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Methodological question(s) being addressed: 

Does a standard of care treatment study for depression increase enrollment and participant quality in a 

subsequent placebo-controlled treatment resistant depression (TRD) clinical trial? 

Introduction: 

Identifying CNS clinical trial participants represents a challenge to the industry. Enrollment in TRD trials 

is particularly challenging as participants must demonstrate non-response to standard of care 

antidepressant treatments (ADTs) prior to enrollment. Even among potential participants with 

demonstrated prior non-response to an ADT in the current depressive episode, it is common for 

individuals to present without current treatment. The TRAIT program was developed to address this 

problem by:  1) providing standard of care treatment for depression, 2) demonstrating 

pharmacotherapy compliance, 3) objectively measuring treatment response, 4) creating the opportunity 

to analyze participant characteristics and traits not typically examined in industry-sponsored trials.  

Methods:  

Individuals interested in participating in a TRD clinical trial, but who do not meet eligibility criteria 

regarding current and past ADT treatment, are offered the opportunity to participate in the TRAIT 

program. After signing the study ICF, participants undergo comprehensive screening assessment with a 

trained psychological rater, including the MINI, SIGMA, C-SSRS, and a self-report measure of depression 

(QIDS-SR16). Participants with a primary diagnosis of MDD subsequently meet with a prescribing 

clinician to review relevant medical history, and an ADT is prescribed consistent with standard of care. 

Eligible participants complete up to 7 bi-weekly visits, which include clinician and self-administered 

measures of depression, updates to concomitant medications and adverse events, and vital signs. 

Participants may participate in the trial until they have demonstrated non-response (defined as <50% 

response over the course of at least 4 weeks) to one or more ADTs, or have shown stable, clinically 

significant response (>50% reduction in symptoms) at two consecutive visits to the same ADT.  

Response/non-response is defined as change in MADRS score from baseline.  

To familiarize participants with the rigors of participating in a clinical trial and to ensure fidelity to the 

trial design, several services and technology companies typically used in clinical trial are included in the 

study. Protocol adherence, rater performance, and secondary behavioral, cognitive, and self-report 

measures are assessed through collaborations with AiCure, Cronos CCS, TrialCard, and Cambridge 

Cognition. 

Results: 

Preliminary results from 26 study completers suggest similar in baseline characteristics to other studies 

in this indication (average age = 42.7, approximately 60% male, with an average baseline MADRS of 

32.6). The most common antidepressants prescribed were duloxetine (31%), escitalopram (23%), and 



sertraline (19%).  At end of study, 14 out of the 26 individuals failed to meet response criteria (>50% 

reduction in total MADRS score from baseline), resulting in 12 screenings for an adjunctive MDD or TRD 

clinical trial, with 3 screen failures and 9 randomizations. 

Conclusions: 

There is a need for the development of a more comprehensive site-based model for identifying and 

preparing potential participants for eventual enrollment in CNS clinical trials in order to improve site 

enrollment. In addition, this study provides an opportunity for the industry to characterize participants 

in ways that may not be feasible in industry-sponsored programs. Potential applications of this work, 

including the expansion of this program to a multisite model will be discussed.  


