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1. Clinically, it matters how much of each drug is in the unregulated drug 

supply, not just whether it’s present or not

2. We are trying to adapt our opioid withdrawal management to the fentanyl 

era

3. We are also adapting buprenorphine & methadone initiations to the 

fentanyl era

Outline



PATIENTS ARE DISSATISFIED WITH CARE

• Untreated withdrawal is common: 

• Patients avoid hospitalizations:



VOTING WITH THEIR FEET, 2016-2020
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Figure 1. Hospital admissions ending with before medically advised (BMA) discharge, by cohort, 2016−2020
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Figure 1. Hospital admissions ending with before medically advised (BMA) discharge, by cohort, 2016−2020

Thakrar, JAMA (in press)



EVIDENCE-BASED STANDARD (~2020)

• Treat opioid withdrawal: methadone or 

buprenorphine; +/- clonidine, adjuvants

• Treat pain: for mild or moderate pain, use 

non-opioids; for severe acute pain, consider 

adequate doses of short-acting opioids 

alongside methadone/bup

• Offer to start OUD treatment: methadone, 

buprenorphine, or XR-NTX



EVIDENCE-BASED WITHDRAWAL TX

• The alpha2-agonists (eg. clonidine) reduce opioid withdrawal symptoms. [3 RCTs, 

n=148] 

▪ Dosing: clonidine 0.1-0.2mg q6-8 hours

• Buprenorphine is better than clonidine alone [7 RCTs, n=902]

▪ Dosing: 2-8mg once COWS >8

• Methadone as effective as buprenorphine, but symptoms resolve more quickly with 

buprenorphine. [2 RCTs, n=82]

▪ Dosing: 30mg + 10mg usually sufficient for withdrawal

The problem: all this evidence is from people using heroin or oxycodone!

Gowing, Cochrane Review (2016)

Gowing, Cochrane Review (2017)

ASAM Guidelines 2020 Focused Update (2020)



WHAT HAS CHANGED?

Overdoses involving 

fentanyl & fentanyl 

analogues

CDC, Vital Statistics, 2021

Fentanyl ≠ Heroin

▪ 25-50x as potent

▪ 30+ analogues



Compare to insulin doses for:

    

     vs.

TREATING WITHDRAWAL

CFSRE & Philadelphia Dept of Public Health (2023)



RATIONALE FOR SHORT-ACTING OPIOIDS

• Old doses of methadone (30mg) and buprenorphine (2-4mg) may be insufficient 

for withdrawal

• Some patients are declining or delaying buprenorphine → Fear of precipitated 

withdrawal within 72h of last fentanyl use

• Xylazine wounds → many patients have acute pain

In this context: Some are now using short-acting opioids as adjuvants to evidence-

based medications for withdrawal, craving, and pain

• Emerging evidence: 3 case series [n=25] & two perspectives

Thakrar, JAMA IM (2022)

Kleinman & Wakeman, Annals of IM (2021)

Thakrar, ASCP (2023)



PENN APPROACH TO WITHDRAWAL & PAIN



- Start methadone/buprenorphine & clonidine for withdrawal (and as 

maintenance in those seeking treatment)

- Consider short-acting opioids (oxy 20 q4, titrate) for withdrawal

- When needed, use short-acting opioids (SAOs) for pain

- By 72h, SAOs for withdrawal should be transitioned to OUD tx 

- In general, avoid discharge rx of SAOs for patients with OUD

www.penncamp.org 

PENN APPROACH TO WITHDRAWAL & PAIN

http://www.penncamp.org/


FENTANYL POTENCY: ONE ESTIMATE…

One back-of-the-envelope estimate from  Dr. Joe D’Orazio (Cooper) & Tanya 

Uritsky (Penn): 

1 bag fentanyl in Philly = ~300 mg oxycodone or ~500 mg PO morphine
2023 estimate from pharmacists, toxicologist & addiction specialists at Penn & Temple



VARIATION IN THE DRUG SUPPLY

Average fentanyl purity 

11.7%, but as high as 35%

CFSRE & Philadelphia Dept of Public Health (2023)

How similar is the supply in Eerie, Pittsburgh, Harrisburg, or Allentown?

Should those clinicians use the same doses we’re using in Philadelphia?



• Increased reports of buprenorphine precipitated withdrawal (PW) 

▪ Patients report PW despite 12-48h abstinence from fentanyl.1

▪ Case reports: PW despite initial COWS >13.2,3

▪ In Philadelphia: most are declining traditional/high dose initiation due to 

fear of buprenorphine PW

• Yet recent studies found 1% incidence of PW (D’Onofrio 2023)

▪ Could it be due to variations in how much fentanyl is in the drug supply?

▪ Could these challenges in Philadelphia be because of xylazine? Other 

opioids?

1.Varshneya (2021); 2.Shearer (2021); 

3.Spadaro (2023); 4.Weimer (2023); 

5.Thakrar (2023)

Challenges with Starting Buprenorphine



• Traditional outpatient induction, developed decades ago:

— 30mg + 10mg first day, add 5-10mg every 3-7 days

— Takes weeks & prioritized safety in outpatient settings

• What’s missing?

— How to titrate while inpatient? Can we go faster?

• Rapid inpatient titration: 3 retrospective case series

— 30mg+10mg q4h PRN for withdrawal up to 40-80mg Days 1-3

— Low rates of sedation. Penn study ongoing (HUP data).

Challenges with Starting Methadone



1. Clinically, it matters how much of each drug is in the unregulated drug 

supply, not just whether it’s present or not

2. We are trying to adapt our opioid withdrawal management to the fentanyl 

era

3. We are also adapting buprenorphine & methadone initiations to the 

fentanyl era

We need to stay alert to what’s next – xylazine, nitazines, etc

1.Varshneya (2021); 2.Shearer (2021); 

3.Spadaro (2023); 4.Weimer (2023); 

5.Thakrar (2023)

Summary
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