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A note on language

* Inthis presentation we will make an effort to use person-first, morally-neutral
language and ask that you consider your language when discussing people with
substance use disorders

« Evidence shows that using appropriate language in care (avoiding addict, abuser,
dirty etc.) improves quality of care for our patientsand helps them heal!




Learning Objectives

After this presentation attendees sh ould be able to:

+ Describekey momentsinthe history of pharm acologic tre atment for opioid use disorder
andthecurrentregulatory status of m ethadoneand buprenorphine

+ Nameseveral clinical benefits of pharmac ologic treatment for opioid use disorder

Diffe rentiate b etwe en the m echanisms of action of m ethad one, bu prenorp hine and
naltrexone
« Counselapatientonsafe andeffec tive use of sublingual bupren orphine

+ Describeindications for providinga naloxoneresc ue kit
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Primary care office

Joe

Age 65, cisgender male (he/him)

Retired anesthesiologist

Previously using diverted fentanyl, now
dependent onillicitly obtained fentanyl
Requests a prescription for methadone in order
to prevent withdrawal and treat his use disorder
Unwilling to be treated in methadone clinic
Notinterested incounseling

Knowledge check

Q: Which of thefollowing best describe s current
regulations aroundm ethadoneinthe o utpatient setting?

a. Methadone may be prescribed for opoid u se disorder 3
but not for chronic pain.

s

Methadone may be prescribed for pan but not for opioi d
use disorder.

o

. Methadone may not be prescribed for eith e pain or
opioiduse disorder

d. Anemergency supply of 1week ofmethadone maybe
dispensed at any pharracy to prevent withdrawalin
someon e enolled with a methadone clinic.




Milestones in OUD treatment

1919 Supreme Court rulesthat prescribing an opioid to treat opioid
withdrawal or cravingsis not medically appropriate

1974 Controlled Substances Act 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 1l
narcotics for this purpose with separate DEA registration (X-waiver)

2016 X-waiver eligibility opened to NPs and PAs

2023 MAT Act eliminates separate DEA registration to prescribe
buprenorphine
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Milestones in OUD treatment

* Any opioid may be usedinthe hospital setting to treat opioid
cravings or withdrawal

* Another exception for methadone: practitioners may request
anexception to dispense up to 72 hours of medication as a
bridge to ongoing treatment

Knowledge check

Q: Which of thefollowing best describe s current
regulations aroundm ethadoneinthe o utpatient setting?

a. Methadone may be prescribed for opioid u e disorder 3
but not for chronic pain.

o

Methadone may be prescribed for pn but not for opioi d
use disorder.

o

. Methadone may not be prescribedfor eith e pain or
opioid use disorder.

o

Anemergency supply of 1week ofmethadone maybe
dispensedat any pharrracy to prevent withdrawalin
sormeon e enolledwith a methadone clinic




Primary care office

Joe
* “So what are my options?”
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Knowledge check

Q: Which of the following best pairs the medication
with its primarymech anism of action?

a. Buprenorphine: opioid anta gonist

b. Naltrexone: partia | opioidagonist
¢. Methado ne: opioid agonist
d.

. Naloxone: partial opioid agonist

FDA-approved medications for OUD

Methadone Buprenorphine

Naltrexone
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FDA-approved medications for OUD
Methadone Buprenorphine Naltrexone
MM
Agonist
100% opioid signal
Formulation: oral
FDA-approved medications for OUD
Methadone Buprenorphine Naltrexone
M BUP

Agonist Partial agonist

100% opioid signal ~40% opioid signal
Formulation: oral Formulation's: sublingual,
buccalor subcutaneous
Highest affinity binding!
FDA-approved medications for OUD
Methadone Buprenorphine Naltrexone
MDD BUP NAL
Agonist Partial agonist Antagonist
100% opioid signal ~40% opioid signal 0% opioid signal
Formulation: oral Formulations: sublingual, Formulation IM
buccalor subcutaneo us

Highest affinity binding!
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Knowledge check

Q: Which of the following best pairs the medication
with its primarym ech anism of action?

. Bupreno rphine:: opioid anta gonist
. Naltrexone: partial opioidagonist

a
b.
c. Methado ne: o pioid agonist
d.

. Naloxone: partial opioid agonist

Knowledge check

Q: Which of the following best pairs the medication
with its primarym ech anism of action?

a. Buprenorphine: opioid anta gonist
b. Nattrexone: partia | opioidagonist

¢. Methadone: opioid agonist

d. Naloxone: partial opioid agonist

Primary care office

Joe
* “What’s the evidence on these?”




Knowledge check

Q: Which of the following bestdescribes the evidence
around use of methadone orbuprenorphineas a
treatm ent for opioid use disorder?

a. Both methadone and bu prenorph ine have b een shownto

reduce all-cause mortalityin people with opioid use
disorder.

o

Behavioraltherapymay be as effective in preventing
retum to use as methadone or buprenorphine.

. Evidence shows that bup renorphine is best used short-
termin order to awid sub stituting one d g for another.

o

o

. Most patients who use diverted b upren o hine use it for
the purpose of achieving eu phoria or “gettinghigh
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Let’s compare to non-medication treatment

Methadone Buprenorphine Naltrexone

M BUP NAL

pboon

Let’s compare to non-medication treatment

Methadone Buprenorphine Naltrexone

M™D BUP NAL

l o

* Higher retentionin
treatment
* Fewerretums to use
* Decreasedrisk of death




Let’s compare to non-medication treatment

Methadone

M

W

* Higher retentionin
treatment
+ Fewerretums to use

« Decreasedrisk of death

Buprenorphine Naltrexone

BUP NAL

poooon

* Higher retentionin
treatment
* Fewerretums to use
* Decreasedrisk of death
evencomparedto
methadone
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Let’s compare to non-medication treatment

Methadone

MDD

W

* Higher retentionin
treatment
+ Fewer retums to use
¢ Decreasedrisk of death

Buprenorphine Naltrexone
BUP NAL
* Higher retentionin * Higher retentionin
treatment treatment
+ Fewerretums to use « Fewerretumns to use
* Decreasedrisk of death * Noreduction inrisk of
even compared to death
methadone

Methadone or buprenorphine vs detoxification alone

Death rates:

general population

no treatment

medication-assisted treatment

2 3 4 E 6 7




Methadone or buprenorphine vs co

unseling alone
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Let’s talk about harm reduction

A Spectrum of Goals

Ongoing use at Reduced amount,
current amount frequency, or number
and frequency of substances

Complete abstinence
from substances

Addressing false beliefs

Addiction is a choice

+ Addiction arises when a individual made wi Inerab le by genetics and prior life experiences is

exposed toa substance with high reward value

Restrictive policies promote good behavior

+ Lowbarrier treatment is as effective, or more effective, t han m
programs

in SUD treatment

ore stru ctur ed frestr ictive

Diverted buprenorphine increases risk of opioid overdose in

the community

+ Mostdiverted bup renorphine isused torelieve withdrawal and avoid use of more harmful

substances
+ Diverted b uprenorp hine may actually reduce overdo se deat hsi

na commu nity where it occurs
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Changing paradigms

Table. Buprenorphine Care: Previous Approaches Compared With New Findings and Recommendations

Previous Approach New Findings and Recommendations

edicai setting 1 needed | . Home. jon is ako sae a

“Isnt harm reduction just enabling? You
know what, itis enabling. It’s enabling
people to be healthier. It's enabling people
to be connected to other people. It's
enabling people to get acces to
healthcare. So we wse this term ‘enabling’
with substance use disorders as a negative
term But honestly, | think enabling people
to be hedlthier, happier, and less-dead, is
a wonderfu goal.”

- Haven Wheelock

Knowledge check

Q: Which of thefollowing bestdescribe s the evidence
around use of methadone orbuprenorphineas a
treatm ent for o pioid use disorder?

a. Bothmethadone and bu prenorphine have b een shown to
reduce all-cause mortalityin people wi th opioid use
disorder

b. i be as effectivein
retun © use as methadone or buprenorphine.

. Evidence shows that bup renorphine s best used short-
termin order toavoid sub stituting one d g for another.

o

d. Most patients who use diverted b upren o hine use it for
the purpose of achievi ng eu phoria or “getti nghigh
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Knowledge check

Q: Which of thefollowing best describess the evidenc e
around use of methadone orbuprenorphineas a
treatm ent foropioid use disorder?

a. Both methadone and bu prenorphine have b esn shownto

reduce all-cause mortalityi n people with opioid use
disorder.

o

. Behavioraltherapymay be as effective in preventing
retum o use as methadone or buprenorphine.

o

Evidence shows that bup renorphine is best used short-
termin order to awid sub stituting one d g for another.

o

. Most patients who use divetted b upren o hine use it for
the purpose of achieving eu phoria or “gettinghigh
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Primary care office

Joe

« “Buprenorphine soundslike the way togo. How

dol getstarted?”

Knowledge check

Q:Which of the following is truewith regards to bu pren orphine

the rapy?
a. Itis the naloxone componentof thes ublingual

bu pre norp hine-na oo ne combinationproduct that
causes precipitated withdrawa lif the productis taken
too soonafterother opioids

b. When taken as dire cted, no naloxoneisabsorbedinto
the bloo dstream from ad ministration of th e sublin gual
bu pre norp hine-na loxone combin atio n prod uct

o

. Patients shouldbeinstructed to hold sublingual
bupre norphine un der their tongue until the film or
tabletis completely dissolved

a

Pharm acy-level bar riers arenota significant concern
for acce s tobuprenorphinetherapy

11



Timing is everything!
Methadone Buprenorphine

MD BUP

LT

Naltrexone

NAL

o
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Timing is everything!

Methadone Buprenorphine

M BUP

LR

May initiate tre & me ntat any
time, regardlessoflastuse

Naltrexone

Timing is everything!

Methadone Buprenorphine
M BUP
May initiate tre & me ntat any Must either waituntil in
time,regardlessoflastuse moder ae to severe with drawal

or confirm already opio d-free

Naltrexone
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Timing is everything!

Methadone Buprenorphine Naltrexone
MD BUP NAL
May initi ate tre & me ntat any Must either waituntil in Must confirm completely o pioid
time,regardlessoflastuse moder ae to severe with drawal free

or confirm already opio id-free
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Full agonists: Methadone, heroin, morphine, oxycodone, etc.

/ Partial agonist: Buprenorphine

Antagonists: Naltrexone IM = 30 days

IV/Intranasal Naloxone =20-30 minutes
e - PR

Full agonists: Methadone, heroin, morphine, oxycodone, etc.

Full agonist then antagonist =
100% to 0% signal =
WITHDRAWAL!!!

agonist: Buprenorphine

ts: Naltrexone IM = 30 days
anasal Naloxone =20-30 minutes
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Full agonists: Methadone, heroin, morphine, oxycodone, etc.

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

agonist: Buprenorphine

Antagonists: Naltrexone IM = 30 days
IV/Intranasal Naloxone =20-30 minutes
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e g Pogh doit
Full agonists: Methadone, heroin, morphine, oxycodone, etc.
Full agonist withdrawal then
partial agonist =
» relief of cravings and withdrawal!
" Partial agonist: Buprenorphine
M D e B T ]
Antagonists: Naltrexone IM = 30 days
_ = IV/Intranasal Naloxone =20-30 minutes
[~ - PR— PR

Buprenorphineinduction strategies

| rdiod L owomeisen

Transition from: Short to medium Long-acting Fentaryl Fentaryl
acting (oxycocbne, (fentanyl,
morphine, heroir) methadane)
oracute pain
present
Continue prior No Yes Optiond No
opioid?
Confortmeds?  Opfiond Optiond Yes Yes
Directions: Watuntl12+hours Dayl:%mgonee  Day 1:1mggéh Wait until COWS >10
since last use and Day 2:% mg bid Day 2:1mgq3h then gve 16mg
COW6 >10 Day 3:1mgbid Day 3:8mg+ 2-4mg
4mg q2hprto Day 4:2mgbid a2hprnto
maximum 16mgday 1 Day 5:4mgbid maximum 32mg
Day 6:6mgbid
Day 7:8mgbid

14



Opioid withdrawal comfort medications

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

Tizanidine 2-4mg oral g6h prn for muscle spasms or cramps

Hydroxyzine 25-50mg oral g4h pm for anxiety
Ondansetron 4mgoral g8h prn for nausea

Hyoscyamine 0.125mg oral g6h pm for abdominal cramps

Loperamide 2mg oral gid pm for diarrhea

Benzodiazepines? Opioids?
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Sublingual Buprenorphine Administration

Directions:
+ Mustbedissolved under the tongue
Avoideating/drinking for30 minutesbefore
and after
Allowmed ication to dissolve complete ly
und er th e ton gue, avo iding swallowing if
possible
May swallow saliva or spit

« spitting may helpavoid Gl and naloxone

side effects

Rinse mouth after, wait 1 hourbefore
bru shing teeth

Let’s talk about access

2022 SAMHSA/DEA Tow n Hall:

“We're dealing with avery frightene d'supply chain atthis point.”

Manu facture rs/d st ribu tors apply sup ply t hresh old sas part of an ti-diver sion efforts, pharmacies that

surpass these may be cut off from supply, butthresholds are not dear

Red flags /evolving practice

Bu prenor phine above usual dose limits

Te leheal th p rescribing

Dose changes/early fills

Cashpurchases

Lengthy resolution process for systems tha request t hreshold inrease

Asa result, bupren orphine may n ot be dis pensed at gll in 20% of M edicaid-part icipating p harmacies

15



Knowledge check

Q: Which of thefollowing is truewith regards to bu pren orphine

the rapy?

11/5/2024

a. Itis the naloxonecomponentof thes ublingual
bu pre norp hine-naloxone combinationproduct that
causes precipitated withd rawalif the product is taken
too soonafter other opioids

b. When taken as dire cted, no naloxoneisabsorbedinto
the bloodstream from ad ministration of the sublin gual
bu pre norp hine-na loxo ne combin atio nprod uct

o

Patients shouldbeinstructed to hold sublingual
bupre norphine under their tongue until the fitm or
tabletis completely dissolved

Pharm acy-level bar riers arenota significant concern
for acce ss tobuprenorphinetherapy

[

Knowledge check

Q: Which of the following is truewith regards to bu pren orphine
the rapy?

a. Itis the naloxonecomponentof thes ublingual
bu pre norp hine-naloxone combination product that
causes precipitated withdrawalif the productis taken
too soonafterother opioids

b. When taken as dire cted, no naloxoneis absorbedinto
the bloo dstream from administration of the su blin gual

bu pre norp hine-naloxone combinationprod uct

o

. Patients shouldbeinstructed to hold sublingual
bupre norphine under theirtongue until the filmor
tabletis completely dissolve d

o

for access tobuprenorphine therapy

. Pharm acy-level bar riers arenota significant concern

Primary care office

Joe

* Prescribeda supply of 2mg SL
buprenorphine monoproduct for rapid low-
dose initiation at home

« Alsoprescribed comfort medications to take
during the process

* Encouraged to fill or purchase a naloxone
rescue kit

* Follow up appointment scheduled in3 days

16



Knowledge check

Q: Which forthe following would be an e vidence-basedre ason
NOTto dispense an opioid overd ose reversal medication
(OORM /naloxo ne rescu e kit 2
a. The kitis being dispen sed tosomeon e whointends to use
it on afriend orfamily member
b. Havinga reversal medication available in creases risky
behaviorwith drugs
c. The patientisinlong-term remissionon bu prenor phine
therapy and states they have norisk of overd ose

d. None of the above
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Enhancing access to rescue medications

According toSAMHSA, “everyone should keep an
OORM on hand, but especially those who use
opioids or other drugs or have friend sor family
menb ers who use opi oids or other drugs.”

NALOXONE
« Thereis no ey dence that having an OORMon hand
increasesopioid u e or risk of overdose.

While buprenorphine poses much less riskfor
owerdose comparedtofullo pioids, overdose can

opioid-naive adult, or pet.

occur especiallyin unintended exposu e by a child,

Knowledge check

Q: Which for the foll owing would be an evidence-based re on
NOT+o dispense an opioid overdose reversal medication
(OORM /naloxone rescue kit 2
a. The kitis being dispensed tosomeon e whointends to use
it on afriend or family member
b. Having a reversal medication available in reases risky
behaviorwith drugs
c. The patientisinlong-term remissionon bu prenor phine
therapy and states they have norisk of overdose

d. None of the above
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Primary care office

Joe

“That wasn’t easy, but | got there.”

At retumn, taking 24mg buprenorphine daily
and ceased use offentanyl 24 hoursago
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 buprenorp hine no longer requires a separate DEA registration,
but methadonefor OUD may only be dispensed in a fed erally-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 afull opioid agonist, buprenorphine a partial opioid agonist
and naltrexone an opioid receptor antagonist

* Buprenorphine initiation is tricky; attention to dose and timingis critical

* Opioid overdose reversal medications area critical toolin harm reduction
from both prescribed and non-prescribed opioids

18



Thank you!

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