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Bottom line (spoiler alert!) 
► Fentanyl poses unique challenges for the 

treatment of opioid use disorder

► Collaboration was and will continue to be critical 
to addressing this crisis

► Pay close attention, with love, to each patient and 
their experience. 



To get to the bottom line
► When fentanyl showed up

► Why it is different for patients and providers

► Innovations and Collaboration

► Next steps





► Emphasis on addressing the 
opioid crisis

► Predominantly patients using 
IV/IM

► Focus on the use of 
buprenorphine to address 
withdrawal and craving for 
opioids

2019 - 2020 OHSU 
Addiction Medicine Fellowship



Buprenorphine



► It decreases opioid cravings, 
withdrawal, and use. 

► It can be prescribed by 
providers in any setting just 
like any other medication.

Why is it so great?



Patients taking buprenorphine are 
significantly more likely to engage and 
remain in treatment compared to those 
tapered off the medication. 
Fiellen 2014; D’Onofrio 2017

Why is it so great?



Why is it so great?

Most importantly, with 
buprenorphine in their 
systems, patients live.
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How does it work?





One “trick” to buprenorphine
► Buprenorphine is a high-affinity binder at the mu opioid receptors, which 

means it sits tightly on the receptor.

► It will kick off anything else that’s bound there.

► But it is a partial agonist at the receptor. That means it doesn’t activate the 
receptor completely.

► If it kicks full agonists off the receptors all at once, the difference between 
full agonism and partial agonism is big enough to cause “precipitated 
withdrawal.



“Traditional” inductions

► Instruct the patient to abstain from any opioid use for a 
minimum of: 
 12-16 hours for short-acting opioids
 24 hours for sustained-release opioid medications
 36 hours for methadone 



“Traditional” inductions

► Wait until the patient is in mild to moderate withdrawal 
as assessed by COWS (which means most receptors are 
empty)

► Begin buprenorphine and titrate up, as needed, over 3-4 
days

► Could be done at home



If you followed the directions it 
was easy …
… and also felt like a true 
“miracle of modern medicine”

“It’s amazing!  I used to wake up 
and think about scoring [heroin]. 
It’s all I thought about all day 
every day.  Now I never think 
about it – I just live my life.”
- Patient in Blackburn walk-in buprenorphine clinic, 2019



Fall 2020, Medical Director 
De Paul Treatment Centers





How it showed up in Portland



How it showed up clinically
► Patients would start buprenorphine and then get sick again a few 

hours later or even the following day

► Patients would wait up to 72 hours to start buprenorphine and 
still feel worse after starting

► Patients would continue to have terrible cravings and withdrawal 
symptoms even on the maximum buprenorphine dose (then 24 
mg)



How it showed up clinically

► Withdrawal looked different

► Profound restlessness, anxiety, and pain

► The term “precipitated withdrawal” no longer meant what it had 

► COWS no longer reliable



How it showed up 
clinically

► Patients leaving due to 
distress & fear

► Estimates from other facilities (~30% 
of patients leaving prior to induction)

► And potentially dying





What was happening?



Fentanyl (pharmaceutical)
► High affinity and high efficacy at mu receptor 

► Single use has a short half-life (fast on, fast off)

► Repeated use may lead to accumulation in adipose tissue, 
decreased renal clearance, more mu opioid receptor 
desensitization

► Fentanyl and buprenorphine were in a battle for the receptors in 
the brain



Fentanyl (community acquired)

► Over 200 analogues

► Mixed with unknown other substances

► No consistency in product



How did we move forward?



Decision:  
Prioritize 
Buprenorphine 
Initiation



How did we move forward?
First, we remembered that we 
weren’t alone in addressing the crisis

► Emerging issues in addiction 
clinical group with Hooper, 
OHSU, Providence, Kaiser, VA 
(what were they seeing? How did 
they handle it?)

► Literature on approaches used by 
other states, systems, and other 
fields of medicine



We looked at and discussed 

► Low dose inductions

► High dose inductions

► Using every tool to address restlessness, anxiety, 
and pain



Low dose 
(Micro) 
induction
… Trojan horse approach…





Low dose buprenorphine induction
► Many different protocols 
 Initial protocol “Bernese Method”
 Usually start at 0.5 mg 
 Often 7-10 days
 No universally accepted regimen
 Can continue full agonists 

throughout the entire induction 9Opioid Use Disorder Practice Update (2022)
 British Columbia Centre on Substance Use

Adapted from Yale 
protocol



Rapid low dose inductions



High Dose 
(Macro) 
Induction
“Houston, we have lift off”



What is it?

 Higher doses than used in 
standard inductions
 Wait until patient in  

withdrawal, same as standard 
inductions

► Start with 8-16 mg
► Idea is to get to 

agonism/relief of withdrawal 
symptoms quicker

Source: 11Chen C. Buprenorphine Strategies in the Age of Fentanyl. 
Lecture presented at Rutgers New Jersey Medical School SUD MAT ECHO;  
April 1, 2022





How did we move forward?



► We embraced innovation

► Became “anthropologists of 
fentanyl”



Returned to a prior lesson: 
In an absence of definitive 
data, use what you have and 
pay very close attention to 
your patients, listen & observe.



Optimized adjunctive medications

► Clonidine, tizanidine, methocarbamol, hydroxyzine, trazodone

► Ondansetron, promethazine, loperamide, dicyclomine

► Acetaminophen, ibuprofen

► Gabapentin

► Quetiapine, olanzapine



This Photo by Unknown Author is licensed under CC BY-N

► Started 1 mg buprenorphine 
doses based on case reports 
from pain literature
 Recognized psychological 

component
 Physiological component – 

some evidence that even small 
buprenorphine doses help 
resensitize receptors



Micro-Macro protocol

Approach
► Low dose buprenorphine for physiological & psychological benefit

► Build a strong “container” around the experience

► Find the “sweet spot” for macro-induction

► Support sleep as much as possible to minimize discomfort and fear



Micro-Macro 
Protocol





Also began to optimize 
non-pharmaceutical 
nursing interventions



► Showers

► Essential oils

► Hot water 
bottles

► Back/leg rubs

► Icy-Hot

► Fans

► Acupuncture

► Movement



Then the fentanyl supply changed …



► Increased lorazepam 

► Added droperidol

► Created collaborative protocol 
with OHSU Adventist ED

How we moved forward



Reached limit of this management approach



How did we move forward?





“72 Hour Rule” = 3 days of methadone 
dispensing

► This DEA exemption allows any setting that is not 
a hospital or Opioid Treatment Program 
(methadone clinic) to dispense 3 days of opioid 
medication to treat opioid withdrawal



► Allows non-methadone clinic provider to 
administer “narcotic drugs to a person for the 
purpose of relieving acute withdrawal 
symptoms”1

► Permitted for up to 3 days while arranging 
ongoing treatment

► Medications must be administered, not 
prescribed

► No more than 1 day’s medication administered 
at one time*
 New 2022 federal guideline can dispense 3 day supply 

► 72-hour period cannot be renewed or extended
► Slide courtesy of Dr. Mike Winer

What does this mean?

1. Title 21, CFR, Part 1306.07b
* New Guidance in March 2022 allows providers to 
apply to dispense up to a 3-day supply



The challenges
► Setting up facility to store medication
► Records, inventory, destruction plan
► Staff education
► Purchasing medication (wholesalers don’t understand 

rules)
► Ordering medication (CSOS)



How we moved forward

► Collaborated with Hooper 
►Met with programs on the East coast who were 

using this approach

►Met with wholesalers

► Nursing education



Methadone 
Bridge 
Protocol



Life changed overnight

“They’re sleeping”
 - Fora Nurse



Simultaneous game-changers:
Long-acting injectable buprenorphine



Brixadi



What have we learned?

► No “one size fits all” approach to starting 
buprenorphine

► Both low and high dose approaches can help

► Optimizing comfort medications is important

► Access to methadone increases comfort and success



What have we learned?
► Take time to know your patient
► Talk through goals & options
► Have a game plan
► Have a “Plan B”
► Use non-pharmaceutical supports
► Kindness Matters



The work ahead

► Adapting the 72 Hour Rule for outpatient use

► Induction with LAI buprenorphine

► Expanded access to maintenance methadone 
remains an urgent need



The work ahead

► Increased access to supported housing

►Mental health care & primary care

► Connection & community in daily life 



► Courage

► Humility

► Curiosity

► LOVE

How do we keep 
moving forward?



Be kind whenever 
possible. It is 
always possible.
 - Dalai Lama



Questions??
Feel free to email me at jennifer.Hartley@forahealth.org
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