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Objectives
● Over view  of  t he  pa t hophys iology of  

w it hd r a w a l
● Review  induct ion s t r a t egies  f or  

bupr enor ph ine
● Review  a dd it iona l a d junct  m ed ica t ions  t o 

t r ea t  w it hd r a w a l



Disclaimers
● I ha ve  no f ina ncia l d is c los ur es
● I jus t  d is cover ed  AI a r t
● Tha nks  t o Dr . J os eph  Ca r pent er  f or  h is  

he lp w it h  t h is  t a lk
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Physiology of dependence and withdrawal….. Add pictures

● Euphoria: dopamine
● Repeated use → neuroadaptive response in dopaminergic pathways
● Dopamine receptor alterations, tolerance
● Withdrawal, dysphoria
● cravings

Euphoria

Tolerance

Cravings

Hyperalgesia

Withdrawal

Dysphoria



The Approach to the Opioid Use Disorder Patient 





Opioid Withdrawal
● Spontaneous

○ Most common
○ Abrupt cessation of opioid use

● Precipitated
○ Introduction of opioid antagonist
○ Most severe

● Protracted
○ Long-term, subjective symptoms



Symptoms
● Vom it ing & Dia r r hea
● Ta chyca r d ia
● Mydr ia s is
● Mya lgia s
● Ya w ning
● Tr em or s
● Dia phor es is
● Piloer ect ion
● Res t les s nes s
● Nor m a l Ment a l St a t us





Treatment



Managing Withdrawal
Detoxification Only

70% return to 
use within 6 

months



Medication 
As s is t ed  

Tr ea t m ent



Medication Assisted Treatment (MAT)
Medica t ion Mu Act ivit y Init ia t ion Dos ing Cos t Ris ks

Bupr enor ph ine Pa r t ia l 
Agonis t

Int e r m ed ia t e 1-3 x/ da y 
(Mont h ly)

$  ($ $ $ ) Pr ecipit a t ed  
Wit hd r a w a l

Met ha done Full Agonis t Ea s y Da ily $ Over dos e , QTc 
pr olonga t ion

Na lt r exone Ant a gonis t Dif f icu lt Mont h ly $ $ $ Pr ecipit a t ed  
Wit hd r a w a l



BUPRENORPHINE 
a nd  NALOXONE

Ta ble t s

8  m g /  2 m g

Pla ce  1 t a b under  
t ongue  t w ice  
da ily

● Dos ing
○ Da ily - BID- TID

● For m ula t ions
○ SL - IV- IM- Bucca l

● Wit hdr a w a l if  
s t opped

● Na loxone  t o 
d is cour a ge  injec t ion

● Monopr oduct  in  
pr egna ncy
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BUPRENORPHINE 
a nd  NALOXONE

Ta ble t s

8  m g /  2 m g

Pla ce  1 t a b under  
t ongue  t w ice  
da ily

● Induct ion
○ COWS ≥ 8
○ 12 -2 4  hour s  

a f t e r  la s t  
opioid
■ 2 4- ≥ 3 6  

hour s  
a f t e r  
m et ha done

○ “Tes t  dos e”





Precipitated Withdrawal

● 9% of inductions
● Induced too soon
● Long acting opioids
● Chronic fentanyl user
● Answer

○ More Buprenorphine
○ Adjunct medications
○ Coaching



Oakley B, Wilson H, Hayes V, Lintzeris N. Managing opioid withdrawal precipitated by buprenorphine with buprenorphine. Drug 
Alcohol Rev. 2021 May;40(4):567-571. doi: 10.1111/dar.13228. Epub 2021 Jan 21. PMID: 33480051; PMCID: PMC8248003.



Micro -induct ion

Pot ent ia l Ind ica t ions
● High  leve l of  

dependence
● Met ha done  /  Long 

a ct ing opioids
● Not  in  w it hd r a w a l



Day Dose Route

1 0.1 IV

1 0.2 IV

2 0.3 IV

2 0.3 IV

2 0.3 IV

3 0.3 IV

3 0.3 IV

3 2 SL

4 2 SL

4 4 SL

5 4 SL

5 8 SL

6 8 SL

7 8 SL

7 8 SL



MACRO -D O S I N GPotential Indications
● High  level of  

dependence
● Met ha done /  

Long a c t ing 
opioids

● Not  in 
w it hd r a w a l

● “> 12  m g”
● Ma x dos e= 3 2 m g



Herring AA, Vosooghi AA, Luftig J, et al. High-Dose Buprenorphine Induction in the Emergency Department for Treatment of 
Opioid Use Disorder. JAMA Netw Open. 2021;4(7):e2117128. Published 2021 Jul 1. doi:10.1001/jamanetworkopen.2021.17128



Walsh SL, Preston KL, Stitzer ML, Cone EJ, Bigelow GE. Clinical pharmacology of buprenorphine: ceiling effects at high doses.
Clin Pharmacol Ther. 1994;55(5):569-580. doi:10.1038/clpt.1994.71



Now What
Fa t a l Over dos e  a f t e r  ED Tr ea t m ent  

○ 5 -15 % w it h in 1 yea r
○ 1% w it h in 1 m ont h
○ 0 .2 5 % w it h in 2  da ys



Use of addiction 
t r ea t m ent  a t  3 0  
da ys
● Ref er r a l only -

3 7%
● Br ief  

Int er vent ion -
45 %

● Induced  - 78%





Summary
● MOUD is  s a f e  a nd  ef f ec t ive
● Signif ica nt  m or t a lit y 

benef it
● Ca n be  init ia t ed  in  m a ny 

s e t t ings
● Cons ider  connect ion w it h  

ou t pa t ient  s er vices
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