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Current approach to suicidal ideation and behavior in clinical trials 

The Columbia-Suicide Severity Rating Scale (C-SSRS) is an FDA-mandated "gold standard" for 
prospectively assessing suicide risk in clinical trials



Suicidal ideation and behavior (SIB) are excluded in depression trials

Suicidality, Depression, and the FDA: Health Inequities 
and the Ethical Conduct of Research.
Iltis AS, McCall WV, Deria R.J Clin Psychiatry. 2020

https://pubmed.ncbi.nlm.nih.gov/32023368/
https://pubmed.ncbi.nlm.nih.gov/32023368/


Application of CSSR-S exclusion criteria to adults in the United States  

Exclusionary
CSSR-S item 5

Exclusionary
CSSR-S item 4

What do we know 
about this group 
and potential for 
clinical trials? 



Potential outcome if registrational trials stopped applying usual exclusion criteria   

Hamina A, et., al; Representation and 
outcomes of individuals with major 
depression in routine care who are ineligible 
for randomized controlled trials: a nationwide 
register-based study. World Psychiatry. 2026

and SIB



Postmarketing trials may permit for being more inclusive of subjects with SIB 

Limitations on trial design and monitoring may be a standing risk in fully 
understanding the link between antidepressants and suicide

Efficacy and Safety of Intranasal Esketamine for the Rapid 
Reduction of Symptoms of Depression and Suicidality in 
Patients at Imminent Risk for Suicide: Results of a Double-
Blind, Randomized, Placebo-Controlled Study
.

A Word to the Wise About Intranasal Esketamine
Alan F. Schatzberg, M.D.

When in clinical development is the right time to include SIB?

Carla M. Canuso, M.D., Jaskaran B. Singh, M.D., Maggie Fedgchin, Pharm.D.,
Larry Alphs, M.D., Ph.D., Rosanne Lane, M.A.S., Pilar Lim, Ph.D.,
Christine Pinter, M.S., David Hough, M.D., Gerard Sanacora, M.D., Ph.D.,
Husseini Manji, M.D., and Wayne C. Drevets, M.D.
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MADRS Total Score:  Endpoint with “Suicidal Thoughts” 

 Suicidal Ideation (item 10) can show change to 
antidepressant treatment [at 4 hours after first dose; 
p=0.002; effect size=0.67] 

If not excluded, suicidal thoughts (Item 10) can show change 

Efficacy and Safety of Intranasal Esketamine for the Rapid Reduction of 
Symptoms of Depression and Suicidality in Patients at Imminent Risk for 
Suicide: Results of a Double-Blind, Randomized, Placebo-Controlled Study.
Canuso CM, Singh JB, Fedgchin M, Alphs L, Lane R, Lim P, Pinter C, Hough D, 
Sanacora G, Manji H, Drevets WC. Am J Psychiatry. 2018 Jul 1;175(7):620-630
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Is symptom structure of depression with SI the same as in depression?   

Depression with SIDepression

Mood and Anxiety Symptoms Questionnaire (MASQ-D30)

Netherlands Study of Depression and Anxiety 

Compared MDD and MDD w/SI (N = 450)

Item correlations below 0.3 are left out 

Correlations of 0.5 and higher are in bold

Suicidal depressed patients had a less good 
model fit compared with non-suicidal 
depressed patients, which could imply a 
difference in symptom structure.  

Comparing factor structures of depressed patients with and without suicidal ideation, a 
measurement invariance analysis. van Ballegooijen W, Eikelenboom M, Fokkema M, Riper H, 
van Hemert AM, Kerkhof AJFM, Penninx BWJH, Smit JH. J Affect Disord. 2019 Feb 15. 
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Limiting SIB deteriorates psychometric properties of MADRS     
(N=1500; Bipolar Depression) 

Item Response Theory 
–distinct peaks at 
different severity levels 
indicate each 
symptoms likelihood of 
being reported (y-axis) 
increases along 
defined gradations in 
overall depression 
severity (x-axis) 

Sadness
Neurovegetative
Detachment
Negative ThoughtsHopkins SC, Tomioka S, Szabo ST, Koblan KS. A 

clinical trial inclusion criteria to enrich for patients 

presenting with canonical symptom structure in bipolar 

depression. Bipolar Depression, 2024.

Sadness
Neurovegetative
Detachment
Negative Thoughts



Conclusion:

Participants with SIB have been limited in registrational trials

A staged clinical development approach for inclusion of SIB should be considered
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