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INSTRUCTIONS
(delete this slide after reading)

Ensure that your presentation meets the following requirements:
◆Includes a disclosure for every presenter 
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permission to use (eg, copyrighted images)
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Learning Objectives

◆ Describe the pharmacologic properties, risks, and benefits of 
methadone treatment in OUD treatment.

◆ Understand the regulatory and geographic considerations of 
OTPs and their impact on ED-based methadone initiation.

◆ Apply ASAM Clinical Practice Guidelines to establish safe 
methadone dosing protocols for ED settings.

◆ Describe approaches reflective of different geographic, 
regulatory restrictions



Poll
What is your primary occupation?

● Physician
● Psychologist
● Other Practitioners
● Counselors
● Peer Navigators 
● Researchers or Academics
● Residents, Fellows, and Students

● Others

How would you describe the primary location where you currently practice 
medicine?

● Academic
● Community
● Federal



Purpose
Translating OUD treatment initiation to the ED setting

Transformational Events:

1) The Opioid Epidemic
2) 2015:  Landmark study of ED-initiated buprenorphine

D’ Onofrio et al JAMA. 2015;313(16):1636-1644; Bush et al. 



Why focus on the ED?

- … because that’s where the patient’s are!

- Logical point of intervention to narrow the treatment gap

- Resources now exist to support implementation, but  local 
champions are essential



Why Methadone??
We have buprenorphine, why do we also need methadone?

Growing reluctance to transition to buprenorphine

- Evolving concerns and approaches in the fentanyl era
- Complicated buprenorphine invitations, including precipitated 

withdrawal
- Dose adequacy
- Choice and engagement



The Gameplan
- History of regulations
- Commons misconceptions
- Methadone initiation
- Processes, infrastructure and leadership  for the ED 
- Cases and panel discussion



History of Methadone Treatment



Opioid Treatment Programs
•Methadone Clinic 
•Federally regulated with state and county regulations 
superimposed – 5 tiers + 2 federal statutes
•Structure is rigid
•Expectations:  daily attendance, participation in counseling, 
programming
•Little consideration for employment, childcare, illness



Some State Differences

Overview of Opioid Treatment Program Regulations by State | The Pew Charitable 
Trusts (pewtrusts.org)

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


History of Regulations
Harrison narcotic Act 1914

Federal Regulations of 1972 - Title 42 of the Code of Federal 
Regulations (42 CFR) part 8

Oversight moved to SAMHSA 2001

COVID impact

New Federal Regulations 2024





Misconceptions



Misconceptions
Poll questions:
1.  Emergency Departments are not allowed to administer more than 30 mg of 

methadone (T/F) for an initial dose.
2. An ECG must be obtained prior to methadone administration (T/F).
3. Short-acting opioid analgesics will have no benefit to patients on methadone 

maintenance (T/F).
4. A patient can be dosed in the Emergency Department for a maximum of three 

consecutive days (T/F).
5. Patients presenting to the Emergency Department for a missed methadone dose 

may only be given 40 mg regardless as to their clinic dose.
6. Patients who miss more than 3 days of methadone and present to the Emergency 

Department should be treated as new start and administered 30 mg of 
methadone.

7. A urine drug screen should be obtained prior to methadone administration in the 
Emergency Department.





“At 30 days, 75 
% of patients 
linked to our 
partner OTP 
were retained in 
treatment.”



Methadone vs Buprenorphine or Naltrexone

◆ Full opioid agonist: Effective for high-dependency cases.
◆ No ceiling effect (unlike buprenorphine).
◆ Beneficial for patients with severe dependence, severe withdrawal 

intolerance, history of difficult buprenorphine inductions.

◆ Limitations:
◆ Requires daily visits to an OTP (opioid treatment program).
◆ QTc prolongation risks.
◆ Others

Murphy, 2024, American Journal of Drug & Alcohol Abuse
Englander et al., 2024, JAMA Internal Medicine

https://www.tandfonline.com/doi/full/10.1080/00952990.2024.2401980
https://www.tandfonline.com/doi/full/10.1080/00952990.2024.2401980
https://jamanetwork.com/journals/jamainternalmedicine/article-abstract/2818022
https://jamanetwork.com/journals/jamainternalmedicine/article-abstract/2818022


Standard Methadone Initiation Strategies

◆ Traditional Titration:
◆ Start 10-30 mg PO daily
◆ Reassess in 2-4 hours, may give 5-10 mg additional dose if needed.
◆ Target stabilization in 5-7 days with gradual 5-10 mg daily increases.



Alternate Initiation Strategies
◆ Methadone 40mg (day 1), 50mg (day 2), 60mg (day 3-5) – 

titrating up for continued withdrawal

◆ Methadone 40mg daily followed by methadone 10 mg Q6 
PRN withdrawal 
◆ Day 2: TDD from previous day, plus 10 mg PRN 
◆ Day 3: TDD from previous day, plus 10 mg PRN

◆ Low-Threshold/Harm-Reduction Model
◆ Smaller initial doses with fewer restrictions on take-

home options.



Alternative Dosing Routes
◆ Oral - Standard and preferred route
◆ Intramuscular (IM) or Intravenous (IV) Use

◆ May be considered in inpatient settings when unable to use oral 
route

◆ 2:1 ratio dosing (Methadone 40mg PO ~ 20mg IV)
◆ Take-Home Doses:

◆ Policy changes post-COVID increased accessibility.
◆ Short-term take-home doses allowed in emergency settings in some 

states

Hazekamp & Sacco, 2024, Emergency Medicine Practice

https://europepmc.org/article/med/38768011


Methadone Initiation in the Fentanyl Era

● The dose of fentanyl in the community far 
exceeds the dose of opioid (50x or greater)

● The affinity to the mu receptor fentanyl > 
methadone

● A single bag of fentanyl in the Northeast 
often contains >5mg (600 MME)

● A single fentanyl pressed tablets commonly 
contains >2mg (240 MME)

● Methadone 30mg PO daily ~ 265 MME

DEA reference for fentanyl dosing



Credit: Ken Hand, MS. Laboratory Director, Cape May County Prosecutor's Office 



Methadone & QTc Prolongation
◆ Risk Factors:

◆ Doses >100 mg/day.
◆ Hypokalemia, hypomagnesemia.
◆ Other QTc-prolonging meds (e.g., fluoroquinolones, SSRIs).

◆ Management Strategies:
◆ If QTc >450 ms, monitor more closely.
◆ If QTc >500 ms, consider dose reduction under 100mg or switch to 

buprenorphine
◆ CYP3A4 & CYP2B6 Metabolism:

◆ Inducers ↓ methadone levels: Rifampin, carbamazepine, phenytoin.
◆ Inhibitors ↑ methadone levels: Fluconazole, clarithromycin, SSRIs.

◆ Sedative Interaction Risks:
◆ Benzodiazepines & alcohol → ↑ overdose risk.
◆ Gabapentinoids → ↑ respiratory depression

Englander et al., 2024, JAMA Internal Medicine

https://jamanetwork.com/journals/jamainternalmedicine/article-abstract/2818022


Managing Missed Doses in the ED
Problems to consider:

Loss of tolerance
QTc prolongation

Variability in practice:
<3 days missed: Resume last stable dose*

Stretch to 5 days?
≥3 but <14 days missed: Restart at half dose, titrate up*

Is the 5-14 day range too long? Alternate approaches?
≥14 days missed: Restart as a new initiation*

*Uritsky & Casey, 2024, Journal of Opioid Management

https://pubmed.ncbi.nlm.nih.gov/39321062/


ED Take-Home Doses

◆ Policy Changes Post-COVID:
◆ EDs can now provide 3-day take-home methadone to bridge patients 

until OTP follow-up in certain states
◆ Typical Dosing for ED

◆ Initial PO once dose in the setting of opioid withdrawal
◆ followed by 10mg PRN dose for persistent withdrawal symptoms

Brown University Public Health Journal, 2024

https://sites.brown.edu/publichealthjournal/2024/04/03/unlocking-access-the-impact-and-implications-of-methadone-take-home-policy-changes-during-the-covid-19-pandemic/


Process - Infrastructure and Leadership
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Process - Infrastructure and Leadership



Case Presentations/Panel Discussion
We welcome your questions and comments!

1. New initiation of methadone
◆ Simple start; high opioid requirements; not yet in withdrawal

1. Missed methadone dose (i.e., already engaged in an OTP)
◆ Dose confirmed vs. unconfirmed

1. Engaging patients with MOUD reluctance

1. The “frequent flyer” on methadone
 

1. Acute pain in a patient on methadone maintenance



Final Takeaways/Summary 
Methadone plays a unique role in the fentanyl era

Methadone initiation and referral to an OTP from the ED is 
feasible from a regulatory and practical standpoint

Patient pathway differences may arise from geographic 
constraints and local regulatory impact



QR Code for Clinical Toolkit

Referral algorithms

Dosing strategies and risk stratification

Literature/references

Guide to stakeholder recruitment and 
relationships

Tips of the Trade
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