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A note on language

• In this presentat ion we will make an eff ort to use person-first , morally-neutral 

language and ask  that you consider your language w hen discussing people with 

substance use disorders

• Ev idence shows that using appropriate language in c are (avoiding addict , abuser, 

dirty etc.) improves quality  of  care for our pat ients and helps them heal!

NIDA:  Words Matter: Pre fe rred language  for talking about addiction.
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Learning Objectives

Af ter this present at ion att endees sh ould be able t o:

• Desc rib e key m omen ts in th e h istor y of p harm acologic tre atmen t for opioid use d iso rder  
an d th e c urren t regu lato ry statu s of m etha don e a nd  bu pren orp hine

• Na me se ve ra l clinical b ene fits of pha rmac ologic  treatm ent fo r op io id  use  disord er

• Diffe rentiate b etwe en the m ech anisms o f action  of m ethad on e, bu pren orp hine and  
na ltrexon e

• Co unse l a p atie nt o n sa fe  an d e ffec tive u se o f sub lingu al bu pren orp hine

• Desc rib e ind ication s for providin g a naloxon e resc ue kit

Primary care office

Joe
• Age 65, cisgender male (he/him)

• Retired anesthesiologist

• Previously  using div erted fentanyl, now  

dependent on illicitly obtained fentanyl
• Requests a prescript ion for methadone in order 

to prevent withdrawal and treat  his use disorder

• Unwilling to be treated in methadone clinic

• Not interested in counseling

Knowledge check

Q : Which  of th e following best d escr ibe s cu rrent 
regu la tion s aro un d m ethad on e in th e o utp atien t setting?

a. Methadone may be prescribed for op ioid u se disorder 
but not for chronic pain.

b. Methadone may be prescribed for p ain but not for opioid 
use disorder. 

c. Methadone may not be prescribed for eith er p ain or 
opio id use disorder.

d. An emergency supply of 1 week of methadone may b e 
dispensed at any pharmacy to prevent withdrawal in 
someon e en rolled with  a methadone clinic.
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Milestones in OUD treatment
1919 Supreme Court rules that  presc ribing an opioid to treat  opioid 
withdrawal or c rav ings is not medically appropriate

1974 Controlled S ubstances A ct creates an exception – methadone may be 
used for this purpose in a federally -regulated manner and with a separate DEA  
registration (methadone clinics are born)

2000 DATA-2000 creates a second exception – may  use approved schedule III 
narcotics for this purpose with separate DEA registrat ion (X-waiv er)

2016 X-waiv er eligibility  opened to NPs and PA s

2023 MAT A ct eliminates separate DEA  registration to prescribe 
buprenorphine

Milestones in OUD treatment
• Any opioid may be used in the hospital setting to treat opioid 

cravings or withdrawal 

• Another exception for methadone: practit ioners may request 
an exception to dispense up to 72 hours of  medication as a 
bridge to ongoing treatment

SAMHS A,  DEA 2022.  

Knowledge check

Q : Which  of th e following best d escr ibe s cu rrent 
regu la tion s aro un d m ethad on e in th e o utp atien t setting?

a. Methadone may be prescribed for op ioid u se disorder 
but not for chronic pain.

b. Methadone may be prescribed for p ain but not for opioid 
use disorder. 

c. Methadone may not be prescribed for eith er p ain or 
opio id use disorder.

d. An emergency supply of 1 week of methadone may b e 
dispensed at any pharmacy to prevent withdrawal in 
someon e en rolled with  a methadone clinic.
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Primary care office

Joe
• “So what are my options?”

Knowledge check

Q:  W hich of the following best pairs the medication 
with  its pr imary m ech anism of act ion?

a. Bup reno rph ine : op ioid anta gonist
b. Na ltrexon e: p artia l opioid a gon ist

c. Metha do ne: o pioid  ago nist

d. Na lo xo ne: p artial op ioid agon ist

FDA-approved medications for OUD

Methadone Buprenorphine Naltrexone

NIDA.
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FDA-approved medications for OUD

Methadone Buprenorphine Naltrexone

MTD

Agonist
100% opioid signal

Formulation : oral 

NIDA.

FDA-approved medications for OUD

Methadone Buprenorphine Naltrexone

MTD

Agonist
100% opioid signal

Formulation : oral 

Partial agonist

~40% opioid signal
Formulation s: sublingual , 

buccal o r subcutaneo us

Highest affin ity b inding!

NIDA.

FDA-approved medications for OUD

Methadone Buprenorphine Naltrexone

MTD

Agonist
100% opioid signal

Formulation : oral 

Partial agonist

~40% opioid signal
Formulation s: sublingual , 

buccal o r subcutaneo us

Highest affin ity b inding!

Antagonist 
0% opioid signal

Formulation : IM
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Knowledge check

Q:  W hich of the following best pairs the medication 
with  its pr imary m ech anism of act ion?

a. Bup reno rph ine : op ioid anta gonist
b. Na ltrexon e: p artia l opioid a gon ist

c. Metha do ne: o pioid  ago nist

d. Na lo xo ne: p artial op ioid agon ist

Knowledge check

Q:  W hich of the following best pairs the medication 
with  its pr imary m ech anism of act ion?

a. Bup reno rph ine : op ioid anta gonist
b. Na ltrexon e: p artia l opioid a gon ist

c. Metha do ne: o pioid  ago nist

d. Na lo xo ne: p artial op ioid agon ist

Primary care office

Joe
• “What’s the evidence on these?”
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Knowledge check

Q : Which  of th e following best d escr ibe s the  evid enc e 
aro und  u se o f meth ado ne or b up reno rph in e as a 
treatm ent fo r o pio id  use  disord er?

a. Both methadone and bu prenorph ine have b een shown to 
reduce all-cause mortality in people with opioid use 
disorder.

b. Behavioral therapy may be as effective in preventing 
return to use as methadone or buprenorphine. 

c. Evidence shows that bup renorphine is best used short-
term in order to avoid  sub stituting one d rug for another.

d. Most patients who use diverted b upren orp hine use it for 
the purpose of achieving eu phoria or “getting high ”.

Let’s compare to non-medication treatment

Methadone Buprenorphine Naltrexone

MTD

Hser, e t al.,  2014;  Clark,  et al ., 2015; Dupouy et al., 2017;  Sordo et al., 2017.;  Ke lty, e t al.,  2020.

Methadone Buprenorphine Naltrexone

MTD

• Higher retention in 

treatment

• Fewer returns to use

• Decreased risk  of  death

Let’s compare to non-medication treatment

Hser, e t al.,  2014;  Clark,  et al ., 2015; Dupouy et al., 2017;  Sordo et al., 2017.;  Ke lty, e t al.,  2020.
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Methadone Buprenorphine Naltrexone

MTD

• Higher retention in 

treatment

• Fewer returns to use

• Decreased risk  of  death

• Higher retention in 

treatment

• Fewer returns to use

• Decreased risk  of  death 

even compared to 

methadone

Let’s compare to non-medication treatment

Hser, e t al.,  2014;  Clark,  et al ., 2015; Dupouy et al., 2017;  Sordo et al., 2017.;  Ke lty, e t al.,  2020.

Methadone Buprenorphine Naltrexone

MTD

• Higher retention in 

treatment

• Fewer returns to use

• Decreased risk  of  death

• Higher retention in 

treatment

• Fewer returns to use

• Decreased risk  of  death 

even compared to 

methadone

• Higher retention in 

treatment

• Fewer returns to use

• No reduct ion in r isk  of  

death

Let’s compare to non-medication treatment

Hser, e t al.,  2014;  Clark,  et al ., 2015; Dupouy et al., 2017;  Sordo et al., 2017.;  Ke lty, e t al.,  2020.

Methadone or buprenorphine vs detoxification alone

Dupouy et al., 2017;  Sordo et al., 2017.
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Methadone or buprenorphine vs counseling alone

RE Clark et al. , 2015. 

Let’s talk about harm reduction

Ongoing use at  

current amount 
and frequency

Reduced amount, 

frequency, or number 
of substances

Complete abstinence 

from substanc es

A Spectrum of Goals

Addressing false beliefs

Addiction is a choice
• Addictio n arises  when  a individual  made vu lnerab le by genetics and p rior li fe experiences  i s 

exp osed to a substance with h igh reward  value

Restrictive policies promote good behavior in SUD treatment
• Low b arrier  treatment is as effective, or more effective, t han mor e stru ctur ed /restr ictive 

prog rams

Diverted buprenorphine increases risk of opioid overdose in 
the community

• Most diver ted bup renorphine i s u sed to rel ieve withdraw al and avoid use of more h armful 
su bstances

• Diverted b uprenorp hine may actually reduce overdo se deat hs in a  commu nity w here i t occurs

A merican  Society of  A ddict ion M edicine. M ar tin, et  al., 20 18; Ch ilcoa t, et  a l., 2019 ; Ada ms , et a l., 2023.
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Changing paradigms

Martin, et al., 2018.

“‘Isn’t harm reduction just enabling?’  You 
know what, it is enabling. It’s enabling 

people to be healthier. It’s enabling people 
to be connected to other people. It’s 

enabling people to get access to 
healthcare. So we use this term ‘enabling’ 
with substance use disorders as a negative 

term. But honestly, I think enabling people 
to be healthier, happier, and less-dead, is 

a wonderful goal.”

- Haven Wheelock

Knowledge check

Q : Which  of th e following best d escr ibe s the  evid enc e 
aro und  u se o f meth ado ne or b up reno rph in e as a 
treatm ent fo r o pio id  use  disord er?

a. Both methadone and bu prenorph ine have b een shown to 
reduce all-cause mortality in people with opioid use 
disorder.

b. Behavioral therapy may be as effective in preventing 
return to use as methadone or buprenorphine. 

c. Evidence shows that bup renorphine is best used short-
term in order to avoid  sub stituting one d rug for another.

d. Most patients who use diverted b upren orp hine use it for 
the purpose of achieving eu phoria or “getting high ”.
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Knowledge check

Q : Which  of th e following best d escr ibe s the  evid enc e 
aro und  u se o f meth ado ne or b up reno rph in e as a 
treatm ent fo r o pio id  use  disord er?

a. Both methadone and bu prenorph ine have b een shown to 
reduce all-cause mortality in people with opioid use 
disorder.

b. Behavioral therapy may be as effective in preventing 
return to use as methadone or buprenorphine. 

c. Evidence shows that bup renorphine is best used short-
term in order to avoid  sub stituting one d rug for another.

d. Most patients who use diverted b upren orp hine use it for 
the purpose of achieving eu phoria or “getting high ”.

Primary care office

Joe
• “Buprenorphine sounds like the way  to go. How 

do I get started?”

Knowledge check
Q : Which  of th e following is tru e w ith  regard s to bu pren orp hine 
the rapy?

a. It is the naloxon e co mpo nen t of the s ublin gua l 
bu pre norp hine-na lo xo ne comb in atio n p rod uct that 
cau ses p recipitated  withd rawa l i f the  pro du ct is taken  
too  soo n a fter o ther opioids

b. W hen  taken  as d ire cted, no naloxon e is ab sorb ed into  
the  bloo dstrea m from  ad min istration  of th e su blin gual 
bu pre norp hine-na lo xo ne comb in atio n p rod uct

c. Pa tien ts sho uld b e instru cted  to hold  sub lingu al 
bu pre norp hine un der their ton gue un til the  film o r 
tab le t is comp letely dissolve d

d. Pharm acy-level bar riers are n ot a  sign ifican t con cern  
for acce ss to b up reno rph in e th erapy
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Methadone Buprenorphine Naltrexone

MTD

Timing is everything!

Methadone Buprenorphine Naltrexone

MTD

May initiate tre at me nt at any 
time , r egard less o f las t use

Timing is everything!

Methadone Buprenorphine Naltrexone

MTD

May initiate tre at me nt at any 
time , r egard less o f las t use

Mu st ei ther wait unti l in 
moder ate  to severe w ith drawal 
or co nfirm already opio id-free

Timing is everything!
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Methadone Buprenorphine Naltrexone

MTD

May initiate tre at me nt at any 
time , r egard less o f las t use

Mu st ei ther wait unti l in 
moder ate  to severe w ith drawal 
or co nfirm already opio id-free

Mu st confi rm completely o pioid 
free

Timing is everything!

Full agonists: Methadone, heroin, morphine, oxy codone, etc .

Partial agonist : Buprenorphine

Antagonists: Naltrexone IM  = 30 days

        IV/Intranasal Naloxone = 20-30 minutes

Full agonists: Methadone, heroin, morphine, oxy codone, etc .

Partial agonist: Buprenorphine

Antagonists: Naltrexone IM  = 30 days

        IV/Intranasal Naloxone = 20-30 minutes

Full agonist then antagonist = 
100% to 0% signal = 
WITHDRAWAL!!!
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Full agonists: Methadone, heroin, morphine, oxy codone, etc .

Partial agonist: Buprenorphine

Antagonists: Naltrexone IM  = 30 days

        IV/Intranasal Naloxone = 20-30 minutes

Full agonist then partial agonist = 
100% to 40% signal = 
WITHDRAWAL!!!

Full agonists: Methadone, heroin, morphine, oxy codone, etc .

Partial agonist : Buprenorphine

Antagonists: Naltrexone IM  = 30 days

        IV/Intranasal Naloxone = 20-30 minutes

Full agonist withdrawal then 
partial agonist = 
relief of cravings and withdrawal!

Buprenorphine induction strategies
Traditional Low Dose (Bernese) Rapid Low Dose Macrodose

Transition from: Short to medium 
acting (oxycodone, 
morphine, heroin)

Long-acting 
(fentanyl, 
methadone)
or acute pain 
present

Fentanyl Fentanyl

Continue prior 
opioid?

No Yes Optional No

Comfort meds? Optional Optional Yes Yes

Directions: Wait unti l 12+ hours 
since last use and 
COWS >10
4mg q2h prn to 
maximum 16mg day 1

Day 1: ½ mg once
Day 2: ½ mg bid
Day 3: 1mg bid
Day 4: 2mg bid
Day 5: 4mg bid
Day 6: 6mg bid
Day 7: 8mg bid

Day 1: 1mg q6h
Day 2: 1mg q3h
Day 3: 8mg + 2-4mg 
q2h prn to 
maximum 32mg

Wait unti l COWS >10 
then give 16mg
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Opioid withdrawal comfort medications

Clonidine 0.1-0.2mg oral tid prn for sweating/agitation

Tizanidine 2-4mg oral q6h prn for muscle spasms or cramps

Hydroxyzine 25-50mg oral q4h prn for anxiety

Ondansetron 4mg oral q8h prn for nausea

Hyoscyamine 0.125mg oral q6h prn for abdominal cramps

Loperamide 2mg oral qid prn for diarrhea

     Benzodiazepines? Opioids?

Sublingual Buprenorphine Administration

Direc tions:
• Mu st b e diss olved under  the tongue
• Avoid e at ing/ drinking fo r 30 minu tes b efo re 

and after

• Allo w med ication  to dis solve complete ly 
und er th e ton gue, avo iding s wallowing i f 
pos sible

• May s wallow sal iva or  sp it 
• sp itting may help avoid GI and  naloxon e 

side effects

• Rinse  mouth  after, wait 1 ho ur b efo re 
bru shing teeth

Gregg, et al. , 2023

Let’s talk about access

2022 SAM HSA/DEA Tow n Hall: 

• “We’re  deal ing with  a very fr ightene d supply chain at this point.”

• Manu facture rs/d ist ribu tors apply sup ply t hresh old s as  part  of an ti-diver sio n efforts , pharmacies  that 
su rpass  th ese may be cut off from supp ly, bu t th resho lds  are not clear

• Lengthy resolu tion  process for  systems th at  requ est t hresh old in crease

• Red  flags/evolvin g practice

• Bu prenor phine abo ve usu al dose  limits

• Te lehealth p rescribing

• Dose  changes/early fi ll s

• Cash p urch ases

• As a  resu lt,  bupr en orphine may n ot be dispensed at all in  20%  of M edicaid-part icipating p harmacies

https: //www.samhsa. gov/site s/de fault/file s/virtual -town-hall-bupre norphine-access-pharmacies.pdf
Free man, et al., 2024.
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Knowledge check
Q : Which  of th e following is tru e w ith  regard s to bu pren orp hine 
the rapy?

a. It is the naloxon e co mpo nen t of the s ublin gua l 
bu pre norp hine-na lo xo ne comb in atio n p rod uct that 
cau ses p recipitated  withd rawa l i f the  pro du ct is taken  
too  soo n a fter o ther opioids

b. W hen  taken  as d ire cted, no naloxon e is ab sorb ed into  
the  bloo dstrea m from  ad min istration  of th e su blin gual 
bu pre norp hine-na lo xo ne comb in atio n p rod uct

c. Pa tien ts sho uld b e instru cted  to hold  sub lingu al 
bu pre norp hine un der their ton gue un til the  film o r 
tab le t is comp letely dissolve d

d. Pharm acy-level bar riers are n ot a  sign ifican t con cern  
for acce ss to b up reno rph in e th erapy

Knowledge check
Q: Which  of th e following is tru e w ith  regard s to bu pren orp hine 
the rapy?

a. It is the naloxon e co mpo nen t of the s ublin gua l 
bu pre norp hine-na lo xo ne comb in atio n p rod uct that 
cau ses p recipitated  withd rawa l i f the  pro du ct is taken  
too  soo n a fter o ther opioids

b. W hen  taken  as d ire cted, no naloxon e is ab sorb ed into  
the  bloo dstrea m from  ad min istration  of th e su blin gual 
bu pre norp hine-na lo xo ne comb in atio n p rod uct

c. Pa tien ts sho uld b e instru cted  to hold  sub lingu al 
bu pre norp hine un der their ton gue un til the  film o r 
tab le t is comp letely dissolve d

d. Pharm acy-level bar riers are n ot a  sign ifican t con cern  
for acce ss to b up reno rph in e th erapy

Primary care office

Joe
• Prescribed a supply of 2mg S L 

buprenorphine monoproduct for rapid low-

dose init iation at  home

• Also presc ribed comfort  medicat ions to take 

during the process

• Encouraged to fill or purchase a naloxone 
rescue k it

• Follow  up appointment sc heduled in 3 days
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Knowledge check

Q: W hich fo r the  following w ould be  an e vidence-based re ason 

NOT to  dispen se an  op ioid overd ose reversal  medication 

(OORM /naloxo ne rescu e kit )?

a. The kit i s bein g dispen sed to someon e wh o intends  to use 

it  on a friend or family member

b. Having a reversal  medication available in creases risky 

beh avior w ith  dru gs

c. The patien t i s in long-term remis sio n on  bu prenor phine 

therap y and states they h ave no r isk of overd ose

d. None  of t he abo ve

Enhancing access to rescue medications

• According to SAMHSA, “everyone should keep an 
OORM on hand, but especially those who use 
opio ids or other drugs or have friend s or family 
memb ers who use opioids or other drugs.”

• There is no evidence that having an OORM on hand 
increases op ioid u se or risk of overdose. 

• While buprenorphine poses much less risk for 
overdose compared to full o pioids, overdose can 
occur especially in unintended exposu re by a child, 
opio id-naïve adult, or pet. 

SAMHS A Overdose Preve ntion and Re sponse  Toolkit;  Tse, e t al.,  2021; Hayes e t al.,  2008.

Knowledge check

Q: W hich fo r the  following w ould be  an e vidence-based re ason 

NOT to  dispen se an  op ioid overd ose reversal  medication 

(OORM /naloxo ne rescu e kit )?

a. The kit i s bein g dispen sed to someon e wh o intends  to use 

it  on a friend or family member

b. Having a reversal  medication available in creases risky 

beh avior w ith  dru gs

c. The patien t i s in long-term remis sio n on  bu prenor phine 

therap y and states they h ave no r isk of overd ose

d. None  of t he abo ve
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Primary care office

Joe
• “That wasn’t easy, but  I got  there.”

• At return, taking 24mg buprenorphine daily 
and ceased use of f entanyl 24 hours ago

• Prescribed 2 week  supply of 24mg SL  

buprenorphine-naloxone daily

• Plan to increase to 1-month supplies once 

UDS  shows fentanyl free and buprenorphine 

consistently  present

Question Break

Conclusion

• Prescribing buprenorphine no longer requires a separate DEA registration, 
but methadone for OUD may only be dispensed in  a federally-regulated 
opioid  treatment program

• Medication treatment for OUD is associated with decreased return to use, 
increased treatment retention, and decreased risk of death

• Methadone is a full opioid agonist, buprenorphine a partial opioid agonist 
and naltrexone an opioid receptor antagonist

• Buprenorphine initiation is tricky; attention to dose and timing is critical

• Opioid overdose reversal medications are a critical tool in harm reduction 
from both prescribed and non-prescribed opioids
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Thank you!

Katharine.F.Marshall@kp.org
Ehsan.X.Seyedhoss ini@kp.org
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