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What is the Methodological Question Being Addressed In adolescent schizophrenia trials is
scoring variability consistently higher for certain PANSS items?

Introduction Global regulatory initiatives have resulted in an increasing number of
psychopharmacology trials in the pediatric age range.   Among the challenges in ensuring valid and
reliable data in such trials are developmental limitations in symptom description, the need to
integrate and weight information from varied sources (including the patient, parents/caregivers and
other informants, and the global shortage of child-trained clinical investigators (Busner, 2013;
Farchione, 2013).  Moreover, few efficacy measures  have been developed and validated 
specifically for pediatric trials.  As a result, measures designed for and validated in adults, such as
the Positive and Negative Syndrome Scale (PANSS), are frequently used in adolescent
schizophrenia trials. The PANSS is a complex 30-item measure that has been extensively studied
and shown to pose ratings challenges even in the adult patients for whom it was designed (e.g.,
Daniel and Dries, 2013).  
To identify PANSS items for which raters in pediatric trials might have particular difficulty achieving
agreement, we examined and reported to ISCTM in 2013 the scoring variability of 171 worldwide
raters from several large adolescent schizophrenia trials who had watched one of two standardized
patient videos (Busner, Daniel, Findling, 2013).  We have since secured data from 2 additional
sponsors’ international adolescent schizophrenia trials, with 2 additional standardized videos and
237 additional raters, allowing for new analyses and expansion of our initial findings.

Methods Using data from multiple adolescent schizophrenia clinical trials by multiple sponsors,
standard deviations were calculated for each of the 30 PANSS items scored by 408 clinical trials
investigators/raters from 23 countries who had viewed one of four separate standardized
adolescent patient videos as part of the qualification process for their respective clinical trials.  The
clinical trials investigators/raters had been trained extensively in live sessions on
adolescent-specific conventions immediately prior to viewing and scoring the video.  PANSS item
standard deviations from each video, separately, were calculated and rank ordered from lowest to
highest variability. The variability rank order of the 30 PANSS items for each of the 4 videos was
then compared across videos using Kendall W.

Results The variability (SD) rankings of the 30 PANSS items for the 4 videos was statistically
similar, Kendall W=0.57, p<.0001.  Three PANSS items were ranked among the 10 most variable in
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all 4 videos:  N4 (Passive/apathetic social withdrawal), P7 (Hostility), and P4 (Excitement), and two
PANSS items were ranked among the 10 least variable in all 4 videos: P3 (Hallucinatory behavior),
and G14 (Preoccupation).

Conclusion It is widely appreciated that high interrater variability undermines  signal detection. 
Our findings replicate and extend in 2 new international trials with 11 new countries an identified
set of PANSS items associated with high variability among raters in adolescent schizophrenia trials. 
At minimum, the findings suggest the need for targeted training and surveillance of these items. 
Broader implications for the field include psychometric examination and development of a
pared-down or revised PANSS for adolescent trials.
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