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Dear Editor

ran established one of the largest national
opioid agonist treatment (OAT) programs
in the world, historically built based on
three pharmacological opioid agonist
agents: methadone, buprenorphine, and
opium tincture (OT). OT is a standardized
morphine-based hydroalcoholic preparation that has
been particularly favored by patients whose primary
drug of choice was traditional opium rather than heroin
[1, 2]. OT was introduced explicitly as a culturally
acceptable, lower-cost harm-reduction alternative for
opium users, and by the early 2020s it had become the
second most commonly prescribed OAT medication in
the country, serving tens of thousands of patients [2, 3].

In the past two to three years, however, the supply
of OT to maintenance treatment centers has become
increasingly unstable. Following Afghanistan’s 2022
poppy-cultivation ban and the subsequent contraction
of raw opium available for licensed domestic OT
formulation, Iranian clinicians have reported that
treatment centers have been forced to restrict or refuse
new admissions to OT programs because of insufficient
supply, pushing both new and established patients
toward methadone [1]. This supply disruption
compounds pre-existing clinical concerns: a recent

commentary on a randomized controlled trial found
significantly more adverse events with OT than with
methadone, underscoring that the two medications are
not interchangeable and that patients switched from OT
to methadone may require careful re-titration rather
than a simple substitution [4]. Iranian researchers have
accordingly begun to frame the shrinking availability of
OT as a genuine “threat” to program continuity rather
than a peripheral logistical issue [5].

This shift is concerning precisely because
methadone-related morbidity and mortality in Iran are
already substantial and rising. A national systematic
review and meta-analysis reported that methadone was
identified as a cause of death in over half of substance-
related fatalities referred to Iran’s Legal Medicine
Organization, and as the sole cause in more than a third
of these cases [2]. Hospital-based surveillance in
Tehran similarly found methadone to be the single most
common drug of abuse implicated in poisoning
admissions over a multi-year period, with narcotic and
psychodysleptic poisonings carrying the highest in-
hospital mortality among all poisoning categories [6].
According to this background, an abrupt, supply-driven
influx of OT patients, especially some treatment-naive
to methadone, others unfamiliar with its narrower
therapeutic index, slow onset of steady-state levels, and
cumulative  respiratory-depressant  risk  during
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induction, plausibly represents a scenario that could
further increase acute methadone toxicity and overdose
deaths. Also, prescription dosing errors during rapid
transfer, diversion of excess take-home doses, or self-
adjustment by patients habituated to OT’s different
pharmacokinetics and cultural perception of it as a
“milder,” herbal-like remedy are other possible causes
of poisoning [1, 5].

We therefore wish to draw the attention of editors
and readers to this emerging public health risk and to
propose several preventive measures.

Protect and diversify OT supply

Health authorities should prioritize domestic opium
tincture production and, where feasible, explore
additional licensed sourcing, rather than allowing
methadone to become a default substitute driven by
shortage rather than clinical indication [1].

Structured, monitored transfer protocols

Patients moved from OT to methadone because of
supply shortfalls should undergo conservative,
symptom-guided  induction with close early
monitoring, given documented differences in adverse-
event profiles between the two agents [4].

Targeted patient and prescriber education

Messaging should correct the misconception that
methadone and OT are interchangeable at equivalent
“doses,” and should specifically address the elevated
overdose risk during the first two weeks of methadone
induction.

Enhanced pharmacovigilance and toxicological

surveillance

Given already-high methadone-attributable
poisoning and mortality rates [5, 6], real-time
surveillance linking OAT program transfers to poison-
center and forensic toxicology data would allow early
detection of any rise in methadone-related fatalities
associated with the OT shortage.

Take-home dose safeguards

Stricter controls on take-home methadone
allocations for newly transferred patients could reduce
the risk of accidental pediatric exposure and diversion,
both of which are recurrent contributors to methadone-
related deaths in Iran.

In summary, the shortage of OT availability within
Iran’s addiction treatment system is not merely an
administrative or supply-chain issue; it carries a
plausible, biologically grounded risk of increasing
acute methadone poisoning and mortality in a
population already disproportionately affected by
methadone-related harm.

Conclusion

We urge health policymakers, addiction medicine
specialists, and forensic toxicologists to treat this as an
active surveillance priority and to implement the
safeguards outlined above before, rather than after, an
observable rise in methadone-related fatalities.
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