
Letters

COMMENT & RESPONSE

In Reply We thank van Os for his interest in our article.1 We agree
that the evidence of association between schizophrenia ge-
netic risk and negative symptoms, but not with psychotic ex-
periences, could be due to greater measurement error when
assessing psychotic experiences, as stated in the Discussion sec-
tion of our article.1

However, we believe it is unlikely that the Community As-
sessment of Psychic Experiences (CAPE) self-report question-
naire negative symptom items are a more valid marker of psy-
chotic experiences than the semi-structured Psychosis-Like
Symptom Interview (PLIKSI). During the PLIKSI, individuals
are assessed by psychology graduates trained in assessment
using the Schedules for Clinical Assessment in Neuropsychia-
try psychosis section and the interview itself shows very good
interrater and test-retest reliability.2,3 Semi-structured inter-
views, as used in clinical practice, allow a more valid assess-
ment of psychotic experiences than self-report question-
naires. Furthermore, given the similarity between the CAPE
positive dimension and the PLIKS questionnaire (PLIKSq) (both
contain items relating to bizarre experiences, perceptual ab-
normalities, paranoid ideations, and grandiosity and word-
ing is similar, for example, “Do you ever see objects, people
or animals that other people cannot see?” [CAPE] and “Have
you ever seen something or someone that other people could
not see?” [PLIKSq]), it is unlikely that schizophrenia genetic
risk would be associated with CAPE psychotic experiences (via
the negative symptom dimension as a proxy) and not the
PLIKSq (see eFigure 2 in the Supplement of our article).1

However, we agree that negative symptoms are likely to
be correlated with psychotic experiences and, in our bivari-
ate analysis, there was only weak evidence that effect esti-
mates for psychotic experiences and negative symptoms were
different from each other. This correlation might be higher in
clinical samples, such as the Genetic Risk and Outcome of Psy-
chosis Study, than in population-based (not clinically ascer-
tained) samples, such as the Avon Longitudinal Study of Par-
ents and Children (ALSPAC) (correlation between negative
symptoms and psychotic experiences in our study was 0.30).
Future investigations of associations between schizophrenia
genetic risk and psychopathology could involve relevant frame-
works that account for this, for example, by modeling symp-
toms as correlated latent constructs.4

Finally, while our earlier work reported little evidence of
association between the PLIKSI measure of psychotic experi-
ences and family history of schizophrenia in ALSPAC, confi-
dence intervals were wide as there were relatively few indi-
viduals with a family history of schizophrenia in that study.5

It would be very surprising if psychotic experiences are not
related to genetic risk for schizophrenia. However, our over-

all patterns of results from ALSPAC do suggest that psychotic
experiences, as assessed by questionnaire or interviews, are
not as strongly associated with genetic risk for schizophrenia
during adolescence as other aspects of psychopathology.
Whether this is due to measurement error issues or a true re-
flection of how genetic risk for schizophrenia is manifest dur-
ing development remains to be seen.

Hannah J. Jones, PhD
Stanley Zammit, MRCPsych, PhD

Author Affiliations: Centre for Academic Mental Health, School of Social and
Community Medicine, University of Bristol, Bristol, England (Jones, Zammit);
Medical Research Centre Integrative Epidemiology Unit, University of Bristol,
Bristol, England (Jones); MRC Centre for Neuropsychiatric Genetics and
Genomics, Institute of Psychological Medicine and Clinical Neurosciences,
Cardiff University School of Medicine, Cardiff, Wales (Zammit).

Corresponding Author: Hannah J. Jones, PhD, Centre for Academic Mental
Health, School of Social and Community Medicine, University of Bristol, Oakfield
House, Oakfield Grove, Bristol BS8 2BN, England (hannah.jones@bristol.ac.uk).

Published Online: April 13, 2016. doi:10.1001/jamapsychiatry.2016.0241.

Conflict of Interest Disclosures: None reported.

Funding/Support: The study of the phenotypic manifestation of genetic risk for
schizophrenia during adolescence in the general population was supported by
grants G0701503, MR/M006727/1, and MR/K004360/1 from the Medical
Research Council; grant 102215/2/13/2 from the Wellcome Trust; and the
University of Bristol through core support for the Avon Longitudinal Study of
Parents and Children and by 23andMe, which supported generation of the
genome-wide association data by Sample Logistics and genotyping facilities at
the Wellcome Trust Sanger Institute and Laboratory Corporation of America. Dr
Jones is part of the Medical Research Council Integrative Epidemiology Unit at
the University of Bristol, which is supported by grant MC_UU_12013/1 from the
Medical Research Council and the University of Bristol.

Role of the Funder/Sponsor: The funding sources had no role in the
preparation, review, or approval of the manuscript, and the decision to submit
the manuscript for publication.

Additional Contributions: We are extremely grateful to all the families who
took part in this study, the midwives for their help in recruiting the families, and
the whole Avon Longitudinal Study of Parents and Children team, which
includes interviewers, computer and laboratory technicians, clerical workers,
research scientists, volunteers, managers, receptionists, and nurses.

1. Jones HJ, Stergiakouli E, Tansey KE, et al. Phenotypic manifestation of
genetic risk for schizophrenia during adolescence in the general population.
JAMA Psychiatry. 2016;73(3):221-228.

2. Horwood J, Salvi G, Thomas K, et al. IQ and non-clinical psychotic symptoms
in 12-year-olds: results from the ALSPAC birth cohort. Br J Psychiatry. 2008;
193(3):185-191.

3. Zammit S, Kounali D, Cannon M, et al. Psychotic experiences and psychotic
disorders at age 18 in relation to psychotic experiences at age 12 in a longitudinal
population-based cohort study. Am J Psychiatry. 2013;170(7):742-750.

4. Stochl J, Khandaker GM, Lewis G, et al. Mood, anxiety and psychotic
phenomena measure a common psychopathological factor. Psychol Med. 2015;
45(7):1483-1493.

5. Zammit S, Horwood J, Thompson A, et al. Investigating if psychosis-like
symptoms (PLIKS) are associated with family history of schizophrenia or
paternal age in the ALSPAC birth cohort. Schizophr Res. 2008;104(1-3):279-286.

jamanetwork/2016/psy/jun2016/ylr160003 PAGE: right 1 SESS: 18 OUTPUT: Mar 11 8:5 2016

jamapsychiatry.com (Reprinted) JAMA Psychiatry June 2016 Volume 73, Number 6 1


