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O.D. is now the #1 cause of death for Americans under age 50

1999-2016: more than 600,000 overdose deaths

Life expectancy for Americans is falling -- two years in a row

Drug overdoss deaths, 1980 82 J016




MAT: Medication Assisted Treatment is the MOST
EFFECTIVE Treatment for Opioid Addiction

Opioid addiction does not respond to the same treatments as alcoholism.
Abstinence based therapies generally DO NOT WORK: ~ 95% relapse rate.

Twelve Step programs have a <5% rate of sobriety at one year, when treating Opioid Use
Disorder.

Naltrexone
Methadone

Buprenorphine (“bupe”)



MAT: Medication Assisted Therapy
Depot Naltrexone: Vivitrol

Patient must have already completed withdrawal,
or completely weaned off mu agonist therapy (or
will precipitate withdrawal).

Increasing use in correctional facilities and

Monthly Injection for Assisted Abstinence residential programs.

Therapy Some patients opt for Vivitrol after “detoxing” or
after completion of an abstinence program.

Intended to prevent any reward from opioid
use, and thus gradually reduce cravings. Overall outpatient numbers are still low.

NOT a medication to be initiated in the E.D.



MAT:
Methadone

Very Effective Medication for Opioid Use
Disorder:

 The “gold standard” by which other treatments are
measured.

* Long half-life (~ 24 hrs), full mu agonist.
 The dosing is very patient specific.

* Nearly all methadone clinics (addiction treatment) use
liguid methadone (to deter diversion).

e Many regard methadone as 2" line medication —
for patients who fail office-based buprenorphine
treatment.



MAT:
Methadone

Requires daily travel to the clinic.
May not be available in suburban & rural areas.

Inconvenient for many occupations -- daily dosing at
a clinic.

Dosing at the methadone clinic means congregating
with other patients with OUD: Pros & Cons.

The E.D is NOT the place to begin
methadone treatment.



PRESCRIBING Methadone — DON’T

High risk drug for treating chronic pain by prescription.
24 hr % life for dependency, but only ~ 8 hr % life for pain relief.
Slow onset ™~ 3-4 hours to peak.

24 hr % life for potential effects of respiratory depression.

Vast majority of Methadone deaths are from treatment for pain
by Rx, or diverted use, rather than in an addiction clinic.

Vast majority of diverted methadone is in the tablet form (the
prescription form).



BUPRENORPHINE (“BUPE”)
NUTS & BOLTS:

» Key properties of bupe:

e “Partial agonist”

Long half-life: ~ 36 hours (treating dependency)

Rapidly effective

Binds tightly to the Mu receptor (blocking other opioids)

Induces less euphoria (particularly after the first dose)

 Many patients get no euphoria from bupe ever.

Very effective analgesic.



NUTS & BOLTS OF BUPE TX

“Partial agonist”:

Has a ceiling effect on respiratory
depression

“No more respiratory depression at 32mg
than at 16mg”

However, may potentiate respiratory
depression effects of alcohol, and other

sedating medications (e.g. benzos).

* Important consideration if prescribing
bupe.

Any Doc can use bupe in the ED to treat opioid withdrawal.
Any Doc can prescribe bupe for pain.
Must have an DEA license “X-waiver” to for



NUTS & BOLTS OF BUPE TX

Long half-life: ~ 36 hours:

Steady State Simulation - Methadone Maintenance
Steady State attained after 4-5 half-lives -1 dose every hatf-life

 When dosed daily, at a therapeutic dose,
maintains the patient at a therapeutic level — a
‘steady state’

800

* Thus eliminating withdrawal symptoms and
cravings

* Concept Similar to methadone, which has a

Time in days (24 hrs. = methadone half-life)

half-life of ~ 24 hours. However, bupe IS: Dose remains same - Effect increases

PY Ea S | er to d ose. in tha graph above the wavy Ine represents the bloog levels of methadone as well a5

the "eftect” it has on the ndivdua patient

e Safe for office based treatment.

Beginning MAT with bupe in the E.D. does not preclude or complicate transitioning the
patient to methadone in an addiction clinic (if that is a better option for that patient).



NUTS & BOLTS OF BUPE TX

Effective within 15 minutes (sublingual),
and peak effects at ~ 1 hour.

SL bioavailability ~ 50%

Be sure it goes under the tongue
Buccal ~ 28%
Oral (swallowed) ~ 15%

* High rate of first pass metabolism



NUTS & BOLTS OF BUPE TX

“Suboxone” (others: “Zubsolv” and “Bunavail”)

Combinations of buprenorphine and naloxone
(tablets or strips)

“Suboxone,” is a 4:1 ratio of bupe/naloxone.

Naloxone has a very poor sublingual and oral
bioavailability (~ <2%).

Included to prevent the dissolution and IV injection of
buprenorphine.

In my E.D. we only use the generic mono-product
bupe:

-- administered by a nurse

— |less expensive.



BUPRENORPHINE (“BUPE”)
NUTS & BOLTS:

Addiction CLINIC Dosing initiation:

* Therapeutic dosing can begin on the first day of treatment

* Older protocols suggested starting at low doses, and observing the patient in clinic for an
hour.

* However, most patients with OUD have had experience with buprenorphine.

» Effective dosing is related to the volume/dose of the patient’s habit or tolerance.
* Eric Ketcham’s rule of thumb for INITIAL effective bupe dosing in clinic:

e <50mg/day of oxycodone or ~<1/2 G/day (or less) of heroin -- ~2-4mg/day

e ~150-200mg/day of oxy or ~2 G/day of heroin or more -- ~ 16mg/day

* Adjust dosing on follow up visits.



N 1996, FRANCE RESPONDED TO ITS HEROIN OVERDOSE
FPIDEMIC BY TRAINING/LICENSING GP’S TO PRESCRIBE
BUPRENORPHINE

Over 8 years:

* 3xincrease methadone
treated patients (up to
~15,000 pts)

* 4.5x increase in bupe
tx pts (up to ~90,000
pts)
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Auriacombe, et al, Am J Addict. 2004;13 Suppl 1:517-28.



Heroin overdose deaths and opioid agonist treatment: Baltimore, MD, 1995—2009

* Rapid expansion of
accessto
buprenorphine
treatment
Rate of heroin
overdose deaths
drops in half.

Despite a substantal
iIncrease in local heroin
purity.

Schwartz et al, AmJ Public Health. . : EEY ) 0
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Opioid Agonist Therapy is Much More Valuable than Drug Abuse Counseling!!

DAILY BUPRENORPHINE

Swedish Study: (+ GOUNSELING)

e 40 patients randomized

* Daily supervised med
administration for the
first 6 months

Buprenorphine

bupe taper, then
placebo (+ counseling)
Control p=0-0001

1-year retention in
treatment was 75% in the
buprenorphine group
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Kakko, et al, Lancet. 2003 Feb 22;361(9358):662-8.



+ § Cochrane
o? Library

Cochrane Database of Systemat ic Reviews

Psychosocial combined with agonist maintenance treatments
versus agonist maintenance treatments alone for treatment
of opioid dependence (Review)

Amato L, Minozzi S, Davoli M, Vecchi S

Cochrane Database Syst Rev. 2011 Oct 5;(10):CD004147

Review specifically studied value added of routine,
mandatory counseling sessions in MAT programs

“. .. adding any psychosocial support to

standard maintenance treatments does not

add additional benefits.”



EVERYONE NEEDS A
THERAPIST, BUT AN
OPIOID ADDICT NEEDS
AN OPIOID AGONIST



Beginning MAT in the ED: the warm hand-off

Yale: D'Onofrio: Emergency department-initiated buprenorphine/naloxone treatment for
opioid dependence: a randomized clinical trial.

e 329 ED patients with OUD, screened, and randomized:

e ~1/3 to the referral group (patient is handed a pamphlet)

« ~1/3 to the brief intervention group (meets with a social worker or pt advocate)
e ~1/3 to the buprenorphine treatment group (and above)

MAIN OUTCOMES AND MEASURES:

* Enrollment in, and receiving, addiction treatment 30 days after randomization was the
primary outcome.

D'Onofrio G, O'Connor PG, Pantalon MV, et al, JAMA. 2015 Apr 28;313(16):1636-44



YALE (D’ONOFRIO) EDJB PROTOCOL

ED-Initiated Buprenorphine
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YALE (D'Onofrio) ED-IB ... continued
Engaged in Treatment at 30-Days
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Referral Brief Intervention Buprenorphine




YALE (D'ONOFRIO) ED-IB continued

Needed inpatient addiction treatment services?
* Bupe group: 11%  (95% a1, 6%-19%, P <0.001)
e Referral Group: 37%  (95%ci, 27%48%, P <0.001)

* Brief Intervention Group: 35% (5% ci, 25%-37%, P <0.001)



“THREE-DAY RULE”

In the outpatient setting:

“According to DEA ... the “three-day rule” allows a practitioner who is not separately
registered as a narcotic treatment program or certified as a waivered DATA 2000 physician,
to administer (but not prescribe) narcotic drugs to a patient for the purpose of relieving
acute withdrawal symptoms while arranging for the patient’s referral for treatment, under

the following conditions:

* Not more than one day’s medication may be administered or given to a patient at one
time.

* Treatment may not be carried out for more than 72 hours

* The 72-hour period cannot be renewed or extended”

http://www.samhsa.gov/medication-assisted-treatment/legislation-
regulations-guidelines/special-circumstances-providing-buprenorphine




THREE DAY RULE

Is it necessary to be able to refer a patient to an opioid addiction treatment clinic, to
administer bupe in the ED for withdrawal or MAT?

Officially, it is required ...
In practicality ...

The DEA cares about of prescribed, or dispensed, bupe.

The DEA is far, far less concerned about medications ordered and administered in
hospitals.

U.S. DEPARTMENT OF JUSTICE * DRUG ENFORCEMENT ADMINISTRATION

DIVERSION CONTROL DIVISION




NUTS & BOLTS OF BUPE TX

Binds tightly to the Mu receptor (blocking other
opioids):

* Displaces full agonist opioids (heroin,
morphine, methadone, etc.)

* Requires high doses of naloxone to displace
bupe.

* Patients must be in withdrawal — (or craving
post w/d) -- to benefit from bupe!

* PRECIPITATED WITHDRAWAL CAN BE
HORRIBLE.




Avoiding Precipitating Withdrawal with Bupe

Find out what the patient uses (if possible): s SONESEE

* Type of opioids used

 Low dose user, high dose user

e Last use (how many hours ago).
Ensure the patient is in adequate withdrawal (or withdrawal
completed)

* Can be in mild withdrawal for short acting opioids,

e At least moderate for long acting opioids (e.g. methadone)
Perform a COWS score:

A quick 11 element scale, which includes elements such as

heart rate, pupil size, rhinorrhea, tremor, and restlessness.
e COWS =8 mild, 2 13 moderate, = 36 severe.
* Takes <1 minute to score

CALCULATOR NEXT STEPS EVIDENCE CREATOR

Resting Pulse Rate

RESULT A
0 points cows score



Bupe After Naloxone for O.D?

To Avoid Precipitating withdrawal:
* This has not been well studied.
e Shared decision-making with pt.

* If pt only uses short acting opioids (e.g. heroin, oxycodone), may
consider initiating bupe:

* Be prepared to monitor pt until the naloxone would have worn off.

* Offer non-opioid w/d tx as well.

e After NALOXONE, caution with giving bupe to pts on long half-life
opioids, such as methadone, MS Contin, Opana, etc.



Treating Buprenorphine Precipitated Withdrawal

Treating Precipitated Withdrawal:

 Also not well studied. Somewhat
controversial.

e Can offer non-opioid Tx.
e Alternatively .. More bupe.

* Titrate additional doses, while the patient
is monitored, until withdrawal symptoms
have subsided.

CAUTION:

e Nausea is a common adverse effect of
buprenorphine.

* Do not assume that all nausea induced by
buprenorphine is due to precipitated
withdrawal.
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PATIENT SELECTION PITFALLS
FOR E.D. BUPE INITIATION:

The very mild withdrawal patient who states, “I feel like the withdrawals are just starting” is an ideal
candidate for counseling and referral (not ED bupe).

* Check a COWS score! Must be at least 8 -- if no other contraindication.
* No need to precipitate withdrawal.
METHADONE in the last 48 hours (not an absolute contraindication):
* Unpredictable precipitated withdrawal can occur
* Unless pt in severe withdrawal, consult an expert first.
Intoxicated --alcohol, benzodiazepines, stimulants, etc...

* Unpredictable immediate results.

At risk for polypharmacy synergistic respiratory depression, with polydrug use after discharge.

Do your best to engage and encourage them to consider the ED an “open door” to return when sober.



PATIENT SELECTION PITFALLS
FOR E.D. BUPE INITIATION:

4. “Chronic pain patients” taking medically prescribed opioids:

* Many “chronic pain” patients truly painful conditions, but also have developed opioid dependence, and
experience opioid induced hypersensitivity, tachyphylaxis, and withdrawal — reported as pain flares.

» Although may be excellent candidates for tx with bupe for pain (and OUD) -- very effective analgesic.
* However, the dosing is different for chronic pain.
e Better handled in Clinic.
5. Patients with severe medical illnesses: renal failure, advanced liver disease, heart failure, severe COPD:
* Not an absolute contraindication, may be a good option.

e HOWEVER, this treatment must be COORDINATED. Requires a team approach.



BASIC E.D. DOSING CONCEPTS:

Screen out high risk patients (previous slide).
Base the first dose based on:

» Patient’s use history (average daily opioid use) — high vs. low

* Severity of withdrawal

* Example: ~lower dose user, mild to moderate withdrawal: consider 4mg of bupe.

~ high dose user, in at least mild withdrawal: start at 8mg of bupe.

Repeat dosing every 30 minutes as necessary to get the patient comfortable:

* Then the pt can have a meaningful conversation with a social worker/advocate for clinic referral.
If no contraindications:

* Consider bupe loading (up to 24-32mg)

* Or, if you have an X-Waiver: write the patient a short-term bupe RX.
* Prolongs the return of withdrawal symptoms,

* Gives the patient more time to get to a clinic, without having to return to the ED.

Avoid bupe loading in the polypharmacy patient.



BUT IF WE START ADMINISTERING BUPE IN THE E.D...

T -

“The E.D. will be awash with drug seekers, trying g = [
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EDs which have started bupe programs have not
seen significant visits increase, opioid- seeking
patient visits may decrease.
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If more patients did come to the ED hoping to
start MAT, would that be a bad thing?

These patients are coming to the ED anyway.

Might not more patients suffering from
opioid addiction get into treatment?



ED Management of Pain and Opioid Misuse During an
Addiction Epidemic

1.prevent opioid naive patients from becoming
misusers by your prescription

calculate benefit:harm wheneveropioid Rxconsidered
it opioid Rxsmall number of low dose, lower-riskpills

2.for existing opioid users

2a. revealed,willing 2c. partially revealed

“I'm anaddict, | need help’ “ have chronic pain and need meds’
aggressive moveto treatment avoid opioids in BD or by prescription
ED-initiated buprenorphine opioid alteratives for pain

armanged speciality followup expressconcemthat opioids are causing ham
2b. revealed, unwilling 2d. unrevealed

"l overdosed” “| have acute pain and need meds”
harm reduction e.g. homenaloxone risk stratify with red &yellow flags AVDP-

supportive stance, open door move positives to willingness



Emergency Care During an Opioid Addiction Epidemic
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Emergency Department Initiation of Buprenorphine With a Loading Dose

* Andrew A Merring, MD, Eben Clattenburg MD, Mac Chamberlin MD, Marl Nomura MD,
Martha Montgomery MD, Cody Schultz MD

Background: u it vuns

Results: s vuw i

Conclusion: » s wuseg dim
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High dose ED bupe MAT induction: No longer just for the addiction specialist.
Coming to an ED near youl!




Emergency Department Initiation of Buprenorphine for Opioid Use Disorder
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MAT is a long term program

High rate of failure with short term “detox”
approach.

Most opioid addicted patients will need many
months, if not years of treatment, for some
many years or even lifelong Tx.

This neuroadaptation to opioids is unique to
opioid addiction, as opposed to alcohol
dependency.

SPIRIT OF THE MARATHON

Successfully weaning off opioids for the
long term (not just “Detox”) is a slow,
gradual process.

We must think of opioid
dependency/addiction as we think of DM,
HTN, and other chronic illnesses.

Opioid Addiction Treatment is a journey, and a marathon -- not a Sprint



opioid addiction
desperate need to avoid withdrawal
prescribed constant debilitating cravings
opioid agonist perpetual cycling of highs/lows
normal functioning impossible
acquisition harms: poverty, crime, frantic behavior
injection harms: local infections, HIV/Hep C, endocarditis
street drug harms: accidental overdose/death

opioid dependence

scheduled opioid consumption
freedom from addiction harms




THANK YOU!

Eric Ketcham, MD eketcham@sjrmc.net
Reuben Strayer, MD emupdates@gmail.com
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For More Information

e E-QUAL Website

» www.acep.org/equal
» equal@acep.org

e Contacts:

» Nalani Tarrant: (Senior Project Manager)
ntarrant@acep.org

» Dhruv Sharma: (Project Manager)
dsharma@acep.org
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The guidelines, measures, education and quality improvement activities and related data
specifications developed by the American College of Emergency Physicians (ACEP) Emergency
Quality Network are intended to facilitate quality improvement activities by physicians. The
materials are intended to provide information and assist physicians in enhancing quality of care.
The materials do not establish a standard of medical care, and have not been tested for all
potential applications and therefore should not be used as a substitute for clinical or medical
judgment. Materials are subject to review and may be revised or rescinded at any time by ACEP.
The materials may not be altered without prior written approval from ACEP. The materials, while
copyrighted, can be reproduced and distributed, without modification, for noncommercial
purposes (e.g., use by health care providers in connection with their practices).

The E-QUAL Opioid Initiative is funded by the Addiction Policy Forum. The sponsor had no role
in the development of this content or quality improvement offering, and the views expressed are
of the speaker.



