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Methodological Question Being Addressed: Do the quality of PANSS ratings and frequencies of 

potential errors differ by country? 

Introduction (Aims):  

Clinical trials of schizophrenia are prone to failure, in part due to noise in endpoint data which may stem 

from several factors, including low interrater reliability, rater error1, and related issues. We investigated 

the rates of potential error in different countries and regions in multinational clinical trials of 

schizophrenia using the Positive and Negative Syndrome Scale (PANSS). Identifying levels of potential 

rating errors in different counties can be useful in trial design and development, as well as in developing 

interventions, including robust training programs and oversight. 

Methods: 

We evaluated potential error rates in PANSS assessments from three recent schizophrenia global clinical 
trials with a randomized, double-blind, multisite design. Two studies were conducted using electronic 
Clinical Outcome Assessments (eCOA) via tablet-based systems while one study was conducted on 
paper. Potential error rates were conceptualized as the rate of occurrence of “flags” identified by the 
Internal Society for CNS Clinical Trials and Methodology (ISCTM) Working Group. These flags were 
applied to all PANSS assessments across the three studies and stratified by country. ISCTM identified 24 
flags including within-visit scoring inconsistencies (e.g., a difference of more than two points between 
related items) and between-visit alerts (e.g., same response on all items from previous visit). Of these 
twenty-four flags, thirteen that are considered to be “high” flags were the focus of this analysis. High 

flags represent very probable or definitive errors2.  
 

Results: 

There were 4,714 paper-based and 11,504 eCOA PANSS assessments.  The following countries 

participated in the trials and were included in the analysis: Bulgaria, Czech Republic, Estonia, Japan, 

Mexico, Poland, Russia, Serbia, Slovakia, Ukraine, and United States (countries with few assessments 

were excluded).  The proportions of flags that represented highly probable/ definite error significantly 

differed by country in both modes of administration. In eCOA, countries with lowest rates of ISCTM flags 

were the United States (2%), Mexico (3%), Slovakia (3%) and Poland (5%), while Serbia and Estonia 

showed the highest error rates, 30% and 20%, respectively. Similar patterns were observed in paper 

administrations, with Bulgaria (30%) and Serbia (16%) showing the highest error rates, while United 

States showed the lowest proportion of high flags (5%). 

Conclusion/Discussion: 

Raters from different countries appear to vary in the frequency with which PANSS ratings trigger flags in 

the ISCTM set. Possible explanations for these differences may include lack of familiarity with the scale, 



training in a non-native language, or differences in perception and evaluation of the symptoms of 

schizophrenia due to differences in symptom expression at the patient level. Identifying countries with 

higher rates of scoring inconsistencies or flags can help in study planning and to identify regions and 

sites that might benefit from enhanced training. Additionally, use of eCOA over traditional paper-based 

assessments may also reduce the rate of rating inconsistencies by helping to identify and correct 

potential errors quickly and efficiently. 
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