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Methadone Induction Doses:
Are Our Current Practices Safe?

Anita Srivastava, MD
Meldon Kahan, MD

ABSTRACT. Purpose: To review the literature on methadone deaths and propose evidence-
based dosing guidelines.

Methods: A literature search was conducted on overdose deaths during the induction phase.
Data on methadone deaths from the Ontario coroner’s office, as well as prescribing guidelines
from different countries and jurisdictions, were reviewed. The information was collectively con-
sidered and, using the best available evidence, translated into safe dosing guidelines for methadone
induction.

Results: A literature review found high death rates during the methadone induction period.
Data from the Ontario coroner’s office revealed that of deaths that were felt to be attributable to
methadone overdose, the majority occurred in those who had consumed diverted methadone: of
those deaths within a registered program, the majority occurred during the initial dosing phase. De-
spite high death rates during induction onto methadone treatment, many jurisdictions do not have
prescribing guidelines that take this evidence into account.

Conclusions: Safer prescribing guidelines are needed to reduce deaths during induction onto
methadone treatment. Recommendations are made for safe methadone induction doses. [Article
copies available for a fee from The Haworth Document Delivery Service: 1-800-HAWORTH. E-mail ad-
dress: <docdelivery@haworthpress.com> Website: <http://www.HaworthPress.com> © 2006 by The Haworth
Press, Inc. All rights reserved.]

KEYWORDS. Methadone, overdose, guidelines, literature search, induction dose

INTRODUCTION

This article reviews the literature on metha-
done deaths during the induction phase, re-
views current dosing guidelines, and makes
recommendations to improve patient safety.
These recommendations will be incorporated
intoanupcomingeditionofmethadonemainte-
nance guidelines for the physician regulatory
body in Ontario.1

Background

Methadone treatment is remarkably effec-
tive at reducing morbidity and mortality from
heroin dependence. While the annual mortality
rate of heroin users is 2-3%, with overdose be-
ing the primary cause of death,2,3 the rate
among methadone patients is one quarter this
rate, due primarily to fewer deaths from over-
dose and suicide.4 The overall mortality rate of
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heroin users declines sharply with entry into
treatment,andclimbsagainwithdischarge.5-7

Despite its success as a treatment for heroin
dependence, however, mortality from metha-
done overdose remains disturbingly high.8-11

While the majority of deaths are due to street
methadone (which has usually been diverted
from patients with take home doses),8,12 a sig-
nificant number of deaths occur among regis-
tered methadone patients. Of these deaths, the
majority occur during the initial phases of
methadone treatment.7,9,11,13

The high death rate during the initial titration
phase of methadone treatment likely is a result
of its pharmacokineticsand metabolism.Meth-
adone is tightlybound to tissue proteins and has
a long half-life, averaging 22-24 hours.14 Fur-
thermore, the clearance of methadone (as mea-
sured by elimination half life) is two to three
times longer during initial titration, because it
takes several weeks for the induction of hepatic
enzymes that convert methadone to inactive
metabolites.15 Also, individuals vary greatly in
their genetic capacity to metabolize metha-
done: the elimination half-life has been re-
ported to range from 5 to 130 hours.16

For these reasons, methadone can accumu-
late rapidly and unpredictably in the serum. Al-
though death usually occurs within a few hours
after ingestion of methadone,17 symptoms of
overdose can have an insidious onset with a
variable time course. A dose that does not con-
trol withdrawal on the first day may be fatal by
the third or fourth day, making it difficult for
cliniciansand theirpatients todetectearlysigns
of toxicity. Case reports suggest that patients
can appear relatively alert when engaged in
conversation or activity, succumbing to the
overdose during a nap or at night.18 Sedation
may not be perceived as serious or even as un-
desirable by the patient or their family, since
this is what they experienced with their previ-
ous opioid use. Patients may be far more fright-
ened of withdrawal than of overdose, pressur-
ing their physician to increase the dose quickly
so they won’t experience withdrawal symp-
toms.

Methadone deaths can be minimized through
careful prescribing, close monitoring and pa-
tient education. The first step is the develop-
ment of detailed and comprehensive clinical
guidelines. There is evidence that national

guidelines can affect major change in prescrib-
ing patterns: a British study demonstrated
significant improvement in prescribing pat-
terns following the widespread dissemination
of national methadone prescribing guide-
lines.19 Evidence-based guidelines could help
to ensure the safety of patients and to thus pre-
serve the credibility and viability of methadone
treatment programs.

METHODS

AMedLinesearchwasperformedto identify
case series and epidemiological studies on
methadone-related deaths. The search terms
used were “methadone,” “deaths,” “toxicity,”
“overdose,” “mortality,” “starting doses,” “in-
duction,” “dose,” and “fatality,” studies were
selected for review if they were primarily con-
cerned with methadone deaths during the in-
duction phase, methadone dosing issues, and
methadone-related deaths. Information was
extracted on death rates and changes over time,
initial methadone doses, number of days to
death and contributing factors.

Secondly, unpublished data on deaths attrib-
uted to methadone toxicity between 1996 and
2000 inclusive in Ontario were reviewed, with
thecooperationof theOntarioCoroner’soffice.
Information was extracted on death rates and
changes over time, initial methadone doses,
time to death and contributing factors.

Methadone dosing guidelines were re-
viewed, where available, for provincial, state
and national jurisdictions in the US, Canada,
Britain and Australia. The search of guidelines
was conducted through internet searches of
NIDA and other sites, review of addiction text-
books and telephone interviews with the regis-
trars’ offices at Canadian provincial medical
colleges (Table 1).

RESULTS

Literature Review

Methadone Deaths
During the Induction Phase

There is littlepublishedondeath ratesduring
the initial phases of methadone treatment and
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much of the data is retrospective. One retro-
spective study by Caplehorn20 found a mortal-
ity rate of 2.2 per thousand admissions to meth-
adone maintenance in the first two weeks of
treatment in New South Wales in 1994. The au-
thor concluded that prescribed methadone was
either responsible for or contributed to the
deaths of at least ten of the thirteen patients. In
another study, Caplehorn and Drummer9 found
that the relativeriskof fatalaccidentaldrug tox-
icity for patients in the first two weeks of MMT
induction was 6.7 times higher than that of
heroin addicts not in treatment, and 98 times
higher than that of patients on longer-term
MMT. An Amsterdam study found a death rate
of 6.0/1000 py (person-years) during the first
two weeks after (re)entering treatment which
was higher than the rate of 2.2/1000 py ob-
served during maintenance treatment.7

Initial Dose

Again, there are very limited publications on
the initial induction doses that may have led to
overdose deaths. According to one paper, a sin-
gle methadone dose of 50-100 mg can be lethal
to non-tolerant adults.21 In another study of ten
new methadone patients’ deaths, the mean
methadone dose was 53 mg with a mean time to
death of three days and a mean final dose of 57

mg.22 An analysis of 238 deaths during metha-
done maintenance from 1990-1995 in New
South Wales11 found that of all deaths that were
felt to be drug-related, 42% occurred during the
first week of methadone treatment in patients
whose physicians had followed the recom-
mendedguidelinesofstartingmethadonedoses
of 20-40 mg, with a maximum increase of 5-10
mg in any one day or 30 mg in the first week.
The mean starting doses were 40 mg (with a
range of 20-40 mg) and the mean number of
days in treatment until time of death was 3.3
days.

Changes Over Time

Higher death ratesat the start or expansionof
methadone programs have been described. In
1972, with the introduction of maintenance
methadone therapy in the United States there
were many methadone-related deaths: in an 18
month period there were 1504 cases of metha-
doneoverdosedeaths inNewYorkCity.23 Sim-
ilarly, the expansion of methadone treatment in
the West of Scotland was also accompanied by
an increase in methadone-related deaths from
1991-1997.10However, from1997to2001, fol-
lowing inquiry and an educational program,
methadone-related deaths decreased by nearly
48% despitea three-fold increase in the number

Anita Srivastava and Meldon Kahan 7

TABLE 1. Responses from Canadian Provincial Physician Licensing Bodies§

Province Methadone
Starting Dose
Recommendations

Dose Increment Policy Policy on Take Home Doses Training Requirements for
Physicians

British Colombia Up to 40 mg * NA -no carry (except weekends) for
patients on > 100 mg/day
-4 days of take home doses or
400 mg whichever is least

NA

Alberta 20-40 mg NA -none in the first three months
-can carry for up to 6 days, but
up to 3 weeks if proof of
employment

NA

Manitoba NA NA NA NA

Ontario 10-30 mg Increase q3-4 days by 5-15 mg -none 1st 2 months
-1 additional take home dose/
month up to a max of 6

1 day training course followed
by four practicum sessions

Quebec 20-40 mg 5-20 mg weekly dose increases
with reassessment at 120 mg/
day

-none 1st 2 months
-1 additional take home dose/
month up to a max of 6

One day training in opioid
dependence

Nova Scotia 10-30 mg NA NA NA

Newfoundland Stated
10-30 mg

NA NA NA

§ Responses are quoted as they were received from provincial colleges. Provinces and Territories that are not listed did not respond.
* NA = “Not Available”–means that either the College was unaware of an existing policy or did not have an official policy in place.
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of patients on methadone treatment during the
same period.

Polysubstance Use

Polysubstance use is another major contrib-
uting factor to methadone-related deaths. The
review of methadone-related deaths in New
South Wales found evidence of polysubstance
use in 92% of drug-related deaths that occurred
during the first week of methadone mainte-
nance treatment; in nearly half of these cases,
there was a known history of polydrug use.11

Another study found that benzodiazepines
were a co-intoxicant in the majority of metha-
done-related deaths in an Alabama county,24

and benzodiazepine use has been reported to
cause a five-fold increase in risk of fatal over-
dose.25 The Drug Abuse Warning Network
confirmed that most methadone-related deaths
foreightmetropolitanareas in theUnitedStates
involved other substances, including alcohol,
other opioids, benzodiazepinesand antidepres-
sants.26 Animal studies confirm that benzo-
diazepines increase the lethality of metha-
done.27

Another contributing factor to methadone-
related deaths may be low opioid tolerance.
This is becoming an increasingly important is-
sue as a higher proportion of patients are being
initiated on methadone for prescription opioid
dependence, and it seems probable that these
patients will have a wider range of baseline tol-
erance than heroin users. A patient’s degree of
opioid tolerance cannot be reliably established
by history or urine drug screening. Even pa-
tients who are highly tolerant to large doses of
opioids will have incomplete tolerance when
started on methadone, due to the heterogeneity
of opioid receptors. Moreover, respiratory tol-
erance develops much more slowly and less
completelythanpsychoactivetolerance.28Other
risk factors for methadone overdose include re-
spiratory illness, age, and medications that in-
hibit methadone metabolism (such as quinolone
or macrolide antibiotics, fluconazole, and flu-
voxamine).29-32 Severe hepatic dysfunction
may also prolong methadone metabolism.

Review of Ontario Coroners’ Data

In Ontario, 194 methadone-related deaths
occurred between the years 1996-2000. Of

these, 43 (23%) were enrolled in a methadone
program.Thedeathrate (per1000) for thoseen-
rolled in a program was 4.2 in theyear 1996, de-
clining steadily to a low of 1.7 by the year 2000.
The higher death rate in the earlier period could
potentially be attributed to a rapid rise in the
number of newly trained physicians prescrib-
ing methadone in the mid-90s although this has
not been formally evaluated.

Of those enrolled in a methadone program,
the lowest dose at the time of death was 30 mg,
with the majority of doses between 60 and 90
mg. The shortest duration on methadone was
three days and the average duration was 3-8
days suggesting that the majority who died
while on a methadone program did so during
the induction phase. Sixty percent had benzo-
diazepines and 30% had alcohol on their toxi-
cology screen.33

Guidelines Review

Our review of guidelines from five different
provinces in Canada (Newfoundland, Quebec,
Ontario, British Columbia, Alberta) revealed
that recommendationsfor the initialmethadone
dose varied from 15-40 mg, with varying rec-
ommendations for frequency and amount of in-
crements (see Table 1). Ontario, British Co-
lumbia and Quebec used their own provincial
guidelines, whereas the registrars of the other
provincial colleges indicated that they either
followed Ontario guidelines or the Health Can-
ada Best Practices guidelines (Newfoundland,
Nova Scotia). Manitoba and Alberta had no
published guidelines, and we did not receive a
response from Prince Edward Island.

Ontario and Newfoundland recommend a
starting dose of 15-30 mg, Alberta and Quebec
recommend 20-40 mg, and British Columbia
recommends a maximum of 40 mg. Ontario
guidelines recommend an increase of 5-15 mg
every three to four days during the first two
weeks of methadone treatmentand 5-10 mg ev-
ery 7-14 days thereafter. Quebec guidelines
recommend weekly increases of 5-20 mg.
None of the provinces provided guidelines on
howtochoosebetweenthe lowandhighendsof
the suggested dosing range, although they did
caution against the use of benzodiazepines and
other sedating drugs. Recommendations re-
garding take-home doses also varied, although
allprovinces recommended no take-homedoses
in the first two months of treatment.
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By comparison, Australia’s guidelines are
conservative and state that “a dose less than or
equal to 20 mg for a 70 kg person can be pre-
sumed safe,” while recommending caution in
“starting doses of 30 mg or more” and “extreme
care” with starting doses of 40 mg or more. The
guidelines also recommend dose increments of
5-10 mg every 3 days with a maximum weekly
dose increase of 20 mg and a maximum dose of
40 mg at the end of the first week. Guidelines
from the United Kingdom recommend starting
doses of 10-40 mg, or 10-20 mg for opi-
ate-naïve patients,34 with dose increases of no
more than 5-10 mg on any given day with a
maximum weekly 30 mg dose increase.

The American Society of Addiction Medi-
cine recommends no more than 40 mg on the
first day.35 The “State Methadone Treatment
Guidelines” treatment improvement protocol
series (TIPS) published by CSAT (Centre for
Substance Abuse Treatment, Substance Abuse
Mental Health Services Administration, USA)
is out of print, but a prior edition from 1998-
1999 also recommended a starting dose of up to
40 mg on the first day of treatment. While we
were not able to find guidelines for each state,
wedid finddetailedguidelinespublishedby the
California Society for Addiction Medicine,
which recommended up to 30 mg as an initial
dose, with an additional 10 mg that day for pa-
tients in severe withdrawal. Daily assessment
was recommended,withan increaseof5-10mg
per day if withdrawal is not completely sup-
pressed for at least 2-4 hours. Those guidelines
recommend that if withdrawal is completely
suppressed for 2-4 hours but then returns, the
increaseshouldbedelayedforonetotwodays.

A review of guidelines from 17 countries36

found initial recommendeddoses for fivecoun-
tries, ranging from 30 mg per day (Belgium) to
55-60 mg per day (Ireland and Spain). The Eu-
ropean methadone network (Euromethwork)37

recommends a starting dose of 10-30 mg for
most patients, with 25-40 mg for patients with
higher tolerance and with dose increases of
10-20 mg per dose.

DISCUSSION

Studies on methadone-related deaths should
be interpreted with caution as they are based on

retrospective chart audits and toxicology sam-
ples and may be subject to hindsight bias. The
presence of methadone in a post-mortem blood
sampledoesnotprovecausality,38 althoughit is
reasonable to assume that methadone contrib-
uted to an overdose death especially for those
occurring during initial methadone titration.
Moreover, while it is possible that deaths may
be erroneously attributed primarily to metha-
done rather than to a mixed overdose, the re-
verse is also possible. In Caplehorn’s20 review
ofdeaths inamethadoneprograminNewSouth
Wales, there were differences between the offi-
cial causes of death and those that the author
and an independent forensic pathologist deter-
minedwere thecauseofdeath,with the latterat-
tributing a greater number of deaths to metha-
done than to mixed drug toxicity. From a
clinical perspective, while many of the deaths
are associated with polysubstance use, the fact
that many patients abuse and use other sub-
stances must be taken into consideration and
accounted for when developing safe induction
dose guidelines. Dose-response relationships
and safe dosing levels cannot be determined
from the studies to date. The relative risk of
death at different starting or incremental doses
is not known, either for methadone alone or for
methadone combined with benzodiazepines or
other drugs.

Nonetheless, the literature suggests that
methadone is a potentiallydangerous drug with
a narrow margin of safety during the initial ti-
tration. The ratio between the maximum rec-
ommended initialdose inOntario (30 mg)and a
potentially fatal single dose (50-70 mg) is ap-
proximately 2:1. The ratios for phenytoin,
acetaminophen, and desipramine are 6:1, and
10:1 and 20:1, respectively,39 offering consid-
erably wider safety margins for overdose.

While caution is necessary with methadone
induction doses, this must be balanced against
treatment needs. Higher methadone doses have
been shown to reduce opioid use and increase
treatment retention.40 A lower initial dose will
extend the time required to reach the optimal
dose by one to two weeks. The early weeks of
methadone treatment are often associated with
thehighestdrop-out rate, and it ispossible thata
lower dose will push the drop-out rate even fur-
ther. A lower initialdose mightalso prolong the
patient’s substance use, increasing the risk of
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overdose. Thus, changes in methadone dosing
protocols should be accompaniedby an evalua-
tion of not only methadone deaths but also of
treatment retention and substance use during
initial titration.

While delays in reaching an optimal dose are
a concern, longitudinal mortality studies sug-
gest that cautious prescribing results in de-
creased mortality. Iatrogenic methadone toxic-
ity often occurs in the context of polysubstance
users receiving methadone from inexperienced
physicians.41 Studies in both Ontario and West
of Scotland demonstrated a marked drop in
methadone-related deaths from the mid to late
90s; in both cases, the changes may reflect
better physician education and more careful
prescribing.

Methadone overdose deaths are tragic in
themselves, but they also have serious conse-
quences for the viability and expansion of
methadone programs. In Ontario, community
physicians largely provide methadone treat-
ment. Recently, the coroner’s office organized
a large public inquest into several metha-
done-related deaths; physicians have been
namedinnewspaper reports; andseveralphysi-
cians have had their license to prescribe metha-
done suspended by the provincial medical col-
lege (CPSO). This could do enormous harm to
methadone programs by discouraging physi-
cian participation, disrupting patient access,
and damaging community and government
support.Thus,guidelinesmustbalancethecon-
cerns of overdose deaths, public safety, treat-
ment retention, and program viability.

Our review of the literature and the Ontario
coroner’s data suggest that the inductionperiod
is particularly fraught with danger, that deaths
haveoccurredinpatientswhere the initialdoses
were within the recommended guidelines of up
to 40 mg for starting doses, and that deaths can
occur even several days after treatment initia-
tion and are often associated with polysub-
stance use. Our review of the existing guide-
lines found that several jurisdictions allow for
initial methadone doses of up to or even greater
than 40 mg despite reported deaths at these
doses.

Thus, taking into consideration the limited
evidence on methadone-related deaths, we
have developed guidelines that incorporate the
best available evidence to date, balance the

need for safety with the need to retain patients,
and allow for the reality that many patients use
other substances that could contribute to fatal
overdoses in combination with methadone.
These preliminary guidelines were dissemi-
nated to all physicians with a methadone li-
cense in the province of Ontario and sugges-
tions for revision were solicited. Clinical
consensus indicated that the following initial
dosingguidelineswerefelt tobereasonableand
in keeping with the collective clinical experi-
ence of the several hundred licensed physicians
in Ontario.

The following proposed guidelines take into
consideration that higher initial doses (as sev-
eral existing guidelines allow), lack of opioid
tolerance, poor general patient health, and poly-
substance use, have all been associated with
overdose deaths.

Suggested Guidelines

An initial methadone dose of no more than
30 mg is recommended, or 10-20 mg for high
risk (see below) patients (Table 2). Dose in-
creases should be no more than 5-15 mg every
three to five days, with a total weekly increase
of no more than 20 mg for high-risk patients.
The higher increases in the 10-15 mg range
should be made only every three to five days
and should be reserved for patients who remain
in withdrawal for much or most of the day.

Definition of Higher Risk

High-risk patients include those over 65,
those with underlying respiratory disease or se-
vere hepatic dysfunction, and patients on
cytochrome CYP3A4 inhibitors (such as quin-
olone or macrolide antibiotics, fluconazole,
and some SSRIs). Also at high risk are patients
on any sedating medication, including benzo-
diazepines, antidepressants, sedating antihista-
mines, and antipsychotics. Patients who have a
lower baseline opioid tolerance are also at high
risk (see below).

Missed Doses

Patients who miss a dose during the initial ti-
tration may lose some tolerance to methadone,
and their current dose should not be increased
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for one or two days. Titration should be re-
started at the initial dose if two consecutive
doses are missed.

Lower Opioid Tolerance

Lower tolerance should be considered in pa-
tients who do not use opioids daily or who are
onoralopioidsat ‘moderatelyhigh’doses (e.g.,
codeine,or less than200mgoforalmorphineor
its equivalent). Establishing opioid use can be
difficult, as patients might exaggerate their use
in order to get on methadone, or they may sim-
plynot rememberhow theiruse varies fromday
to day. Physicians can attempt to increase the
reliabilityof theirestimatebyobtainingcorrob-
orating information from other physicians or
family members, and by obtaining confirma-
tion of regular opioid use with urine drug test-
ing by chromatography. If the physician is still

in doubt regarding the patient’s level of
tolerance, it issafer touse thelower initialdose.

Take-Home Doses

Under no circumstances should the patient
be given take-home bottles of methadone dur-
ing the initial titration, even if family members
agree to dispense it. In fact, this can lead to sev-
eral other problems including the dangerous
possibility that family members may dispense
themedication incorrectly,divert it, or use it for
personal consumption.

Monitoring

The patient should be assessed by the physi-
cian at least twice per week, preferably several
hours after the patient’s dose. If possible, the
patient’s family member should be asked to re-
portonthepatient’s response tomethadone.Pa-
tients and their families should be educated on
symptoms of overdose, and told to contact the
clinic or take the patient to the ED at the first
sign of toxicity. Higher-risk patients may re-
quire closer monitoring (see below).

Patient Education

The patient should be advised to take the
methadone in themorning, and toavoidalcohol
or sedating drugs. The physician should ex-
plain the risks of taking drugs to relieve with-
drawal symptoms, and point out that ongoing
opioid use will delay the time to reach the opti-
mal dose by building up tolerance. Those who
insist on using drugs to relieve withdrawal
symptoms should be advised to take the drug
only when they are in severe withdrawal, at
least ten hours after takingmethadone;use only
the smallest amount of opioid necessary to re-
lieve withdrawal symptoms, preferably by the
oral route; and avoid alcohol, benzodiazepines
and street methadone. They should, if possible,
stay with supportive friends or family, and avoid
contact with drug users and other triggers.

Benzodiazepines and Other Sedatives

Patients should be advised not to drink alco-
hol, take sedating antihistamines or purchase
benzodiazepines during the initial titration. Se-
datingdrugsshouldnotbeprescribedunless the
patient has already been on a moderate dose of

Anita Srivastava and Meldon Kahan 11

TABLE 2. Recommended Procedures for Metha-
done Induction

Initial dose–low
risk:

Maximum 30 mg

Initial dose–high
risk

10-20 mg

Dose increase–
low risk:

• 5-15 mg q 3-5 days
• 15 mg only if withdrawal most of the day

Dose increase–
high risk

• 5-15 mg q 3-5 days
• 15 mg increase only if withdrawal most of the

day
• Maximum 20 mg per week

Definition of
high risk

• Over 65
• Respiratory disease or hepatic dysfunction
• On CYP 3A4 inhibitors
• On sedating medications such as

benzodiazepines, antidepressants,
antihistamines, antipsychotics

• Lower baseline opioid tolerance

Estimation of
baseline opioid
tolerance

Lower tolerance possible if: Non-daily use of
opioids, or oral opioid use of codeine, or < 200
mg morphine equivalent/day

Take home
doses

No take-home doses in first two weeks

Monitoring Assessed by physician at least twice per week,
several hours after dosing

Missed doses • Don’t increase current dose for one or two
days.

• Restart at initial dose if 2 consecutive doses
missed

Patient
education

• Take methadone in morning
• Avoid alcohol, sedating drugs, and triggers
• Have family member call clinic or ED at first

sign of toxicity
• Don’t take substances to relieve withdrawal

symptoms, but if you do, take 10 hrs after last
methadone dose

• Check with a physician before discontinuation
or initiation of any medications
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that medication daily for at least two months
and the clinician is confident they are compli-
ant. Such patients should receive a lower initial
methadone dose even if they are taking an addi-
tional sedating medication for therapeutic rea-
sons. Patients dependent on high daily doses of
street benzodiazepines should be tapered off
them, preferably in an inpatient setting, prior to
initiating methadone.

Patients who binge on alcohol or benzo-
diazepines are perhaps the most difficult group
to manage. It might be necessary to assess and
observe the patient before and several hours af-
ter each dose, particularly on the third or fourth
day after an increase. Inpatient titration should
be considered if available.

Drug Interactions

Patients should be advised to check with
their methadone physician prior to taking any
new prescribed medication, including antibiot-
ics or antidepressants.

CONCLUSION

Evidence suggests that physician training
and education, including national guidelines
withadisseminationstrategy,canlowermetha-
done overdose rates. Given the vulnerability
andheterogeneityofpatients seeking treatment
foropioiddependency, it is importantforphysi-
cians to exercise caution during the induction
phase of methadone treatment. The consistent
andwide-spreadapplicationofevidence-based
guidelines is needed in order to minimize the
risk of deaths during the induction phase of
methadone maintenance treatment and to con-
sequently maintain the credibility and viability
of methadone programs. Future research is
needed on the effects of these guidelines on
methadone deaths, substance use, and treat-
ment retention.
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