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othadone More
Ever

Overdose deaths
continue

Fenta nyl/a na Iogues ¢ thought due to lipophilic nature and protracted excretion phase
have changed the e precipitated withdrawal with buprenorphine

landsca pe of the OD e poisoned drug supply/adulterants (xylazine)
crisis e short effect/infectious complications of IDU

Increased demand and
need for methadone
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Binds to p-opioid receptors

Blocks effects of other opioid agents, such as
heroin/fentanyl

Oral methadone is 70 to 95% bioavailable

Stored extensively in the liver and secondarily in
other body tissues

No ceiling effect
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tics of Methadone

Vs

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

.

P
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
\_
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s

Constipation

\
-

Diaphoresis

\.

General Opiate/Opioid effects

if mixed with sedative hypnotics or alcohol
dependence
severe as with heroin/fentanyl and may be

[QTC prolongation with torsades de pointe (>500) *rare
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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
Comfort 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 | 21l &8 e lmliltlazlswslaliaxlmlagl
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 Health Services Administration (US); 2018.

ntrol without any sedating effects at methadone’s peak
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Arbitrary caps on methadone dosing are not recommended and not evidence based.
However, methadone:

eCan prolong QTc with risk of Torsades de Pointes at QTc >500msec
eCan increase overdose risk if mixed with sedative hypnotics (eg benzodiazepines) or alcohol
eCan cause sedation and respiratory depression at any dose




QTc and

Risk of
Torsades de
Pointes
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Not to ECG?

ily sudden death, sx of
QTc prolonging drugs

mg
ECG on site, others
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set by Methadone
. Ol ICIes Risk of overdose
rd care  WS— with induction
™ AN
1 /8
iple i &
p ng/mL 40 - = e e ~—
300 -
200 -
struggle 1001/ B
rapeutlc e

Days at steady dose

: report of an expert panel. J Addict Med. 2013
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N-OTP Experience

!@ MASSACHUSETTS

t services, giving providers increased experience with

adone in bridge clinics
e day 1: 40mg; day 2: 50mg and day 3: 60mg; for pts
traindications, piloting even faster

Table 3. Methadone Dose among Patients without Confirmed Recent Dosing, mg”* .

Day1,n=139 Day 2, n=107 Day 3, n=52

Mean Dose (SD) 28.4(7.6) 37.2 429
Dose range 10-50 20-60 25-60

Dose median 30 40 40

2-hour rule" methadone for opioid withdrawal management: Impact on opioid treatment
Icohol Depend. 2022



total of 168 visits
a serious event

TABLE 2 - Total Daily Doses of Methadone Received During First 7 Days of Titration (n = 135)

Day of Titration 1 2 3 4
Mean, mg . . 50.4 55.3

SD, mg . Y 15.3 185
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s on Rapid Inpatient

59.2 62.3 65.4

18.0 18.9 209

tion for Opioid Use Disorder in an Inpatient Setting: A Retrospective Cohort
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Isco General Hospital

tanyl with history of high tolerance (usually self-
of fentanyl or more daily)
d COPD, CKD

g, first dose, plus additional 10mg

it 5 days before increasing dose
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| usage or high prevalence of fent in community
olerance

e use: alcohol, prescribed/non-prescribed benzodiazepines
issues: known or suspected cardiac, renal, respiratory, hepatic
er been on methadone

itial dose followed by additional 10mg

ys before any further increases

itial dose followed by additional 10mg

ys before any further increases

days
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Retention by Clinic
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Preliminary Results

outcomes!) vs quasi-matched usual care controls

RETENTION IN TREATMENT
\

66 —_

6'7'\81-5\77.8\

58 —58 59.3—59.3—59.3

T~us

\
36——34
28—24——24—9;4

Percentage

7 30 60 90 120 150 180 210 240 270 300

Days in Treatment

— =—Rapid = =Control
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metabolizers of methadone
cause rapid metabolism

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

atients manage other chronic syndromes such

ide effects such as hyperhydrosis or nausea
k mitigation strategies should continue to be

ith split dosing: An underutilized tool. JSAT. 2023
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e

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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duction Toolkit, Pillars of Harm

nge, as defined by the patient”

pathways to wellness; substance use recovery
m. Abstinence is neither required nor
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criteria for Take- Home

required for take home

risk from substance use
en substance use vs use disorder

required for take-home

d
receive life saving medication
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tles:
al Questions to Guide

g

of unsupervised doses support or harm the

themselves with increased unsupervised doses?
others with take-home medication?

y on a reduced schedule?
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g With this picture?acom

gland
PD, O2 dependent, wheelchair

80 mg/d, 1 weekend TH
ushes her in wheelchair into OTP

| Cspine dz and limited use of
n8yr, 100 mg /d, 13 TH

e their care and their risk?
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ith this picture:

past remission, s/p knee fracture and surgery 3

4 hr after dose, hyerphidrosis, low energy

, increased pain, insomnia, craving —uses 2 g
wakens in mild WD

inistrator Mon-Fri
ake home only

and lower his risk?



Alleviate withdrawal

2%
e
R

Maximal function

eStabilization and normalization of the brain
eEstablishment of durable hedonic tone
eEngagement in care and recovery
ePrevention of disease transmission
eRestoration of health

*Prevention of death
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—

What are the patient’s goals?
¢ Less chaotic use?
¢ Improved function?

)/

** Abstinence?

Achieve appropriate dosage

NOT to see how fast a patient can taper off medication

WWW.MGHCME.ORG
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tance use disorders, other physical or behavioral
rease the risk of patient harm as it relates to the
the ability to function safely;

ce for supervised medication administration;

havioral problems that endanger the patient, the

ent diversion activity;

edication can be safely transported and stored;

t the medical director or medical practitioner
patient's safety and the public's health
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nce Use Disorder?

g methadone, stable dose for 12
ission.

n, married, 2 teen boys
ottles.
een returns with cocaine and

e disorder?
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ctrum of Drug Use

Use that Use that

does not occasionally
cause causes

problems problems

Mild to

moderate SUD e

Chaotic/Perseverative Use
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nt abuse of drugs (opioid or
ding alcohol;

=i

e substance use disorders, other
oral health conditions that increase
harm as it relates to the potential
e ability to function safely;
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5 random drug testing, OTPs must
at have received the Food and Drug
(FDA) marketing authorization for
and misused substances that may
ifety, recovery, or otherwise

ance use disorder treatment, at a
in accordance with generally
practice and as indicated by a

e to and stability in treatment, but
sht random drug tests per year
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mother of tween stabilizes on
, often misses appts for counseling
of dosing.

| on toxicology

steps?



Net¥ GENERAL HOSPITAL

!@ MASSACHUSETTS
S "4

PSYCHIATRY ACADEMY

ction protocols reflect concern about
ce

levels drop day to day, but do not
-proportional loss of opioid tolerance

to use dangerous opioid agonists
ethadone

tic methadone and illicit fentanyl >
methadone dose

gy studies

ained on methadone can safely tolerate acute
one (or other potent opioids) that exceed
adone

Greenwald M et al. Mu-Opioid Receptor Availability, Pharmacokinetic, Symptom and Blockade Effects



" GENERAL HOSPITAL
PSYCHIATRY ACADEMY

!@ MASSACHUSETTS

d steady stat

Chronic dosing approaches steady state after 5 half-lives
“a mean value of

around 22 hours
(range 5-130
hours) for

elimination half-
life”

100%|

Eap CB, et al. Interindividual variability of the
clinical pharmacokinetics of methadone:
implications for the treatment of opioid
dependence. Clin Pharmacokinet. 2002

Drug concentration as percentage of desired steady state

/required-
-dose-and-loading-dose
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40 mg
re quickly

ckly

not lower than 40 mg




Methadone treatment for people who use AL
fentanyl: Recommendations’ JEMY

Summary of recommendations
1. Indications for methadone treatment

(a) Methadone and buprenorphine are both first-line OAT options. Methadone may be preferable to
buprenorphine for patients who are at high risk of treatment drop-out and subsequent fentanyl
overdose. Methadone should also be considered as a first option for patients who hawe done well on
methadone in the past; patients who do not want or have not benefited from buprenorphine; and
patients for whom buprenorphine induction has not been successiul.

2. Methadone dosing and titration

(@) The dinician should attempt to reach an optimal dose of methadone safely and quickdy.

(b} Startimg methadone at 30myg (i.e., the higher end of initial dosing guidelines) is recommended.

(c) The starting dose of methadone can be increased by 10-15mg every three to five days. Within this
range, faster titration (iLe., 15mg rather than 10mg) s recommended for those who are not at high
risk for methadone tosicity {e.g., mot concurmently using high doses of benzodiazepines or alcohol),
while slower titration is recommended for patients at higher risk of toxicty (e.g., clder age, sedating
medications or aloohol, patients mew to methadone). Patients who have recently baen on methadone
dosing at higher doses (i.e_, in the previous week) can be considered for more rapid dose inareases
based on their tolerance. Once a dose of 75-80myg is reached, the dose can then be inaeased by
10myg every five to seven days.

(d} Slowe-release oral morphine (SROM) may be co-prescribed with methadone and can be maintained or
tapered depending on clinical response. SR0OM should be dispensed as "olbserved dosing alomng with
methadone™.

(2) Patients who miss methadone doses should be assisted to resume previous doses quickly and safely.
After four consecutive missed doses, the dose of methadone should be reduced by 50% or to 30mdg,
whichewer is higher. For patients who miss five or more consecutive doses methadone should be
restarted at a maximum of 30mg and titrated according to patient need. SROM at a maxirmum
starting dose of 200mg can be added on the day of a restart, as long as the patient has not become
completely opioid-abstinent.

ifi For patients who use fentanyl regularly, methadone doses of 100mg or higher are often needed.

(g} Methadone dose increases should not be delayed due to the absence of an ECG.

(h) Concument benzodiazepine use should be addressed and methadone dosing adjusted acoordingly.
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chronic, recurring condition:
goals

nt’s short-term objections

tient needs to accomplish those

ancies in provider goals vs those of the

s of therapeutic support
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the weed for greater use of, and access to, take-

e [l was lucky enough to begin treatment at a clinic
Sroach, | was able to access take-homes despite my
entually earning the maximum amount of 22 days.
o that take-homes provided that t was able to

eet to something wmore stable.

clinic every day, for years on end, 1 not only would
chool and earn my Php, t would have almost

turned to daily heroin use. Yet before COVID-19,
-homes were so rare, that few patients were even

e are patients who fly from out of state, every

ew York City clinic that ( do, because they are unable
o where they Live.
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t Recommendations for People

Flexibilities Extension Guidance

licy Statement on Methadone

dies.columbian.gwu.edu/federal-
one

or Opioid Use Disorder



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://sitefinitystorage.blob.core.windows.net/sitefinity-production-blobs/docs/default-source/public-policy-statements/the-regulation-of-the-treatment-of-oud-with-methadone.pdf?sfvrsn=9b9ec9b0_3
https://sitefinitystorage.blob.core.windows.net/sitefinity-production-blobs/docs/default-source/public-policy-statements/the-regulation-of-the-treatment-of-oud-with-methadone.pdf?sfvrsn=9b9ec9b0_3
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
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apting methadone inductions to the fentanyl era. J Subst Abuse Treat. 2022
32. Epub 2022 Jun 27. PMID: 35870437

ethadone treatment reform needed to combat the opioid crisis and structural
27-129. PMID: 33758114.

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

e treatment with split dosing: An underutilized tool. J Subst Use Addict Treat.
3.209096. Epub 2023 Jun 8. PMID: 37301287.

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

access-methadone-treatment#introduction

nalysis/issue-briefs/2022/09/overview-of-opioid-treatment-program-



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
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https://www.massgeneral.org/substance-use-disorders-initiative
https://www.massgeneral.org/substance-use-disorders-initiative
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