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What is the Methodological Question Being Addressed Do biological factors, such as gender
or race, or treatment factors, such as prior antidepressant use, influence the efficacy of AXS-05 for
the treatment of MDD?

Introduction Evidence suggests that men and women respond differently to antidepressant
treatment. Results from the STAR*D trial found lower remission rates in patients who were
non-Caucasian and male. The use of prior antidepressant treatment in the current major depressive
episode (MDE), a possible proxy for disease severity, has been hypothesized to result in worse
outcomes.
AXS-05 (dextromethorphan-bupropion modulated delivery tablet) is a novel, oral NMDA receptor
antagonist with multimodal activity, including sigma-1 receptor agonism. The efficacy of AXS-05
has been evaluated in two randomized, double-blind, controlled, 6-week studies, GEMINI and
ASCEND. These studies were identical in design except for the control group - bupropion in ASCEND
and placebo in GEMINI. The mITT population in GEMINI included 156 subjects receiving AXS-05 and
162 subjects receiving placebo. The mITT population in ASCEND included 43 subjects randomized to
AXS-05 and 37 subjects randomized to bupropion. In both studies, the primary efficacy variable was
the change from baseline in MADRS.

Methods We conducted pooled analyses of the ASCEND and GEMINI studies and analyzed the
change in MADRS based on gender (male, female), race (white, non-white), and prior ADT use in the
current MDE (none, ≥1 prior ADT). The primary efficacy variable was the change from baseline in
MADRS total score.

Results A total of 199 subjects were included in the AXS-05 group and 198 in the control group. 
• Gender: At Week 6, both females and males achieved statistically significant improvements on
MADRS. Females experienced a treatment difference (AXS-05 change – control change) of 3.85
points (p=0.007) and males experienced a treatment difference of 4.88 points (p=0.009). Both
genders experienced rapid efficacy. In females, statistical significance versus control was achieved
at Week 1 (p=0.009) and every timepoint thereafter.
• Race: At Week 6, both white and non-white subgroups achieved statistically significant
improvements on MADRS. The white subgroup experienced a treatment difference of 4.15 points
(p=0.005) and the non-white subgroup experienced a treatment difference of 4.35 points
(p=0.020). Both race subgroups experienced rapid efficacy. In the white subgroup, statistical
significance versus control was achieved at Week 1 (p=0.010) and every timepoint thereafter .
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• Prior ADT use: At Week 6, both subjects who received ≥1 prior ADT and subjects who did not
receive a prior ADT in the current MDE achieved statistically significant improvements on MADRS.
Treatment differences for the ≥1 prior and the no prior ADT subgroups were 4.36 points (p=0.045)
and 3.73 points (p=0.005), respectively. Both prior treatment subgroups experienced rapid
efficacy, with statistically significant improvements versus control achieved at Week 1 (p=0.015
and p=0.032, respectively) and every timepoint thereafter.

Conclusion These results support the efficacy of AXS-05 regardless of biologic or prior treatment
factors. Gender and race do not appear to influence the efficacy of AXS-05. Prior treatment
experience also did not influence the efficacy or rapidity of effect. Overall, these results confirm the
rapid and robust efficacy of AXS-05 as a treatment for depression.
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