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The United States Food and Drug Administration requires prospective assessments of suicidal ideation and 
behavior to be conducted in all clinical trials of drugs with potential Central Nervous System (CNS) activity, as 
does the European Medical Agency in its guidelines on development of treatments for depression and 
schizophrenia. The gold standard instrument, the Columbia Suicide Severity Rating Scale (C-SSRS), is a Clinician-
Reported Outcome (ClinRO) that requires a trained rater to interview the patient about their suicidal thoughts 
and actions. In contrast, Patient-Reported Outcomes (PRO) are questionnaires that are self-completed by the 
patient, often used to obtain information about symptoms, functional status, and quality of life, and in some 
cases, include questions related to suicidal ideation. Given the sensitive nature of questions related to suicidal 
thoughts and actions, there is potential for a response bias based on the mode of eliciting the information. As 
suicidality is a such a critical safety issue, we investigated whether there was additional utility in including data 
from self report measures by examining discrepant reports from PROs compared to the C-SSRS 

Introduction 
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Data from an ongoing multicenter, global, phase 3 clinical trial in schizophrenia and two multicenter, global, phase 
3 trials in depression were analyzed to assess for discrepancies between suicidal ideation reported on the C-SSRS 
and a PRO measure: the Schizophrenia Quality of Life Scale, and Patient Health Questionnaire, respectively. 

Methods 

 

In the schizophrenia study, 1,164 post screening visits included administration of both the C-SSRS and the SQLS. Of 
those, 120 (10.3%) contained a discrepancy between the two scales, with C-SSRS items 1 (Wish to be Dead) and 2 
(Non specific Act) being rated absent and SQLS item 25 (I had suicidal thoughts) being rated as either ‘rarely’ 
(n=84), ‘sometimes’ (n=23), ‘often’ (n=10), or ‘always’ (n=3). The pattern of findings was also the same when the 
analysis was repeated to exclude 'rarely'. In the depression studies, the same C-SSRS criteria were compared to 
the PHQ item 9 (Thoughts that you would be better off dead or of hurting yourself in some way). Across the two 
studies, 1,353 post-screening visits included both assessments, and 138 (10.2%) discrepancies were identified, 
with PHQ item 9 being rated as ‘several days’ (n=90), ‘more than half the days’ (n=25), or ‘nearly every day’ 
(n=23). 

Results 

 

The results indicate that some patients report suicidal ideation on self-completed questionnaires that is not captured during 
the C-SSRS interview. It is not known whether this is a true response bias with patients less likely to report truthfully when 
face-to-face with study personnel, or if it represents over reporting on PROs, or a misunderstanding of the PRO questions. 
However, given the severity of the consequences associated with failure to accurately identify suicide potential, it may be 
prudent to incorporate the patient’s direct report into ongoing safety monitoring in CNS clinical trials. 

Conclusions 
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