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Learner Objectives

1. Identify pharmacologic principles underlying buprenorphine 
initiation strategies in pregnancy

2. Recognize next steps in buprenorphine management 
stabilization

3. Develop mental model for troubleshooting unexpected 
behaviors
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Buprenorphine Initiation and Stabilization

1. Start buprenorphine

2. Avoiding precipitated withdrawal

• Managing precipitated withdrawal

3. Dose stabilization
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• Clinical circumstances when outpatient opioid withdrawal isn’t 
tolerable/feasible:

• Poor cardiovascular capacity

• Mid-late third trimester pregnancy or high-risk for premature labor

• Patient on high dose opioid with tolerance

• Patient unable to tolerate withdrawal (without return to illicit use)

• Illicit drugs don’t act as expected
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Pharmacology Review: Precipitated Withdrawal

• Requires opioid tolerance

• Reduced mu-opioid receptor (MOR) activity in several brain regions 

with an up-regulation in total opioid receptor number

• Rapid reduction in downstream signaling from MORs

• Not necessarily introduction of buprenorphine
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Pharmacology Review

Ghosh et al, 2019 7



Pharmacology Review: Buprenorphine

Greenwald et al, 2007; 2014 8



Precipitated Withdrawal Management

• Load with opioids!

• Increase activation (cell signaling) at the mu opioid receptor

• More buprenorphine OR other full opioid agonists

• Push adjunct medications for withdrawal

• Ondansetron, clonidine, hydroxyzine. Consider gabapentin

• Clinical setting depends on gestational age

9



“Right” dose

• Average dose: 16mg total SL buprenorphine daily

• Treatment goals:

• No opioid cravings

• No illicit opioid use

• Feel normal

• Safe dose, no diversion
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How to talk about the “right” dose?
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Diagram describing impact of chronic opioid use 

and opioid agonist maintenance therapy

Normal variation. Your 

body’s opioid level 
increases with exercise, 

friendship, sex, food. 

Also rises in response to 

acute trauma to 

compensate for pain. 

Level decreases with 

depression, etc. 

Normal

In the predisposed 

person, exposure to 

an opioid results in 

an outsized 

response that 

dwarfs other stimuli. 

Persistent use resets 

homeostasis. Other behaviors 

may become secondary, and drug 

use may become compulsive. 

Withdrawal develops, and goal of 

use gradually shifts from “get 
high” to “feel less bad.”

At the new baseline level, a person’s own opioid system is 
suppressed. They’re less able to cope with new painful 
stimuli, including withdrawal. 

Buprenorphine/Methadone

Treatment goals:

1. No opioid cravings

2. No illicit opioid use

3. Feel normal

4. Safe dose, no diversion

Planned tapers should 

include close support, and 

recommendation to 

continue buprenorphine if 

destabilizing symptoms 

arise. 

?

Time

?

Studies suggest >85% of 

people relapse without 

agonist medication. A few 

people do well; 

unfortunately, we poorly 

predict who, how, or when 

to taper successfully.

Some patients expect 

to taper eventually. 

Recovery of function is 

uncertain.
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Acute pain management

• Recall that buprenorphine displaces less potent opioids

• Use of opioids after buprenorphine won’t have negative side 
effects

• Buprenorphine first blocks euphoria, not necessarily analgesia

• Analgesia from lower affinity opioids may be blocked, and higher doses 

of buprenorphine will block more effects

13Warner et al, 2020; Quaye & Zhang, 2019



Questions?

Brian.Grahan@hcmed.org

www.HennepinHealthcare.org/ECHO

Office: 612-873-5597

Clinic: 612-873-5500


