dentifrice versus a Positive Control for the 
Reduction of Dentinal Hypersensitivity

KEY CLINICAL FINDINGS
•	 	The	stannous	fluoride	group	had	a	statistically	significantly	lower	mean	Schiff	Air	

Index	score	at	Weeks	1	and	4	(P<0.03)	and	a	lower	mean	Yeaple	Probe	score	at	
Week	4	(P=0.004)	compared	to	the	positive	control	group.	All	other	between-
group	differences	were	not	statistically	significant	(P>0.05).	See	Figures	1-3.

•	 	Both	groups	showed	a	statistically	significant	reduction	in	sensitivity	from	baseline	
at	all	timepoints	as	assessed	by	Schiff	Air	Index	(P<0.0001),	Visual	Analog	Scale	
(P<0.0001),	and	Yeaple	Probe	(P<–0.0003).	

Figure 1. Thermal Schiff Air Index adjusted means by treatment and visit. 
Lower scores indicate less sensitivity. 

*	P<0.03	between	groups.	

Figure 2. Yeaple Probe means by treatment and visit. Higher scores indicate 
less sensitivity. 

**	P=0.004	between	groups
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Figure 3. Thermal Air Visual Analog Scale adjusted means by treatment and 
visit. Lower scores indicate less sensitivity. 

OBJECTIVE 
To	evaluate	the	desensitizing	efficacy	of	a	stannous	fluoride	dentifrice	relative	to	a	
positive	control	dentifrice	over	a	4-week	period.	

METHODS
•	 	This	was	a	randomized,	controlled,	examiner-blind	parallel-group	study	to	assess	

changes	in	dentinal	hypersensitivity.	

•	 	120	adult	volunteers	with	existing	dentinal	hypersensitivity	were	enrolled	and	
randomized	to	one	of	the	two	groups	for	twice	a	day	oral	hygiene	according	to	the	
following	instructions:
–	Experimental	group:	0.454%	stannous	fluoride	dentifrice	with	0.078%	sodium	

fluoride	(Procter	&	Gamble).	Instructions:	Brush	teeth	thoroughly	twice	a	day.	First	
brush	the	2	enrolled	sensitive	teeth	for	30	seconds	each,	then	finish	by	brushing	
the	rest	of	the	teeth.	

–	Positive	Control	group:	Dentifrice	with	5%	potassium	nitrate	and	sodium	fluoride	
(GSK).	Instructions:	Brush	twice	a	day	and	not	more	than	three	times.	

–	Both	groups	used	a	soft	manual	toothbrush	(Crest	WaiRouNeiGang,	Procter	&	
Gamble).

•	 	Assessment	of	dentinal	hypersensitivity	was	made	using	the	Schiff	Air	Index,	Visual	
Analog	Scale	and	Yeaple	Probe	at	baseline	(before	any	treatment),	immediately	
after	first	treatment	use,	at	Week	1,	and	after	4	weeks	of	using	the	randomly	
assigned	treatment.	

•	 	Treatment	groups	were	compared	using	analysis	of	covariance	with	baseline	score	
as	covariate	with	either	non-parametric	or	parametric	methods.	Statistical	tests	
were	two-sided	using	a	5%	significance	level.

•	 	120	subjects	completed	the	trial;	60	in	each	group.

©	2019	P&G

P&G,	data	on	file.	
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Clinical Evaluation of a Stannous Fluoride 
Dentifrice versus a Positive Control for 
Dentinal Hypersensitivity Reduction

KEY CLINICAL FINDINGS
•	 	Both	the	test	stannous	fluoride	dentifrice	and	the	positive	control	dentifrice	showed	

a	statistically	significant	reduction	in	sensitivity	from	baseline	at	all	timepoints	as	
assessed	by	Schiff	Air	Index	(P<–0.01),	Visual	Analog	Scale	(P<–0.0001),	and	Yeaple	
Probe	(P<0.0001).	

•	 	The	test	stannous	fluoride	dentifrice	showed	a	statistically	significant	benefit	
versus	the	positive	control	for	Yeaple	Probe	score	at	Week	4	(P=0.01).	See	Figure	1.	
There	were	no	other	statistically	significant	between-treatment	differences	at	any	
timepoints	(P>0.1).	See	Figures	2	&	3.

Figure 1. Yeaple Probe means by treatment and visit. 
Higher scores indicate less sensitivity. 

*P=0.01	between	groups

Figure 2. Thermal Schiff Air Index adjusted means by treatment and visit. 
Lower scores indicate less sensitivity. 
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Figure 3. Thermal Air Visual Analog Scale adjusted means 
by treatment and visit. Lower scores indicate less sensitivity. 

 

OBJECTIVE 
To	evaluate	the	desensitizing	efficacy	of	a	stannous	fluoride	dentifrice	relative	to	a	
positive	control	dentifrice	over	a	4-week	period.	

METHODS
•	This	was	a	randomized,	controlled,	examiner-blind	parallel-group	study	to	assess	

changes	in	dentinal	hypersensitivity.	

•	 120	adult	volunteers	with	existing	dentinal	hypersensitivity	were	enrolled	and	
randomized	to	one	of	the	two	groups	for	twice	a	day	oral	hygiene	according	to	the	
following	instructions:

–	Test	group:	0.454%	stannous	fluoride	dentifrice	with	0.078%	sodium	fluoride	
(Procter	&	Gamble).	Instructions:	Brush	teeth	thoroughly	twice	a	day.	First	brush	
the	2	enrolled	sensitive	teeth	for	30	seconds	each,	then	finish	by	brushing	the	rest	
of	the	teeth.	

–	Positive	Control	group:	Marketed	0.454%	stannous	fluoride	dentifrice	(GSK).	
Instructions:	Brush	twice	a	day	and	not	more	than	three	times.	

–	Both	groups	used	a	soft	manual	toothbrush	(Oral-B®	Indicator™	soft,	Procter	&	
Gamble).

•	Assessment	of	dentinal	hypersensitivity	was	made	using	the	Schiff	Air	Index,	Visual	
Analog	Scale	and	Yeaple	Probe	at	baseline	(before	any	treatment),	immediately	
after	first	treatment	use,	at	Week	1,	and	after	4	weeks	of	using	the	randomly	
assigned	treatment.	

•	Post-treatment	assessments	between	groups	were	analyzed	using	analysis	of	
covariance	with	baseline	score	as	covariate.	Statistical	tests	were	two-sided	using	a	
5%	significance	level.

•	 120	subjects	completed	the	trial;	60	in	each	group.

©	2020	P&G

P&G,	data	on	file.	
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A Randomized Clinical Trial Evaluating a 2-step 
Stannous Fluoride Dentifrice and Whitening 
Gel System Versus a Potassium Nitrate 
Dentifrice for Sensitivity Relief and Gingivitis

Amini P, Miner M, Gerlach RW. J Dent Res 2016; 95 (Spec Iss B): Abstract 320.

KEY CLINICAL FINDINGS
Number of Bleeding Sites

•  After 2 weeks of product use, the 2-step stannous fluoride dentifrice and whitening 
gel system (Crest® PRO-HEALTH™ [HD]™) group exhibited significantly (P<0.0001) 
lower mean number of bleeding sites relative to the potassium nitrate (KNO3) 
dentifrice (Sensodyne® Extra Whitening) group by 52% with adjusted means (SE) of 
31.49 (2.29) and 65.46 (2.26), respectively. See Figure 1. Both the 2-step group and 
the KNO3 dentifrice group demonstrated statistically significant (P<0.05) reductions 
in mean number of bleeding sites relative to Baseline at Week 2. 

Gingival Bleeding Index

•  At Week 2, the 2-step group exhibited significantly (P<0.0001) lower mean Gingival 
Bleeding Index (GBI) scores relative to the KNO3 dentifrice group by 51% with 
adjusted means (SE) of 0.213 (0.016) and 0.436 (0.015), respectively. See Figure 2. 
Both groups demonstrated statistically significant (P<0.03) reductions in mean GBI 
scores relative to Baseline at Week 2. 

Figure 1. Mean number of bleeding sites  Figure 2. Mean GBI scores per
per group at Baseline and Week 2. group at Baseline and Week 2.

Sensitivity Results

•  The 2-step system provided superior tactile and thermal sensitivity relief (P<0.05) 
versus the KNO3 dentifrice. Both groups demonstrated a significant benefit relative 
to baseline for both measures (P<0.0001). See Figures 3 & 4. 

•  Seventy-two percent (72%) of teeth tested in the 2-step group experienced an 
improvement in thermal sensitivity compared to 53% in the KNO3 dentifrice group. 
Fifty-five percent of teeth tested using the 2-step product experienced relief from 
tactile sensitivity compared to 37% for the KNO3 dentifrice.
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Figure 3. Mean thermal sensitivity Figure 4. Mean tactile sensitivity 
scores per group at Baseline and  scores per group at Baseline and
Week 2.  Week 2. 

OBJECTIVE 
To evaluate changes in dentinal hypersensitivity and gingivitis in response to using a 
two-step stannous fluoride dentifrice and gel system relative to a potassium nitrate 
sensitivity toothpaste. 

METHODS
• This was a randomized, controlled, examiner-blinded study to assess changes in 

dentinal hypersensitivity and gingivitis over a 2-week period. 

• 70 healthy adult volunteers with current dentinal hypersensitivity were enrolled and 
randomized to one of the groups for twice a day oral hygiene:

– Crest® PRO-HEALTH™ [HD]™: Step 1 is a 0.454% stannous fluoride dentifrice; Step 
2 is a 3% is a hydrogen peroxide whitening gel (Procter & Gamble)

– Control: Sensodyne Extra Whitening with sodium fluoride and 5% KNO3 
(GlaxoSmithKline)

– Both groups used a soft, manual toothbrush (Oral-B® Indicator, Procter & Gamble) 

• Assessment of dentinal hypersensitivity was made at baseline (before any 
treatment) and after 2 weeks of using the randomly assigned treatment using the 
Schiff Air Index1 (thermal) and Yeaple Probe2 (tactile). 

• Gingivitis was assessed at baseline and Week 2 from whole mouth clinical 
examination using GBI.3

• For gingivitis treatment-group comparisons, an analysis of covariance was used 
adjusting for baseline and a baseline by treatment interaction. For sensitivity 
treatment-group comparisons, a repeated measures analysis adjusting for baseline 
as a covariate and modeling the correlation within subject. Comparisons to baseline 
were investigated using paired-difference t-tests. Statistical tests were two-sided 
using a 5% significance level.

• Safety was assessed from clinical examination. 

• 69 subjects completed the trial; 34 in the 2-step group and 35 in the KNO3 
dentifrice group.

© 2019 P&G
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A 2-week Randomized Clinical Trial Evaluating 
the Desensitizing Effects of a Stannous 
Fluoride Dentifrice

KEY CLINICAL FINDINGS
•	 	The	stannous	fluoride	dentifrice	provided	statistically	significantly	greater	sensitivity	

protection	versus	the	positive	control	immediately	after	first	use	and	at	Week	2	for	
the	thermal	Schiff	Index	(P<–0.005).	See	Figure	1

•	 	The	stannous	fluoride	dentifrice	provided	statistically	significantly	greater	sensitivity	
protection	versus	the	positive	control	immediately	after	first	use,	at	Day	3	and	at	
Week	2	for	the	thermal	Air	Visual	Analog	Scale	(P<0.0001).	See	Figure	2.

•	 	Both	products	were	well	tolerated.	

Figure 1. Thermal Schiff Air Index adjusted means by treatment and visit. 
Lower scores indicate less sensitivity. 

*	P<–0.005	between	groups.	

Figure 2. Thermal Air Visual Analog Scale adjusted means by treatment and 
visit. Lower scores indicate less sensitivity. 

**	P<0.0001	between	groups.	
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OBJECTIVE 
To	evaluate	the	efficacy	of	a	stannous	fluoride	dentifrice	in	the	reduction	of	sensitivity	
relative	to	a	positive	control	dentifrice.	

METHODS
•	 	This	was	a	randomized,	controlled,	examiner-blind	parallel-group	study	to	assess	

changes	in	dentinal	hypersensitivity	over	a	2-week	period.	

•	 	80	healthy	adult	volunteers	(40	per	group)	with	moderate	dentinal	hypersensitivity	
were	enrolled	and	randomized	to	one	of	two	groups	for	twice	a	day	oral	hygiene	
according	to	each	manufacturer’s	instructions:
–	Experimental	group:	0.454%	stannous	fluoride	dentifrice	(Procter	&	Gamble).	

Instructions:	Cover	the	full	head	of	the	toothbrush	with	toothpaste	and	brush	each	
of	the	2	enrolled	sensitive	teeth	for	30	seconds,	then	finish	by	brushing	the	rest	of	
the	teeth	for	1	minute	for	a	total	2-minute	brushing	time.	Brush	twice	daily,	once	in	
the	morning	and	once	in	the	evening.	

–	Positive	Control	group:	Dentifrice	with	8%	arginine,	calcium	carbonate	and	1450	
ppm	sodium	monofluorophosphate	(Colgate-Palmolive).	Instructions:	Apply	the	
paste	to	the	toothbrush	and	make	sure	to	brush	all	sensitive	areas	of	the	teeth	
twice	daily.	Product	can	also	be	directly	applied	to	sensitive	tooth	with	finger	tip	
and	gently	massaged	for	1	minute,	once	a	week	or	less	frequently.	

–	Both	groups	used	a	soft	manual	toothbrush	(Crest	WaiRouNeiGang,	Procter	&	
Gamble)	

•	 	Assessment	of	dentinal	hypersensitivity	was	made	at	baseline	(before	any	
treatment),	immediately	after	first	treatment	use,	at	Day	3,	and	after	2	weeks	of	
using	the	randomly	assigned	treatment	using	the	Schiff	Air	Index	and	Visual	Analog	
Scale.	

•	 	Treatment	groups	were	compared	using	analysis	of	covariance	with	baseline	score	
as	covariate.	Statistical	tests	were	two-sided	using	a	5%	significance	level.

•	 	79	subjects	completed	the	trial;	40	in	the	stannous	fluoride	group	and	39	in	the	
positive	control	dentifrice	group.

©	2019	P&G

P&G,	data	on	file.	



Sensitivity Evaluation of a Stannous Fluoride 
Dentifrice versus a Positive Control:    
An 8-week Randomized Clinical Trial

KEY CLINICAL FINDINGS
•	 	Both	dentifrices	delivered	a	statistically	significant	reduction	versus	baseline	for	

thermal	and	tactile	sensitivity	at	Weeks	4	and	8	(P<0.0001).	See	Figures	1	and	2.

•	 	There	were	no	statistically	significant	between-group	differences	(P>0.05),	except	
at	Week	8	for	tactile	sensitivity	(P=0.02).	See	Figure	2.	

•	 	Both	products	were	well	tolerated.	

Figure 1. Thermal Schiff Air Index adjusted means by treatment and visit. 
Lower scores indicate less sensitivity. 

All	changes	for	both	groups	statistically	significant	versus	baseline,	P<0.0001.

Figure 2. Yeaple Probe means by treatment and visit.     
Higher scores indicate less sensitivity.

*	P=0.02	between	treatments.	
All	changes	for	both	groups	statistically	significant	versus	baseline,	P<0.0001.
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OBJECTIVE 
To	compare	the	desensitizing	efficacy	of	a	stannous	fluoride	dentifrice	relative	to	a	
positive	control	dentifrice	over	an	8-week	period.	

METHODS
•	 	This	was	a	randomized,	controlled,	double-blind	parallel-group	study.

•	 	94	healthy	adult	volunteers	(47	per	group)	with	moderate	dentinal	hypersensitivity	
were	enrolled	and	randomized	to	one	of	two	groups	for	twice	a	day	oral	hygiene	for	
one	minute	each	brushing:
–	Experimental	group:	0.454%	stannous	fluoride	dentifrice	(Procter	&	Gamble).	
–	Positive	Control	group:	Dentifrice	with	5%	potassium	nitrate	and	0.243%	sodium	

fluoride	(GSK).	
–	Both	groups	used	an	Oral-B®	40	soft	manual	toothbrush	(Procter	&	Gamble).

•	 	Assessment	of	dentinal	hypersensitivity	was	made	at	baseline	(before	any	
treatment),	Week	4	and	Week	8	using	the	Schiff	Air	Index	(thermal)	and	Yeaple	
Probe	(tactile).	

•	 	Treatment	groups	were	compared	for	thermal	sensitivity	using	analysis	of	
covariance	with	treatment	as	a	factor	and	baseline	score	as	the	covariate.	Between-
group	comparisons	for	tactile	sensitivity	were	made	using	analysis	of	variance	with	
treatment	as	a	factor.	Statistical	tests	were	two-sided	using	a	5%	significance	level.

•	 	94	subjects	completed	the	trial,	47	in	each	group.

©	2019	P&G
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