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Methodological Question Being Addressed 

Can site-independent scoring of audio-recorded, site-based PANSS interviews replicate 
scores and identify ratings outliers? 

Introduction (Aim) 

The Positive and Negative Syndrome Scale (PANSS) is the standard for assessing 

symptomatic change in clinical studies of schizophrenia.  Reliable administration of the 

PANSS requires a competent, consistent interviewer, reliable informant information, and a 

cooperative subject from visit to visit.  The use of multiple raters introduces variance in the 

interview and scoring methodology that can reduce inter-rater reliability and adversely 

impact data quality.  The use of calibrated site-independent raters to review interview 

quality and score audio-recorded site-based subject interviews (paired scoring) is a quality 

assurance (QA) surveillance strategy to improve ratings precision in clinical trials. (1,2)  

We conducted a concordance analysis of PANSS scoring between site-based raters and 
paired, external reviewers in an ongoing schizophrenia study. 

 

Methods 

Paired scoring concordance of the PANSS was examined in KAR004 (NCT03697252).  This 

study is enrolling subjects meeting DSM-5 criteria for schizophrenia presenting with an 

acute exacerbation of psychosis.  Signant Health (formerly CRF Bracket) was contracted to 

conduct a quality assurance (QA) monitoring program of site-based ratings.  Site-

independent PANSS ratings were derived from audio recordings of the site-based PANSS 

interviews.  Audio-recorded PANSS scoring for QA has limitations because some items 

require direct observation of subject behavior during the interview.  Consequently, the 

concordance analysis algorithm for calculation of the total independent PANSS score 

accepts the site-based score for 4 of the 30 items.  

 

Results 

There were 393 pairs of PANSS scores available for analysis at the time of this abstract.  

There were no significant mean PANSS scoring differences between the site-based and site-

independent ratings.  The intra-class correlation between site-based and paired 

independent total PANSS scores was 0.725, (p <0.001); 228 of the paired ratings differed 



by ≤ 5 points (58%).  Total PANSS score discordances >10 points were seen in 67 pairs 

(17%) and >20 points in only 5 paired scores (1%).  The quality assurance program 

identified and remediated ratings outliers during the study. The higher paired discordances 

were due either to administrative error (data entry) or poor interview quality affecting 
independent replication. 

Paired scoring differences were positively correlated with the total PANSS score 

(Spearman’s rho = 0.35, p<0.001).  The magnitude of symptom severity affected the 

directionality of paired scoring differences.  Thus, total site-based PANSS scores >100 

generated greater positive mean differences (site PANSS scores > site-independent scores) 

whereas site-based PANSS scores ≤80 generated greater negative mean scoring differences. 

 

Conclusions 

This analysis demonstrates that site-independent scoring of audio-recorded site-based 

PANSS interviews is a useful quality assurance method that identifies ratings outliers 

during in-study monitoring.   The magnitude of the total PANSS score affects the 

directionality of discordance.  In a recent multi-study analysis of the Montgomery-Asberg 

Depression Rating Scale (MADRS) used in depression studies, we noted that the 

directionality of discordance was also affected by symptom severity. (2)  These findings 

suggest a generalized scoring tendency that may be a characteristic of independent raters 

listening to and scoring a primary interview. 
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