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OBJECTIVES

i

. Identify patients with chronic pain and opioid use disorder (OUD) who may
benefit from buprenorphine.

. Evaluate different buprenorphine formulations’ place in therapy and create a
risk mitigation plan for the treatment of chronic pain with or without OUD.

. Discuss available literature on indications that may benefit from CBD treatment.

Review VHA directives and regulatory issues surrounding cannabinoids.

. Describe currently available cannabinoid products on the market, their
indications for use, and concerns with product reliability.

. Discuss the process to order and interpret urine drug tests for buprenorphine
and cannabinoids.
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OPI0ID USE DISORDER
(OUD)
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« Lifetime prevalence for OUD among patients
receiving long-term opioid therapy is
estimated to be approximately 41%.

10% for
moderate
28% for symptoms
mild
symptoms

3.5% for
severe
Symptoms

Both_dose and duration of opioid therapy have been shown

to be important determinants of OUD risk
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IDENTIFYING VETERANS WITH OUD

* Drug craving or inability to
to receive opioids

control use may go unrecognized if patients continue

* Aberrant behaviors may become more apparent and reveal an OUD when opioids

are tapered or discontinuet

d or as tolerance begins to develop

* When performing a physical examination in a Veteran with suspected OUD or on

an opioid:

J’— Order a random UDS to check for unexpected findings —‘
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DETERMINING SEVERITY OF OUD

Presence of 2-3 symptoms

Patient may be managed with
clase monitoring and comprehensive
approach such as a Pain PACT o
Primary Care based buprenorhine/

~ naloxone clinic

m s
MAT recommended

MAT = Modiatcn azsted treatmont
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Suicidal
thoughts

Mental
health
disorders

Age <65

Other OUD
Risk Factors

ilicit drug
use

History of
other SUD

Current
ain
impairment
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GOALS OF PAIN TREATMENT IN PATIENTS WITH OUD

| =

Prevent relapse and/or

Improve pain and maximize
exacerbation of OUD

functionality
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BUPRENORPHINE IN CHRONIC PAIN
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Buprenorphine/Suboxone Pharmacokinetics

Partial opioid agonist with high affinity

Kappa receptor antagonist— positive impact
on anxiety/depression

Naloxone — poor SL bioavailability
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Literature for Use of Buprenorphine for Pain

CA pain

« 11 studies compared BUP to another pain medication

« 5 found superiority to the comparator, 3 found no differences to the comparator, 3 found inferiority to the comparator
in terms of side effects or patient preference

« All studies reported that SLBUP showed some effectiveness for chronic pain

SL BP chronic pain

10 studies identified including 1190 patients with various pain conditions including general chronic pain, sickle-cell,
cancer pain, osteoarthritis, and nociceptive pain

« All studies reported that SLBUP showed some effectiveness for chronic pain

ersion from full dose opioid to buprenorphine

« 0
P<0.
« 34 .0f 35 patients reported a decrease in pain

verall, patients reported a 51% decrease in pain scores before and after conversion to SLBUP (7.2 points -> 3.5 points;
<0.001)
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Advantages of Buprenorphine

§R  ceiling effect on respiratory depression

‘fi less euphoria

[ reduced tolerance

(o) easier withdrawal

9 less of cognitive function and
psvchomotor activity

- lower incidence of constipation

KR reduced endocrine and hyperalgesic effects
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Beand Naue Buas® Belbuca® Subaxons®, Subuex®
Fornmlary Formulary Formulary E
Prafarence PADR Required PADR Required Must be X-waivered to prescribe
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2l Weekly BID BID ot TID (pain dosing)
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Critesia ‘and deenied high risk for radstionl opioid thernpy
Exclusion " i eposing to sigai i 2 ac
Critesia | severe bronchial sthuna. known/suspected paralytic deus, loag QT syudronse,of taking a Class LA or I aetisrhythunic
Failed ? i
— Suspected OUD + ehronic pain
Ml";u"“ Bor |y ong terny opioid therapy Long term apioid therapy of e
of < 80 MEDD <160 MEDD Failed o hive » contindication intolerance to
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(i >160 MEDD)
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VA RFU for
Buprenorphine
Products

+ How do you choose?
+ Gray areas with Butrans and Belbuca

+ Should everyone get x-waivered?
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Appandex A

(eowns )

B TDS (BUTRANS)

1

et BUP/NAL (SUBOXONE, frstline)

P &5 (BELBUCA) contraindication to naloxone)
AR NOT SECUABED. - b Y

BUP/NAL [SUBOXONE) o 849 (SUBUTEX)
WAVER SECLRED
For et g Yo

Buprenorphine Precipitated Withdrawal

Precipitated Withdrawal Mechanism
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faper down 10 60-80 MEDD
» Hold full mu agonist (see chart below)
= Transition based on pre-taper MEDD

Medication/Formulation unt of Time to Hold

IR Formulation 8 hours

SA Formulation 12 hours
Fentanyl 3 days

Methadone 3-5 days

*Typically transition to 2mg BID or TID (or lower if patient is on very low MEDD)
and titrate as needed
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+ Start with very low dose of SL by hine or buprenor
» Tnerease dose over 4-5 days (target dose based on pre-taper MEDD; see
chart below)

= Onee at therapeutic dose, stop full mu agonist

10/14/2020

get Dose Based on Day BUP/NAL (Only BUP dose listed) Oxycodone SA
Pre-Taper MEDD 1 0.5mg BID 80mg TID
<100 MEDD = 2mg BID or TID 2 1me BID 80mg TID
3 1mgTID 80mg TID
100-150 MEDD = 2mg TID 4 2mg TID 30mg TID
> 150 MEDD = 4mg TID 5 4mg TID Discontinue
>6 Adjust dose to symptoms None
RISk MITIGATION
Shared Decision
- SOAPP-R PDMP
- COMM ‘
T
Naloxone Urine Drug Test
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BUPRENORPHINE DRUG SCREENING

* Which test do you order to monitor buprenorphine?

Drug Test General (a.k.a. Gen Tox) or standard UDS if available locally

ND

Specimen: URINE (T-7£100);  Accession 52457
Report Released Date/Time: Aug 11,

Comment :

The following compounds were detected:
Cotinine (Nicotime Metabolite)
Caffeine
Norbuprenorphine (Buprenorphine Metabolite)
Buprenocrphine
Hydrozyzine
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SUBOXONE SUCCESS STORY

* 35-year-old male with chronic knee pain for >15 years on chronic opioids, and
provoked DVT (immobility) presented as a walk-in to the pain pharmacy clinic. In
the month before this appt, he had been seen on 4 occasions for uncontrolled
pain and had run out of his opiates early multiple times.

* Previous opiate regimen: oxycodone/APAP 10mg/325mg q6h prn +
oxycodone/APAP 5/325mg prn (up to three doses a week)

« Buprenorphine/naloxone education completed, and patient agreed to
transition

« Buprenorphine/naloxone 2/0.5mg QID started
* Ptalready in withdrawal at time of initiation due to running out early
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SUBOXONE SUCCESS STORY

* 1 week after initiation: States his pain is much improved, and that he "wishes he
had listened months ago”

* Maintained on buprenorphine/naloxone 2/0.5mg QID + an extra dose every few
days prn

* No walk-ins, no early refill requests, pain improved (last pain score in March
2020: 5, down from 10 in Jan 2020)

32
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CPRS Coding for Pain vs OUD:
What code do | Use?

Bup for * F11.2x —Opioid
oubD

dependence

Bu p fOF © Z279.891-Therapeutic
. Long-term (current) Use
Pain of Opioid Analgesics
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INTERESTED IN GETTING 'Mm.m".%i."?&"ﬁo:féfu&u:EL.;smEp '

YOUR X—WA|VER? WAIVER TRAINING

DEC 11, 2020 2PM TO 6:30PM EST

+ still required if using Suboxone for pain
management

* Recent VA memo stating that Suboxone .
Fot mgisvosion detah emol metthew.donganifng gy

treatment should have no local barriers or
restrictions Future Half & Half Waiver Trainings:
* 1/19/2021

* 3/1/2021

. 7/22/2021

« *Email now to reserve your spot!

FREE self-paced online training also available at:

10/14/2020
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CANNABINOIDS
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https://pcssnow.org/medications-for-addiction-treatment/

CANNABIS CONFUSION: HEMP VS. MARIJUANA
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PHYTOCANNABINOIDS
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CBD DRUG INTERACTIONS

+ Ketoconazole « Cimetidine * Warfarin - TCAs
+ Verapamil/Diltiazem - PPIs « Phenytoin « SSRis

« Macrolides « Clopidogrel « Antipsychotics
« Rifampin « Primidone

« Tacrolimus « Benzos?

*Many CBD products also contain variable amounts of THC which = more potential
for drug interactions!

39
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Farm Bill of 2018

* Removed hemp from the definition of marijuana in the Controlled

Substances Act (CSA)

* How is hemp now defined?
+ Cannabis, and derivatives of cannabis, witl
weight
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PRESCRIBING IMPLICATIONS:

h no more than 0.3% of THC by dry

I - Yes, if < 0.3% THC
P « state specific regulations on
cBD
(CUNLETLEEEEN « Legally, NO, per US Food,
for treatment Drug, & Cosmetics Act
purposes? « lllegal to put CBD in foods

VHA DIRECTIVE 1315

* Federally, Marijuana is Schedule 1: High potential for abuse with no accepted medical

indication

Providers are The use or

possession of

prohibited at
all

terans
not be denied
VHA servi

for marijuana

provider or
pharmacist, VA

program

will VA pay for
marijuana to
be provided by

entity.

Discuss Marijuana/CBD Providers need
marijuana with added to non-
patients in the
course of
clinical practice

plans based on

marijuana use
on a case-by-

APPROVED CANNABINOID BASED MEDICATIONS

Marinol, Syndros (Dronabinol)  Synthetic THC
Oral capsule, oral solution
Approved 1985

Cesamet (Nabilone) Synthetic analog of THC
Oral capsule

Approve 1985

Sativex (Nabiximols) 1:1 CBD to THC

Oral spray
Not approved in US

Epidiolex (Cannabidiol) Purified plant derived
Oral solution [ol:]
Approved 2018
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Schedule Il Chemotherapy induced
(Syndros) AlDS-related loss of appetite
Schedule Il Chemotherapy induced

nausea and vomiting

Not available in US, used  Multiple sclerosis-related
in 27 other countries spasticity and adjunctive
analgesic in cancer patients

Initially Schedule V, Lennox-Gastaut Syndrome
descheduled April 2020 and Dravet Syndrome

10/14/2020

11



CBD Literature « Pre-clinical trials found
reduced pain and
inflammation with CBD
« No high-quality study
supports CBD alone for
the treatment of pain

« Epilepsy is only recognized indication for CBD alone!

* CBD/THC combination approved for multiple
sclerosis and cancer pain outside US

« Short term sleep scores
improved with CBD?

* Most studies test THC
containing products?

« Dose, route, efficacy, and adverse effects vary based \\
on products used « Small study found
improved anxiety scores
at 4 weeks *

General Literature Limitations

* Most studies include CBD combined with other
cannabinoids

CBD Literature

Low quality of evidence based on study design
Insufficient information on the CBD products used

« Decreased anxiety
scores when speaking in
publict

1 Ntionl Academies ofSinces, Engincering, and Medlcne. 2017
2 JANIA, 2015 31326)2456. 2475
. Neuropsychopharmacoogy. 2011 May:36(6}1219-26.
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CBD ProbucTs

* 14% of Americans report using CBD
products

* Most common reasons were pain,
anxiety, and insomnia

* Many formulations

* Vaping -
« EVALI a major concern in unregulated @ ‘ ’ L=

vaping products
* Oral tablets

* Foods
« Sublingual sprays .’ ')
* Oils

* Tinctures 7

* Topical formulations

TAKE CBD
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PRODUCT RELIABILITY - CBD

* CBD products are largely unregulated and testing isn’t required | x H x|
* Product reliability, dose accuracy, contamination concerns y

* JAMA 2017: CBD products tested in lab for cannabinoid content
* 84 products analyzed
* Results: Magic Puff Hemp
* 26% contained less CBD than labeled
43% contained more CBD than labeled
31% were accurately labeled
21% had detectable levels of THC

10/14/2020
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https://apnews.com/article/7b452f4af90b4620ab0ff0eb2cca62cc

CANNABINOID UDS/UDT FAQsS

* Which urine drug test should | order?
+ UDS (in-house, immunoassay): 50 ng/mL
* UDT (send-out, GC-MS @ Quest): 100 ng/mL
* Patient states they are only using CBD oil. Will drug screen be negative?
* It depends
* On the product=>
* “Pure CBD oil” is rarely pure
* Trace THC below legal limit of 0.3% may still test positive
* On the test >
* UDS may cross-react with other cannabinoids besides THC
* UDT will only test positive for THC
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CANNABINOID UDS/UDT FAQs

* How long after last use of THC will test still be positive?
* Single use: 2-8 days
* Chronic use: 20-30 days
* Aren’t there a lot of things that cause false positives for marijuana?
sYes:
* Dronabinol
* Maybe:
* Efavirenz
* Proton pump inhibitors (PPIs)
* Hemp products
* Not anymore:
* NSAIDs
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UDS/ UDT Results

10/14/2020

| Test | Flesit / Stanes

[ omares” NEG
AMPHE TAMINE METHAMPHE TAMINE SCREEN- NEG
EUPRENDRPHINE NEG
OXYCODONE URINET NEG
WETHADONE SCREEN NEG
CREATININE [URINE] 1421
COCAINE" NEG
CANNABIIOIDS* FOs
BENZODIAZEFINES™ NEG
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KEY TAKEAWAYS:

« Buprenorphine can used for the treatment of pain, especially in patients with a
history of long-term opiate use requiring around the clock pain treatment

* Marijuana remains schedule 1 on a federal level, and VHA practitioners are
prohibited from recommending/prescribing

* CBD
« Lack of consistency/reliability in commercially available products
* Has not demonstrated efficacy treating the most common indications for which patients take
it

Thank you for participating today!

* Claiming your CME credit:
* Must have pre-registered in TMS for attending today’s session.

+ Complete program evaluation within 30 days.

* Pharmacists: must have you NABP number added to TMS profile.
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BUPRENORPHINE AND CBD PRODUCTS
IN PAIN MANAGEMENT

Questions/Discussion
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