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OBJECTIVES

Gain a comprehensive understanding of various buprenorphine 
formulations and their specific roles in treating opioid use disorder (OUD).

Understand the clinical challenges in prescribing during the fentanyl era

Learn innovative buprenorphine prescribing methods for induction, 
transitioning between formulations, and tapering off suboxone effectively.

CHALLENGES

NOVEL PRESCRIBING 
STRATEGIES

FORMULATION 
KNOWLEDGE





The Changing Landscape of 
OUD Treatment
Im pact  of Fe ntanyl on Tre a tm e nt

• The  ris e  of fe ntanyl has  le d to  a  s ignificant  
incre as e  in ove rdos e  de aths , pos ing  ne w 
challe nge s  for t re a tm e nt .
Withdrawal s ym ptom s  m ay not  appe ar for 24 -
4 8  hours  aft e r t he  las t  us e
The  m ajor re s e arch on pre s cribing  m e dicat ions  
for opioid us e  dis orde r (MOUD) was  done  
be fore  fe ntanyl be cam e  m uch m ore  pre vale nt  
t han he roin



P harm acology

Understanding Fentanyl

Fe ntanyl's  Ke y P rope rt ie s

• Fe ntanyl is  a  full m u-opioid agonis t  t ha t  is  5 0 -
10 0  t im e s  m ore  pote nt  t han m orphine , le ading  
to  rapid ons e t  of e ffe ct s .
It s  high lipophilicit y a llows  it  t o  accum ulat e  in 
adipos e  t is s ue , re s ult ing  in prolonge d and 
unpre dict able  withdrawal s ym ptom s .
The  s t rong re ce ptor binding  of fe ntanyl 
incre as e s  the  ris k of pre cipit a t e d withdrawal 
whe n t rans it ioning  to  othe r opioids  s uch as  
bupre norphine .
Tradit ional induct ion s t ra t e g ie s  for 
bupre norphine  m ay not  work e ffe ct ive ly for 
fe ntanyl us e rs  due  to  t he s e  unique  
pharm acologica l charact e ris t ics .



Fentanyl
Fe ntanyl's  Dom inance  in t he  Opioid 
Marke t

• Fe ntanyl has  s urpas s e d he roin 
as  t he  le ading  non-pre s cribe d 
opioid in t he  US.
Account s  for ove r 8 0 % of 
opioid-re la t e d ove rdos e  
de aths , according  to  CDC 
20 23 .

Com paring  Fe nt anyl and He roin

• In 20 22 , fe ntanyl caus e d ove r 
70 ,0 0 0  ove rdos e  de aths , 
m ainly from  s ynthe t ic  opioids .
He roin-re la t e d de aths  we re  
about  13 ,0 0 0 , s howing a  
de clining  t re nd.
Fe ntanyl's  lowe r product ion 
cos t  and highe r profit abilit y 
have  de cre as e d he roin 
availabilit y.

Opioids



He alth Risks

Adulterants in 
Non-Prescribed 
Fentanyl Supply

• To incre ase  profit s  by bulking up t he  product .
To m im ic or e nhance  t he  e ffe ct s  of othe r drugs .
To e vade  drug de t e ct ion m e thods .

• Xylazine  ("Tranq"): A ve t e rinary s e da t ive  not  
approve d for hum an use .
Be nzodiaze pine s : Incre ase  s e da t ion and re spira tory 
de pre s s ion, com plica t ing  ove rdose  t re a tm e nt .
Caffe ine /Le vam isole : Use d t o m im ic s t im ulant s  or 
bulk up t he  product .

Why 
Adult e rant s  Are  
Us e d

Com m on 
Adult e rant s  in 
Fe ntanyl



Xylazine

Im pact  of Xylazine  
on Opioid Us e rs

• Xylazine  is  a  ve t e rinary s e da t ive  incre as ingly found m ixe d with opioids  like  fe nt anyl.
It  e nhance s  t he  risk of fa t a l re spira tory de pre s s ion whe n com bine d with opioids .
Use rs  m ay e xpe rie nce  s e ve re  infe ct ions , wounds , ne cros is  and som e t im e s  re quire

P re vale nce  and 
P ublic  He alth 
Conce rns

• In 20 21-20 22 , up t o 8 0 % of fe nt anyl-pos it ive  syringe s  t e s t e d pos it ive  for xylazine  in Maryland.
Re port s  indica t e  ris ing  case s  of xylazine -re la t e d ove rdose s  and com plica t ions  am ong opioid use rs .
P ublic  he a lt h offic ia ls  a re  conce rne d about  t he  growing pre va le nce  and it s  im pact  on t re a tm e nt  
s t ra t e gie s .

• Naloxone  re ve rsa l le s s  e ffe ct ive  if xylazine  is  an adult e rant

Conce rns



Pharmacology of Buprenorphine 
Bupre norphine : P art ia l Mu-Opioid  
Agonis t

• High affinity for m u-opioid re ce ptors , providing  
analge s ic  e ffe ct s .
Slow dis s ocia t ion from  re ce ptors  le ads  to  a  
ce iling  e ffe ct  on re s pira tory de pre s s ion, 
e nhancing  s afe ty.
Dis place s  full agonis t s  like  fe ntanyl but  can 
pre cipit a t e  withdrawal if not  m anage d prope rly.

P harm acology



Fentanyl and 
Derivatives

• HPSOs are a class of full agonists at the µ-opioid 
receptor with very high potency, including fentanyl and 
its analogues.
Analogues of fentanyl include sufentanil, alfentanil, 
remifentanil, carfentanil, and thiofentanil.

• HPSOs have a diversity among agents for selectivity at 
mu receptors, some with delta and kappa receptor 
interactions.
Fentanyl and its analogues are now primarily sourced 
from illicit markets, initially from China, now increasingly 
from Mexico and India.
These substances pose significant public health 
challenges due to their potency, potential for 
development of use disorders and high rates of 
overdose.

Definition of 
Highly Potent 
Synthetic Opioids 
(HPSO)

Properties and 
Impact



Novel 
Induction 
Strategies

Novel induction strategies for opioid agonist 
treatments (OAT) have emerged to address the 
challenges faced by patients physiologically 
dependent on fentanyl. Traditional approaches 
often lead to increased rates of precipitated 
withdrawal when standard doses of buprenorphine 
are used and traditional methadone dosing is too 
low to stabilize heavy fentanyl use

Novel Approaches

• Low Dose Initiation / Bernese Method

• High Dose Buprenorphine Induction

• High Dose Methadone Induction



Buprenorphine Initiation Approaches
Involves gradual dose escalation over 2-3 days. 
Patients are expected to abstain from full opioid 
agonists during this period. 

Allows for administering small, gradually increasing doses 
of buprenorphine while continuing a full agonist opioid over 
2-7 days. Initial doses are typically <2mg, making it 
suitable for patients who cannot tolerate abstinence.

Targets rapid stabilization for patients at high risk of 
overdose. Observed dose-response suggests that a 
rapid escalation to 24-32 mg SL on day 1 is well 
tolerated, minimizing undertreatment.

Traditional 
Buprenorphine 
Initiation

Low Dose 
Buprenorphine with 
Opioid Continuation 
(LDB-OC)

High-Dose 
Buprenorphine 
Induction

Buprenorphine Strategies



Novel Induction 
Strategies

LOW DOSE INITIATION (LDI) / Bernese Method

• LDI allows for small, incremental doses of 
buprenorphine without stopping the full 
agonist or waiting for withdrawal symptoms to 
emerge. 

• This approach has been successfully 
employed in various situations

• Studies have shown that LDI can achieve 
successful induction rates comparable to 
traditional methods, while minimizing 
withdrawal and enhancing patient 
engagement in treatment.

• Proving to be very useful and often preferred 
by patients as there is no or very minimal 
clinically significant withdrawal symptoms.



Low Dose Induction (LDI) Overview and Applications

• Multiple protocols in the 
literature.  
Typical inductions start with 0.5 
to 1 mg sublingual buprenorphine 
and titrate up to 12-16 mg over 5-
8 days.

• No RCTs yet, but hundreds of 
encouraging case reports over 
the last 5 years.

• Widely used in clinical practice 
based on expert consensus 

• If on prescribed opioids, patients 
remain on their current opioids 
through the process until the last 
day of titration

• As with standard inductions, not 
always effective. 

• Efficacy improves with higher 
communication during titration, RN 
support, messaging portal access, 
etc. 
Case studies have shown LDI to be 
effective in chronic pain patients who 
must come off full agonists.

• If using street fentanyl, standard 
induction is preferred if they are able

• If unable, this is a preferred 
strategy as they are continuing to 
use wile titration is proceeding

• Harm reduction education is key

Induction Strategies



Patient Instructions 
(Smartphrase & Printout) Prescriber Instructions

Day
Number of film(s) per dose

buprenorphine-naloxone 2 mg – 0.5 mg film strip Dose

1 One quarter film once 0.5mg qd

2 One quarter film twice a day 0.5mg BID

3 One half film twice a day 1mg BID

4 1 film twice a day 2mg BID

5 2 films twice a day 4mg BID

6 2 films three times a day 4mg TID

7 Switch to 8mg films, take one twice a day. STOP opioids 8mg BID 

You may repeat a day if needed Orderset: 14 2mg & 2 8mg Films.  
Smartphrase: documenting in plan





Tre a tm e nt  St ra t e gy

When to Use LDI
P at ie nt s  with high opioid t ole rance , such as  t hose  us ing  
la rge  am ount s  of fe nt anyl , on m e thadone  m aint e nance  
or on chronic  opioids  for pa in, a re  prim e  candida t e s  for 
LDI t o m it iga t e  withdrawal sym ptom s .

Individua ls  with a  his t ory of pre cipit a t e d withdrawal m ay 
be ne fit  from  LDI, as  it  a llows  for a  m ore  cont rolle d 
t rans it ion t o bupre norphine .

P a t ie nt s  with s ignificant  fe ar or anxie ty about  
withdrawal sym ptom s  oft e n pre fe r t his  approach.

High Opioid 
Tole rance

His tory of 
P re cipit a t e d 
Withdrawal

Anxie ty About  
Withdrawal 
Sym ptom s



Tips for Successful Initiation

Tips  for Succe s s ful Init ia t ion
• Only us e  s t rips  if pos s ible ; pills  do not  s plit  we ll.

Take  it  s low unle s s  t he re  is  a  t im e  cons t ra int ; if 
s ym ptom s  of withdrawal occur, re pe at  t ha t  day’s  
dos e  for an addit ional day be fore  gradually 
incre as ing  again.
Us e  s ym ptom at ic  t re a tm e nt  t o  as s is t  t he  
proce s s

• involving  pe e r naviga tors  or nurs e  s pe cia lis t s  
can e nhance  s upport .

Cons ide ra t ions
• Som e  provide rs  be lie ve  it  is  m ore  e ffe ct ive  t o  

us e  m onoproduct s  due  to  pot e nt ia lly le s s  
gas t roint e s t ina l s ym ptom s .
No s ignificant  ove rdos e  prot e ct ion unt il uppe r 
e nd of t it ra t ion

• Harm  re duct ion:

• Ove rdos e  and na loxone  e ducat ion, us e  
with s om e one  with na loxone  tha t  
knows  how to us e  it

• Re duce  us e  during  the  proce s s  as  
t ole ra t e d

• No s ourcing  from  unknown / ne w 
de ale rs

• No m ixing  with a lcohol or othe r 
s ubs t ance s



Novel Induction 
Strategies

HIGH-DOSE BUPRENORPHINE INDUCTION 

Core Principles:

• Traditional buprenorphine induction often insufficient for HPSO-
dependent individuals

• Failure to use adequate dosing results in: 

• Untreated withdrawal symptoms

• Early treatment discontinuation

• Patient loss of confidence in treatment effectiveness

• Key study (D'Onofrio et al., JAMA Network Open 2023): 

• 1200 enrolled patients

• 70% fentanyl-positive

• Only 0.76% precipitated opioid withdrawal (POW)

• Contrasts with previous study showing up to 22% (POW)

• Until clarified, primarily for patients in ED or inpatient



High Dose Buprenorphine – “Macro-induction” Strategy

Dosing Targets and Protocols

• Traditional buprenorphine involves gradual 
dose escalation over 2-3 days.
Observed dose-response suggests rapid 
escalation to a 24-32 mg SL on day 1 is well 
tolerated per the D’Onofrio study, though 
data is mixed
Wait 36-48 hours from last use to give 
>16mg at one time.
Wait 6-12 hours from last use to give >24mg 
at one time.

Patient Outcomes and Considerations

• Minimizes period of undertreatment and 
rapidly maximizes agonism.
Accelerates dosing once withdrawal has 
begun with initial target of ≥24 mg SL in 1 or 
2 doses.
High-dose strategy is especially beneficial for 
individuals at very high risk of overdose.

• If POW occurs, can require more aggressive 
treatment than LDI

Treatment Approaches

01 02



High vs. Low-Dose Buprenorphine

High-Dose Buprenorphine

• High-dose induction typically involves administration of 8-
16 mg in under 2 hours.
A study of 391 ED patients found that after 4-8 mg starting 
dose, 63% had inadequate symptom control, leading to 
recommendations for >12 mg dosing.
Precipitated withdrawal was more common in the non-high 
dose cohort.
Patients who received higher doses reported better control 
of withdrawal symptoms and reduced dropout rates during 
treatment.

• Recommended for ED and inpatients

• For outpatients, a less aggressive approach is 
recommended but more aggressive than standard 
induction for HPSO users

• Agonism > antagonism at higher buprenorphine doses

Low-Dose Buprenorphine

• Low-dose induction often starts with 0.5 to 1 mg SL 
buprenorphine, titrating up to 12-16 mg over 5-8 days.
Success rates identical to traditional induction but 
much more versatile and comfortable for the patient

• Versatility: 

• Can use for people who cannot stop use / fearful of 
withdrawal

• People who need to transition from methadone even if 
they can’t reduce to 30mg

• People on chronic opioids for pain who are 
transitioning for safety profile or aberrant use

Clinical Insights







Severe OWS 
and 
Intracrable 
POW 
Management



High -Dose Induction - Methadone

• Me thadone  doe s  not  pre cipit a t e  withdrawal as  it  is  a  full agonis t , 

but  it  is  d ifficult  t o  s wit ch s om e one  from  m e thadone  t o a  part ia l 

agonis t .

• Bupre norphine  is  t ypica lly pre fe rre d choice  of MOUD give n le s s  

ris k of re s pira tory de pre s s ion, ove rdos e , and availabilit y t hrough 

office -bas e d pre s crib ing

• Me thadone  re quire s  going  t o a  s pe cia lize d m e thadone  clinic  or 

Opioid  Tre atm e nt  P rogram  (OTP ) re gularly and a t  s t ric t  t im e s , 

which lim it s  acce s s



High -Dose Induction - Methadone

• Typica l m e thadone  induct ion was  3 0  m g to s t art , t he n 5 -10  m g 

incre as e  e ve ry 3  - 5  days . It  would  t ake  ove r 1 m onth t o  re ach 

120  m g a  day t ypica lly ne e de d for t hos e  HP SO-de pe nde nt , s o 

dropout  would  be  e xce s s ive  and highe r ris k of ove rdos e . 

• Ne w induct ions  as  rapid  as  4 0 -6 0 -8 0  m g ove r 3  days , followe d 

by 10 -20  m g e ve ry 4  days  are  de s cribe d but  MUST m onitor 

c los e ly for ove r-accum ula t ion! 

• A le s s  aggre s s ive  acce le ra t ion is  s t a rt ing  a t  3 0  m g, t he n 5 0  m g 

day 3 , followe d by 20  m g incre as e  pe r we e k. 



Me thadone  Maint e nance

Opioid Treatment Programs (OTPs)

Methadone is dispensed in a metered 
fashion to prevent diversion and misuse

The medical director must be a physician 
and oversees all clinical operations of the 
treatment program.

The program sponsor oversees 
regulatory compliance, staffing, and 
finances of the OTP.

Office-based methadone prescribing is 
restricted to pain management, not for 
OUD, requiring federal/state approved 
OTPs.

OTPs must perform urine drug testing 
upon admission and at least eight 
additional times yearly to monitor 
compliance.

Role of Medical Director Methadone Prescribing Restrictions

Drug Testing for ComplianceRole of Program SponsorMethadone Dispensing



Clinica l Cons ide ra t ions

Methadone Contraindications & Precautions

P at ie nt s  with known 
hype rse ns it ivit y t o  
m e thadone  or any of 
it s  com pone nt s  should 
not  re ce ive  m e thadone  
t re a tm e nt .

Me thadone  should not  
be  adm inis t e re d t o 
individua ls  
e xpe rie ncing 
re spira tory de pre s s ion, 
including t hose  with 
s e ve re  COP D or s e ve re  
obs t ruct ive  s le e p 
apne a .

Hype rs e ns it ivity
Re s pira tory 
De pre s s ion

Caut ion is  advis e d 
whe n pre scribing  
m e thadone  a longs ide  
othe r CNS 
de pre s sant s , including 
a lcohol, othe r opioids , 
and be nzodiaze pine s .

P a t ie nt s  with live r 
dis e ase  re quire  care ful 
m onitoring  and m ay 
have  an incre ase d risk 
of adve rse  e ffe ct s  due  
t o a lt e re d drug 
m e tabolism .

Concurre nt  CNS 
De pre s s ant s Live r Dis e as e  Ris ks

An e le ct rocardiogram  
(ECG) should be  
pe rform e d if QTc 
e xce e ds  4 5 0 m s , and 
t re a tm e nt  should be  
c lose ly m onitore d for 
t hose  with QTc ove r 
5 0 0 m s .

QTc P rolongat ion

01 02 03 04 05



Extended -Release 
Buprenorphine 
(BXR)

Int roduct ion

• Sublingual form ulat ion of bupre norphine  
approve d in US in 20 0 2 for opioid us e  disorde r

• Ve ry e ffe ct ive  and adopte d wide ly

• Main dis advantage s  are  noncom pliance  and 
dive rs ion

• 1s t  BXR approve d in t he  US in 20 17 (Sublocade ) 
for t he  t re a tm e nt  of m ode rat e -s e ve re  OUD aft e r 
s t abiliza t ion on SL bupre norphine  for 1 we e k 
(available  s ince  20 19 )

• Two available  s t re ng ths , 3 0 0  m g and 10 0  m g

• SC abdom inal inje ct ion e ve ry 4  we e ks

• Cos t  is  approxim ate ly $170 0  pe r inje ct ion

• Rapid induct ion t o  Sublocade  m ay be  s afe  and 
fe as ible  (Mariani 20 20 , Mariani 20 21)



Extended -
Release 
Buprenorphine 
(BXR)

2nd BXR approve d in 20 18  (Brixadi US; Buvidal EU). 

Com m e rcia lly available  in t he  US in 20 23

• We e kly (8 , 16 , 24  or 3 2  m g)

• Monthly (6 4 , 9 6 , 128 )

• Can be  inje ct e d into  but tock, t high, abdom e n, or 

uppe r arm

• Init ia t e  t re a tm e nt  with 4  m g t e s t  dos e  SL 

bupre norphine , t he n we e kly Brixadi inje ct ion

• Monthly form ulat ion not  s tudie d for ne w 

bupre norphine  t re a tm e nt  s t art s , but  fine  if a lre ady on 

s om e  form  of bupre norphine



Extended -Release Buprenorphine (BXR)

• High e ffe ct ive ne s s , be t t e r re s ult s  t han 
t radit ional m e thods .
Im prove d re t e nt ion, pat ie nt  s a t is fact ion.
Be ne ficia l for pat ie nt s  a t  ve ry high ris k, with 
com pliance  is s ue s  or who have  had 
ins ufficie nt  re s pons e  to  SL t re a tm e nt .

• Known ove rdos e  prot e ct ion for > 1 m onth

• High cos t  pe r inje ct ion, approxim ate ly $170 0 , 
which m ay be  prohibit ive  for s om e  pat ie nt s  or 
he althcare  s ys t e m s .
Ris k of not ice able  inje ct ion s it e  nodule s  and 
re act ions
Lim it e d availabilit y in s om e  re gions .





Novel 
Prescribing 
Strategies 
for HPSO 
era

Switch to BXR

• Risky patients w/ multiple ODs and/or heavy fentanyl users i.e 

multiple “bundles (grams)” per day - despite SL bup 20+ mg/day, 

or who are inconsistent w/ adherence

• Two 300mg loading doses, may require ongoing 300mg doses 

qmo if destabilize at 100mg dose reduction. Often 300mg qmo can 

stabilize. OD protection higher even if they continue to use. 

• If 300mg ineffective, refer to methadone clinic/OTP.  Methadone 

has no ceiling dose.



Novel 
Prescribing 
Strategies 
for HPSO 
era

OD risk mitigation

• BXR x1 from ED, residential or hospital at discharge for high-risk 

patients, such as those who came in w/ OD – very likely provides 

mortality benefit for several weeks as compared to 3–7-day suboxone 

rx.  Discharge is very high OD risk period

• Consider in pt’s who have overdosed or otherwise very high risk and 

discharging from hospital / residential treatment.  Must prove toleration 

with at least one SL dose challenge

• Cons:  Rapid induction is off label use. Supported by some rapid XR 

induction case series only.



Novel 
Prescribing 
Strategies

• Addiction docs increasingly using BXR to taper people off SL bup if stuck

• BXR self tapers more gradually than possible w/ cutting strips/pills

• Only two published case series showing effectiveness of this approach

• many colleagues having success however, with happy patients!

• My approach, stop SL w/in one week of injection: 

• If SL bup dose  >12 mg qd, start w/ 300mg x1

• If SL < 12 mg qd, 100mg x1 , 

• If pt later reports w/d, repeat x1 or try clonidine + PRNs

• Case studies vary- show success w/ single dosing and longer term dosing up to 11x. 

• 7 patients total, one relapse.  All did meet goal of d/c

• Half life up to 60 days for 300mg dose, can take nearly a year to eliminate fully, self 
tapering. Had patient get dose in July ’24, January’25 requested repeat.



Novel 
Prescribing 
Strategies

• Case studies vary- show success w/ single dosing and longer term dosing 
up to 11 injections. 

• First series 3 patients all tapered w/ 100mg x1. No relapses. All 
successful.

• Second 4 patients – pts continued until ready to stop 3-11x.  All 
ultimately met goal of d/c but there was one brief relapse. 

• Half life up to 60 days for 300mg dose, can take nearly a year to eliminate 
fully, self tapering. 

• One pt of mine was dosed 300mg x1 in July ’24, started to feel 
withdrawal in January.  S/p 100mg x1 booster now

• Consider for those in long term recovery who want to come of 
buprenorphine and feel ready.  

• Stable patients who wanted to stop bup for 5, 10+ years now are ideal 
candidates



Pharmacokinetics: Cavg mean 
plasma concentration 



Ke y Take aways  & 
Im ple m e nta t ion 
Tips :

Eas ing  into t o  nove l s t ra t e g ie s

Highe s t  Im pact , m os t  ve rs a t ile , and be s t  s t ra t e g ie s  t o  s t art  with:

• Low dose induction – LDI

• Fam iliarize  with one  protocol. (I have  us e d the  s am e  for 
6 yrs )

• Ide nt ify a  pa t ie nt  who did not  have  a  s ucce s s ful induct ion 
and is  s t ill us ing  fe ntanyl or non pre s cribe d opioids

• If on m e thadone , probably not  t he  be s t  t o  s t art  with –
t rickie s t .  OTP  can us ually do it  for pa t ie nt .

• Buprenorphine XR - BXR

• Fam iliarize  with one  product  and whe re  pt  m ay obta in it  

• Sublocade  m ore  s t ra ight forward, highe s t  m e an dos e  
opt ion

• Lim ite d ut ilit y of we e kly XR dos ing , t hough can 
cons ide r for pre gnancy – le s s  ingre die nt s

• Ide nt ify a  pa t ie nt  whos e  outcom e  m ay be  he lpe d

• Teach them about  t he  opt ions . If t he y are  ve ry int e re s t e d, 
s t a rt , bring  in a  colle ague , or re fe r t o  addict ion m e d/ps ych. 

• The  chance s  live s  will be  s ave d are  VERY HIGH



Patient Instructions 
(Smartphrase & Printout)

Prescriber Instructions

Day
Number of film(s) per dose

buprenorphine-naloxone 2 mg – 0.5 mg film strip Dose

1 One quarter film once 0.5mg qd

2 One quarter film twice a day 0.5mg BID

3 One half film twice a day 1mg BID

4 1 film twice a day 2mg BID

5 2 films twice a day 4mg BID

6 2 films three times a day 4mg TID

7 Switch to 8mg films, take one twice a day. STOP opioids 8mg BID 

You may repeat a day if needed Orderset: 14 2mg & 2 8mg Films.  
Smartphrase: documenting in plan



Tailor to 
t he pat ient



CASE 1
• Clinical Situation:  A 35-year-old woman injecting 2 

bundles of heroin daily per records.  There are 10 bags 
per bundle, a bundle approximately a gram. She presents 
seeking treatment.  You ask her if she’s still using 2 
bundles of heroin and she says yes. She has made several 
attempts to quit, during which she has tried to stop long 
enough to enter withdrawal but has been unable to 
maintain abstinence long enough to avoid withdrawal 
when trying to get on buprenorphine. 

What is the best approach for this patient?

• A) Traditional buprenorphine induction
B) Low-Dose Induction (LDI)
C) Rapid High-Dose Buprenorphine (HDB) Initiation

Case Studies



• CASE 1: OUTCOME AND 
EXPLANATION

First,  always assume it’s fentanyl, it’s rarely, rarely 
heroin.  The term is now used interchangeably 
unfortunately.

B) Low-Dose Induction (LDI).
LDI is chosen due to her high fentanyl tolerance and history o  
severe withdrawal. High and standard dose inductions are 
better for patients already in withdrawal.  High dose ideally in 
more supervised setting such as ED.

Her dose is gradually increased over 7 days, reaching 16 m.   
day 7, she stops using fentanyl and experiences mild withdra  
well managed with clonidine and loperamide.
She is stabilized on 20 mg daily and has no desire to use, sh  
feeling excellent.  

Patients with this level of use nearly always require at least 
16mg qd for stabilization, often 24 or 32 if comorbid chronic 
pain. 

Case Studies



Case 4

• A 45-year-old woman on 120 mg of methadone daily presents to an outpatient clinic seeking to switch to 
buprenorphine. She has been on methadone for 10 years and is concerned about withdrawal symptoms 
during the transition. She has been able to get down to 50mg before but never the 30mg her OTP 
requires to do a standard switch. 

• What is the best approach for this patient?
A) Traditional buprenorphine induction
B) Low-Dose Induction (LDI)
C) Rapid High-Dose Buprenorphine (HDB) Initiation



CASE 4: OUTCOME AND 
EXPLANATION • B) Low-Dose Induction (LDI).

LDI is chosen due to her high methadone dose 
and long-term use.  Y

• You have her get down to 50mg again over 
time before starting.  Once started, she ended 
up prolonging the LDI taper a few days by 
repeating doses due to symptoms, as you told 
her she could

• Aggressive PRNs helped her get through it 
without too much discomfort.  She is pleased 
to no longer have to go to the clinic all the 
time. 

Case Study



CASE 5:

A 30-year-old man presents to an outpatient clinic in 
moderate opioid withdrawal.  He uses a few bags of 
fentanyl a day, he’s been able cut down over time as he 
previously used a bundle/day, but he tells you he can’t 
seem to stop fully on his own and needs help.  His last use 
was 2-3 days ago.   “I don’t want to go back to it doc!”

What is the best approach for this patient? 

• A) Low-Dose Induction (LDI) 

• B) Rapid High-Dose Buprenorphine (HDB) Initiation 

• C) Standard buprenorphine induction 

• D) Methadone maintenance.

Case Study



CASE 5: OUTCOME AND 
EXPLANATION

C) Standard buprenorphine induction

The patient starts with 4 mg of buprenorphine 
sublingually and is monitored for withdrawal 
symptoms. He feels better so the dose is gradually 
increased to 8-16 mg over the next 24-48 hours, 
he’s given supportive PRNs and stabilizes on 16 
mg of buprenorphine daily.

Case Studies



CASE 6:

A 40-year-old woman with bipolar d/o and OUD is on 24 mg of 
suboxone daily presents to an outpatient clinic. She has been struggling 
with adherence, stopping suboxone for a couple of days to get high and 
then restarting.  She has overdosed twice recently, and her supply often 
has contaminants.   She underwent debridement for a large wound on 
her forearm a months ago

A) Increase suboxone dose
B) Switch to methadone
C) Transition to XR buprenorphine 

D) B or C

Case Studies



Case Study

CASE 6:

C) BXR
Chosen due to her difficulty with adherence and high-risk profile. 

• Her bipolar is driving some of her impulsivity and she’s relieved with the steady 
concentration BXR gives her.  She started using again when decreased to 100mg but 
stabilized when increased to 300mg qmo thereafter.  

• Methadone would be appropriate if she had better adherence, but requires even more 
discipline. 

• She’s now in sustained remission, her bipolar meds work better without the substances 
and she’s back in her career and has regained custody of her children.



Case Study

CASE 7:

19yo 240 lb young adult from the local university is on medical leave due to severe polysubstance use 
disorders, he’s been repeatedly hospitalized for combined opioid and benzo withdrawal and has had multiple 
overdoses. 

His family is traumatized from having to resuscitate him at home may times and already had a tragic loss 
recently.  He’s using large amounts of fentanyl, cocaine and has a TBI from a recent car accident.  He’s 
avoided benzos for two months but still using cocaine. He’s in severe fentanyl withdrawal and threatens to 
leave AMA because the two 4mg doses he’s received in the ED over the past 6 hours have not provided any 
relief.  Initially he was offered a methadone taper but refused as that didn’t provide relieve the last time he 
was in the ED either.  His last use was 30 hours ago.

What is the best approach for this patient?
A) Low-Dose Induction (LDI)
B) Rapid High-Dose Buprenorphine (HDB) Initiation
C) Methadone taper



Case Study

CASE 7:
B) Rapid High-Dose Buprenorphine (HDB) Initiation.  “Macro-dosing”

• Patient is in a highly supervised ED, very high risk and in need of rapid stabilization. He’s given 24 mg 
of buprenorphine at once and stabilizes quickly, discharged on same the following day, doing much 
better and has an intake for IOP. 

• Traditional doses not effective due to delayed release of fentanyl from adipose, standard doses have 
more antagonism than agonism at the mu receptor, higher doses have higher agonism.

• High dose methadone induction with follow up at an OTP might be fine, though this would require 
brief hospitalization.  However, the choice provided was methadone taper, not induction. 
• Methadone tapers are detox, not treatment. They increase OD risk at discharge and make it more difficult 

to get on buprenorphine
• methadone is very long acting and the partial agonism of bup can more easily precipitate withdrawal. 
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