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Efficacy: Slide 36 Alkermes (Dr. McConnell), 

Slide 41 FDA (Dr. Southammakosane)

➢ Absolute difference in weight gain of about 2% at 24 weeks

➢ Mixed and mostly null effects on metabolic indicators



Efficacy: Slide 45 & 46 Alkermes (Dr. McDonnell)

➢ Null effects on other metabolic indicators



Safety: Slide 71 Alkermes (Dr. Yagoda); 

Slide 52 FDA (Dr. Mallama, Slide 10)

➢Major safety, adverse effects concerns: risk of overdose, and 

risk of inadequate pain control when needed



Overall indicator: Slide 25 FDA (Dr. Southammakosane)

➢ No apparent improvement in this patient-reported outcome



Conclusions/Recommendations
➢Benefits appear marginal at best, 2%, for weight only (not other 

metabolic indicators); No improvement in QoL.

➢Opioid antagonist use risks are substantial, especially for this 

population given high rates of substance use disorders, 

medication discontinuity, and the need for analgesia

➢Recommendation to the advisory committees: Vote “No” on the following 
questions:
➢Has the Applicant presented adequate evidence that samidorphan meaningfully 

mitigates olanzapine-associated weight gain?
➢Has the Applicant adequately characterized the safety profile of ALKS3831?
➢ Is labeling sufficient to mitigate the risks related to the opioid antagonist action of 

samidorphan?

➢Recommendation to the FDA: Do not approve olanzapine/samidorphan


