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Choosing Between Buprenorphine-Naloxone and Methadone: A
Patient-Centered Framework

Clinical Scenario

A new patient presents to an OTP with moderate-to-severe OUD and a history of heavy fentanyl use;
both buprenorphine-naloxone and methadone are available. The patient asks which medication works
better.

The Pearl

A 2026 systematic review and meta-analysis of RCTs found that neither buprenorphine-naloxone
nor methadone is universally superior for OUD; optimal selection depends on the patient's
clinical profile. Methadone demonstrated higher 6-month treatment retention, driven by full mu-
agonist activity, no dose ceiling, and daily dosing structure; these factors matter most for fentanyl-
tolerant patients where retention is the primary challenge. Buprenorphine-naloxone showed fewer
serious adverse events, better outcomes in patients with comorbid mental health disorders, and
advantages in cocaine craving and cardiac parameters; its partial agonist ceiling limits respiratory
depression risk, making it the safer choice when safety profile is the primary driver.

Why It Matters

*  Approximately 40 to 60% of patients with OUD have co-occurring mental health disorders, a
proportion that is higher in drug court and correctional populations. For these patients,
buprenorphine-naloxone's comorbidity and safety data are often the deciding factor. When
retention is the dominant challenge and cardiac risk is low, methadone's retention advantage
is clinically relevant.

e OTP formularies that default to one MOUD without individualized review leave a subset of

patients on a suboptimal medication. Document the clinical rationale for the selection and
revisit if treatment goals are not being met.

Bottom Line: Guide the buprenorphine-naloxone vs. methadone decision using the patient's
retention history, mental health comorbidities, cardiac risk, and prior medication experience;
document the clinical rationale and revisit if treatment goals are not being met.
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