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Methadone

A first line treatment for
opioid use disorder
(oub) -3

Methadone for OUD is
limited to Opioid
Treatment Programs
(oTP)*

Number and capacity of
OTPs is insufficient 57

Significant racial and
socioeconomic entry in
OTP enrollment and
retention &-°

Adequate dosing is an
important determinant
of treatment retention

Urgent need for low
barrier methadone

eReduces all cause mortality
eIncreases treatment engagement
*Reduces HIV and HCV

*DEA and SAMHSA license and certify OTPs

eSet strict standards for pt eligibility, dosing, and
other requirements

eDelays in enrollment associated with morbidity and
mortality

eFentanyl/analogues/contaminants have changed
the landscape of the OD crisis

Methadone

Graphic courtesy of Dr. Ruth Potee

1. Alavian, 2013. 2. Bruce 2010. 3. Mattick 2014. 4. Certification and Treatment Standards for OTPs. 5. Jones 2015. 6. Rosenbloom 2011. 7. Sigmon 2014. 8. Gryczynski

2011. 9. Lo 2018. 10.Bao 2009.
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All risk should be eliminated Risks can be mitigated

No acceptable amount of risk There is always some risk, and benefits
can be weighed against risk

Provider and clinical staff determine risk Risk weighed with patient and
and mitigation strategy mitigation is shared responsibility
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Pharmacokinetics

Pharmacokinetics vary greatly among
patients

Even after the administration of the
same dose, different concentrations
are obtained in different patients
Metabolized in the liver via CYP450
3A4

Main metabolite is the N-
demethylation by CYP3A4 to EDDP (2-
ethylidene-1,5-dimethyl-3,3-
diphenylpyrrolidine), an inactive
metabolite

Genetic and environmental factors can
act on those enzymes, leading to a high
degree of individual variation in
methadone’s apparent potency

WWW.MGHCME.ORG



Constipation

Diaphoresis

General Opiate/Opioid
effects

QTc prolongation with
torsades de pointe
(>500) *rare
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eSedation

eIncreased overdose risk if mixed with sedative hypnotics or alcohol

*Maintained physiologic dependence

*Hypogonadism (not as severe as with heroin/fentanyl and may be dose dependent)

WWW.MGHCME.ORG
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e OUD, past methadone in OTP

fentanyl 5 g daily

D, uses alone, hx endocarditis
ew job

| intakes at your OTP

le, in obvious withdrawal
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Patient
to dWhat does your

patient need to know?

JWhat does your
patient need to do?
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Alleviate withdrawal

2%
e
R

Maximal function —

. 0 P
eStabilization and normalization of the brain What are the patlent = goals :

eEstablishment of durable hedonic tone +* Less chaotic use?
eEngagement in care and recovery o

ePrevention of disease transmission

eRestoration of health o Abstinence?
*Prevention of death —

** Improved function?

Achieve appropriate dosage

NOT to see how fast a patient can taper off medication

WWW.MGHCME.ORG
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stabilization: report of an expert
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e. experience grows in
ous settings

Study (Authors, Year) Setting / Design Rapid Methadone Protocol Key Findings

Induction to Methadone
80 mg in the First Week
of Treatment of Patients
Who Use Fentanyl
(2024)

Relationship Between
Induction Dose and
Retention (2025)

Outpatient OTP case
series

Retrospective cohort
across OTP network

Rapid induction: 40 mg D1, 60 mg
D2, 80 mg D3; target 280 mg by
day 7

Steiger S et al. J Addict Med.
2024;18(5):580-585.
(Lippincott Journals)

Feasible rapid induction; no
oversedation/overdose; high 30-day retention

Higher early dose associated with improved  Sherrick RC. J Addict Med.

Riger Gk o eleses (=il e 30-day retention 2025. (Lippincott Journals)

WWW.MGHCME.ORG


https://pubmed.ncbi.nlm.nih.gov/41250897/?utm_source=chatgpt.com
https://journals.lww.com/journaladdictionmedicine/fulltext/2024/09000/induction_to_methadone_80_mg_in_the_first_week_of.19.aspx?utm_source=chatgpt.com
https://pubmed.ncbi.nlm.nih.gov/38832695/?utm_source=chatgpt.com
https://journals.lww.com/journaladdictionmedicine/fulltext/2025/07000/relationship_between_methadone_induction_dosing.17.aspx?utm_source=chatgpt.com
https://link.springer.com/article/10.1007/s40429-025-00701-3?utm_source=chatgpt.com
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ollow up 1 week later
stabilization on 190 mg, 3 yr ago)

r syncope, syncope
r — then experiences opioid wd,

y (decrease from 5 g on intake)
t to clinic every day



Abstinence is not required

for take home medication

Take-
e pt is assessed for risk from
ome substance use
. e Distinction between substance
B Ott l €s. use vs use disorder
Key

Counseling is not required
Cha NEES for take-home medication

to criteria | e still recommended

e Not a requisite to receive life
saving medication




Take Home Bottles:
Essential Clinical Questions
to Guide Decision-Making

1. Why isn’t the patient already receiving
take-home medication?

2. Will increasing the number of unsupervised
doses support or harm the patient’s
recovery?

3. Is the patient likely to harm themselves
with increased unsupervised doses?

4. Is the patient likely to harm others with
take-home medication?
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Estimated Days of Opioid Use
by the Types of Treatment Based on Model 4

(N = 795) 11
20 1
£ \ %-BUP treatment
£ \"x, -« MET treatment
‘; 151 Xt -x=No BUP or MET treatment
Early Use : R
Durlng CE}' 10; M“xwm%xm‘ﬁxxxxxomxx
Treatment H
8
Expected 3 5|
E
8
0

0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 36 40 42 44 46 43 50 52 54 56 58 60
Months since randomization date

The number of participants in each type of treatment varied in sach month and is therefone not indicated
in the figure; on average over the follow-up period, each month there were about 14.2% of the participants
in BUP treatment, 38.5% in MET treatment, and 46.9% in neither BUP nor MET treatment.

Figure 4 Estimated days of opioid use by the types of reaiment based on madel 4 (n = 795)77. BUPbuprenarphine; MET:methadare.

Hser et al. Addiction. 2016 Apr;111(4):695-705.
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done, stable dose for 12 years,

d, 2 teen boys

ns with cocaine and fentanyl.

ali?
Spectrum of Drug Use

Use that Use that

does not occasionally : Mild to
cause causes moderate SUD

problems problems

Severe SUD

Managed use Chaotic/Perseverative Use

WWW.MGHCME.ORG
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Arbitrary caps on methadone
dosing are not recommended and

not evidence based.

* No consensus on when to obtain ECG

e Cardiac hx, family sudden death, sx of concern, other
QTc prolonging drugs

® Dose MTD 120+ mg, depending on program

* Some clinics do ECG on site, others refer out

e Must balance risks
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of Torsades de Pointe»

- {1

8
| B

Lang Q-T interval

However, methadone:

¢ Can prolong QTc with risk of Torsades de Pointes at
QTc >500msec

e Can increase overdose risk if mixed with sedative
hypnotics (eg benzodiazepines) or alcohol

e Can cause sedation and respiratory depression at

any dose




EXHIBIT 3B.4. Using Signs and Symptoms To Determine Optimal
Methadone Level

Opioid Overmedication Signs:
Pinpoint pupils, drowsy or nodding off, listless mental status, itching/scratching,
flushing, decreased body temperature, slowed heartbeat and/or respirations
Peak
Methadone
Cornfort No lllicit Opioid Use 80 mg—
No Withdrawal or Overmedication 120 m
Zone Trough B
Opioid Withdrawal—Subjective Symptoms:
Drug craving, anxious feelings or depression, irritability, fatigue, insomnia, hot/cold
flashes, aching muscles/joints, nausea, disorientation, restlessness
Severe Opioid Withdrawal—Objective Signs:
Serum Dilated pupils, illicit opioid use, “goose flesh,” perspiring, shaking, diarrhea, vomiting, runny
Level nose, sneezing, yawning, fever, hypertension, increased heartbeat and/or respirations
| | | | | | | | | | | |

o | 21 gl e g lmwminltlwlwsliglzlgzlagl
Hours

Medications for Opioid Use Disorder: For Healthcare and Addiction Professionals, Policymakers, Patients, and Families: Updated 2021 [Internet]
Treatment Improvement Protocol (TIP) Series, No. 63.
Rockville (MD): Substance Abuse and Mental Heaith Services Administration (US); 2018.

ntrol without any sedating effects at methadone’s peak
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bolizers of methadone
cause rapid metabolism

ndard of care for pregnant patients

methadone metabolism (older ARVs, Abx, chemo
UCERS)

evening
io >2.1 ¢/w rapid metabolism

or Treating Pregnant and Parenting Women With Opioid Use Disorder and Their

Safety in the Treatment of Opioid Addiction. 2003
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ther Clinical Scenarios

patients manage other chronic syndromes such

side effects such as hyperhydrosis or nausea
isk mitigation strategies should continue to be

in a range of clinical scenarios
umentation needed
lowed for patients with take homes

t with split dosing: An underutilized tool. JSAT. 2023

r. https://www.federalregister.gov/documents/2024/02/02/2024-01693/medications-
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ou for reinstatement order
dosing for 4 days in a row
)ys the previous week

o know?
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rotocols reflect concern about rapid loss of

drop day to day, but do not correlate with time-
tolerance

angerous opioid agonists (fentanyl) if miss

thadone and illicit fentanyl > risk of maintaining

ies

ed on methadone can safely tolerate acute
(or other potent opioids) that exceed
ne

Receptor Availability, Pharmacokinetic, Symptom and Blockade Effects
he Methadone Maintenance Dose. Unpublished data, shared with permission
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itional

harms (ED

_A‘ Preimplementation period o Postimplementation perlod
24 d Mssed 24 d Missed chnician evaluation

Patient reports dally or mear-dally oplold use No_ Same as preperiod

vy 14 sufficient to control withdrawal symptoms? protocol
Vased Vissed s
L] A A
Reduce dose by S0% unless Restart dasing ot Does patient meet 21 of the following criteria?
maintenance dose already $30mg « Retiabie history
30 mg; increase by 510 my/d « Opload, fentanyl, or both detected on UDS
untit prior dose reached « Symptors or sigas of oplold withdrawal
(COWS 25)
+ Opioid intotication
« Absence of other high-isk features:
benzodiazepine or dlcohol use,
cognitive Impairment
fes N

\J \J

Reduce dose by 0%-30%;  Reduce dose by 50% or

Increase by 10mo/d 10-50 mg/d depending

until prior dosereached | on prior dose and days
missed

Figure Legend:

Methadone Restart Protocol at the Denver Health Opioid Treatment Program Before and After 2022 ChangesCOWS indicates
Clinical Opiate Withdrawal Scale; UDS, urine drug stream.
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Missed Dose Guidance: Maintenance Patients

‘Days Missed‘ If ongoing opioid use and na conceming clinical features It NO ongoing opioid use and/or concerning clinical features

1-4 days o Resume full maintenance dose v Resume full maintenance dose

g v Restartdos: 8ol maitnancecose v Restart dose; 50% of maintenance dose (dose should not be <40 mg if maintenance dose is >100 mg)

v Necday:Resume il matenancedos v Nextday: Resume full maintenance dose

M0days v Aestartdus: 60% of mantenance cose v Restart dose: 50% of maintenance dose (dose should not be <40 mg if maintenance dose is >100 mg)

v Nextda: Resumeul mantenance dose v Nextday and beyond: Increase by 10mg daily until full maintenance dose is achieved

Restart traditional induction:

Restart rapid induction; v Restart dose: <30mg

o Restart dose: 40-50
1 dags estart dose: 40-50mg

o Nextday and beyond: Increase

o Nextday and beyond: Increase by 10-20 mg daily until full maintenance dose is achieved by -10mgevery 3 days il mitennce dose sacived

ar full maintenance Shared with permission from Baymark
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a. Induction Patients
Missed Dose Guidance: Induction Patients
E:'Iays Rapid Induction Traditional Induction
Missed
1-6 + Resume last dose and » Resume last dose and
davs continue titration as continue titration as
v scheduled scheduled
Restart rapid induction: Restart traditional induction:
» Restart dose: 40-50 mg s Restartdose: =30 mg
7-14 . .
davs » MNextdayand beyond: s Mextdayand beyond:
Y Increase by 10-20 mg Increase by 5-10mg every
every day until target dose 3 days until target dose is
is achieved achieved

Shared with permission from Baymark
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request to taper methadone
14 days from 200 mg to 100 mg
f

 cannabis only

need to know?

WWW.MGHCME.ORG
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lower your dose right now?” PSYCHIATRY ACADEMY
, or logistics are difficult

ul or triggering

ethadone isn’t working well

ribe):
methadone (court, probation, jail)
er”

artner, court, peers)

or part of a longer taper?”
it feels
er dose

(buprenorphine, injectables, naltrexone)

0 gO?”

oning:

ed
ects of lowering dose:
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chronic, recurring condition:
’s goals
pancies in provider goals vs those of the

s of therapeutic support

enefits

to partner with our patients to make
le want to come for care

ower, inform and support your patients
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done maintenance treatment in the age of Covid-19. J Subst Abuse Treat.
20.108246
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ent Recommendations for People

e Flexibilities Extension Guidance

udies.columbian.ewu.edu/federa
adone

for Opioid Use Disorder



http://www.metaphi.ca/wp-content/uploads/Guide_MethadoneForFentanyl.pdf
http://www.metaphi.ca/wp-content/uploads/Guide_MethadoneForFentanyl.pdf
http://www.metaphi.ca/wp-content/uploads/Guide_MethadoneForFentanyl.pdf
https://www.samhsa.gov/medication-assisted-treatment/statutes-regulations-guidelines/methadone-guidance
https://www.samhsa.gov/medication-assisted-treatment/statutes-regulations-guidelines/methadone-guidance
https://regulatorystudies.columbian.gwu.edu/federal-regulation-of-methadone
https://regulatorystudies.columbian.gwu.edu/federal-regulation-of-methadone
https://regulatorystudies.columbian.gwu.edu/federal-regulation-of-methadone
https://regulatorystudies.columbian.gwu.edu/federal-regulation-of-methadone
https://regulatorystudies.columbian.gwu.edu/federal-regulation-of-methadone
https://regulatorystudies.columbian.gwu.edu/federal-regulation-of-methadone
https://regulatorystudies.columbian.gwu.edu/federal-regulation-of-methadone
https://regulatorystudies.columbian.gwu.edu/federal-regulation-of-methadone
https://regulatorystudies.columbian.gwu.edu/federal-regulation-of-methadone
https://store.samhsa.gov/sites/default/files/SAMHSA_Digital_Download/PEP21-02-01-002.pdf
https://store.samhsa.gov/sites/default/files/SAMHSA_Digital_Download/PEP21-02-01-002.pdf
https://store.samhsa.gov/sites/default/files/SAMHSA_Digital_Download/PEP21-02-01-002.pdf
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. Adapting methadone inductions to the fentanyl era. J Subst Abuse Treat. 2022
08832. Epub 2022 Jun 27. PMID: 35870437

nt methadone treatment reform needed to combat the opioid crisis and structural
2):127-129. PMID: 33758114.

ey PJ, Socias E. The impact of relaxation of methadone take-home protocols on
m J Drug Alcohol Abuse. 2021 Nov 2;47(6):722-729. doi:
21 Oct 20. PMID: 34670453.

done treatment with split dosing: An underutilized tool. J Subst Use Addict Treat.
2023.209096. Epub 2023 Jun 8. PMID: 37301287.

one maintenance by dose and dosing strategy. The American journal of drug and

nd-access-methadone-treatment#introduction

d-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-

o Expand Rapid, Higher-Dose Methadone Initiation in a Hospital-Based Bridge
—2025.

mg in the First Week of Treatment of Patients Who Use Fentanyl. Journal of

e Initiation Protocol for Fentanyl. Journal of Addiction Medicine. 2024.
on Dosing and 30-Day Retention. Journal of Addiction Medicine. 2025.

he Fentanyl Era: Systematic Review. Current Addiction Reports. 2026.


https://www.cato.org/policy-analysis/expand-access-methadone-treatment#introduction
https://www.cato.org/policy-analysis/expand-access-methadone-treatment#introduction
https://www.cato.org/policy-analysis/expand-access-methadone-treatment#introduction
https://www.cato.org/policy-analysis/expand-access-methadone-treatment#introduction
https://www.cato.org/policy-analysis/expand-access-methadone-treatment#introduction
https://www.cato.org/policy-analysis/expand-access-methadone-treatment#introduction
https://www.cato.org/policy-analysis/expand-access-methadone-treatment#introduction
https://www.cato.org/policy-analysis/expand-access-methadone-treatment#introduction
https://www.cato.org/policy-analysis/expand-access-methadone-treatment#introduction
https://www.cato.org/policy-analysis/expand-access-methadone-treatment#introduction
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
https://www.pewtrusts.org/en/research-and-analysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-regulations-by-state
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mailto:lgkehoe@mgh.harvard.edu
https://www.massgeneral.org/substance-use-disorders-initiative
https://www.massgeneral.org/substance-use-disorders-initiative
https://www.massgeneral.org/substance-use-disorders-initiative
https://www.massgeneral.org/substance-use-disorders-initiative
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