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Goals of this talk;

The overdose epidemic in U.S.
Opioid use disorder (OUD)
Medication for OUD (MOUD)
Harm Reduction

Political and social barriers to appropriate
response

Next steps



CDR
HCV
HIV
MAT
MOUD
OAT

OuD
PWID
PWUD
SIF
SIS
SSP

Glossary

Consumption Drug Rooms
Hepatitis C Virus

Human Immunodeficiency Virus
Medication for Addiction Treatment
Medication for OUD

Opioid Agonist Treatment
(methadone & buprenorphine)

Opioid Use Disorder

People Who Inject Drugs
People Who Use Drugs
Supervised Injection Facility
Supervised Injection Site

Syringe Service Program



“Covid-19 is a magnifying
olass that has highlightea
the larger pandemic of

raclal and ethnic disparities
in health.”

JAMA. Published online May 11,
2020. doi:10.1001/jama.2020.8051
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Why was the U.S. so Vulnerable
to COVID-197

Deteriorating health status

Weakened public health capacity

ncreasing economic inequality

Racism that harms people of color and
erodes support for safety-net programs

Wasteful health care system that
prioritizes profitability over needs



More than /50,000 people have
died since 1999 from a
drug overdose.

Two out of three drug overdose
deaths in 2018 involved an opioid.












Figure 3. National Drug Overdose Deaths Involving
Any Opioid,
Number Among All Ages, by Gender, 1999-2017
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What is Fentanyl?

® \ost powerful opioid routinely used in human medicine
- 50— 100 x painkilling power of morphine
- Often used to treat post-surgical and cancer pain

® Short acting opioid with a rapid onset

® Began to appear in large quantities as lllegally Manufactured
Fentanyl (IMF) in 2013

® Often mixed with heroin and in fake pills

® |arge doses sometimes cause chest wall rigidity

Naloxone does work on fentanyl-related overdoses 17













Life expectancy in the US and other
G/ countries, 1960-2018
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Twin Epidemics

® Drug overdose deaths

® Opioid Use Disorder involving pain medications and
heroin (estimated at 2.4 million in US in 2015)

® The key driver of the overdose epidemic is
underlying substance abuse disorder.

Medication-Assisted Therapies — Tackling the Opioid- Overdose
Epidemic; NEJM 4/24/14












® Drug reps told physicians that “fewer than one

percent” of patients who took OxyContin became
addicted.

¢ |n fact, a 1999 Purdue-funded study of headache
patients who used OxyContin found that 139
pecame addicted




Purdue gave physicians coupons for free first
prescriptions of Oxycontin

® 34 000 redeemed



Global Opioid Consumption

Manchikanti L, et al. Pain Physicians. 2012 15(35) ES9-38
























DSM-5 Criteria for Substance Use Disorders

Use in larger amounts or for longer periods of time
than intended

Unsuccessful efforts to cut down or quit.
Excessive time spent taking the drug
Failure to fulfill major obligations
Continued use despite problems
Important activities given up

Recurrent use in physically hazardous situations

Continued use despite problems
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Tolerance
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Withdrawal
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=

Craving

*Severe SUD=addiction

Severity is designated
according to the number of
symptoms endorsed:

« 0O-1:Nodiagnosis

« 2-3:mild SUD

« 4 -5: moderate SUD

e 6 or more: Severe SUD*

American Psychiatric Association. (2013). Diagnostic and statistical manual of mental disorders (5th ed.). Arlington, VA: American Psychiatric Publishing.



Opioid Use Disorder

e DSM 5 Definition

e 3 (C’s for at least 12 months
® | oss of Control
e Compulsive use
® Continued use despite negative Consequences






Marblehead, Mass.

In Suburbia, Tired of Everything
KATHARINE Q. SEELY, NY Times

Ms. Harvey, 24, had been shooting heroin for three years. She had been in and out of
detox eight times altogether. But it had always been someone else’s idea.

Ms. Harvey had been a popularhonors student. But she developed anorexia. Alcohol
was next. By 21, she was hooked on heroin.

She estimated that at her worst, she was shootingup a staggering number of times a
day, perhaps as many as 15; heroin, cocaine, fentanyl. She overdosed five times.

That night in October, she went into detox. Four days later, she checked out. She went
back to her friends and drugs, developing an abscess on her arm, probably from dirty
needles.

Two weeks later, she was back in detox. This time, she stayed, then entered a 30-day
treatment program.

Among her words of advice: Tell your children you love them, because 1t might be the
last thing you say to them.e



MAT
Medication for
Addiction Treatment



MAT

Pharmacotherapy
which Is combined
with psychosocial
support to treat
addiction.



Use of MAT

® Consistent with a medical model that
treats OUD as a chronic, relapsing

disease (like diabetes or high blood
pressure).

= Uses a long-acting, legal, opioid
medication to
= prevent withdrawal
" minimize craving
= block the use of opiates



33-Year Study Finds Lifelong, Lethal Consequences of
Heroin Addiction

Status of Heroin Addicts After a 33-Year Period
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Goals of MA

® To reduce mortality

® To reduce transmission of blood-borne viruses

® To improve patients’ general health and well being
(psycho-social functioning)

® To reduce drug-related crime

® To reduce opioid misuse



hree Medications FDA
Approved for Treatment of OUD

® Preferred Treatments:

® Methadone - (since 1973)
e Full Opioid Agonist

® Buprenorphine - (since 2002)
e Partial Opioid Agonist
® Alternative Treatment:

® Naltrexone - Long-acting injectable (since 2010)
® Opioid Antagonist



Pharmacology of MAT

Opioid
Effects

Agonist: Methadone,

_ _ Heroin, etc.
Respiratory suppression, death

Partial Agonist: Buprenorphine

Antagonist: Naltrexone

»
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History of Methadone

« Synthesized in Germany during
WWII

* In 1960s at Rockefeller University
in New York City, Drs. Vincent Dole
and Marie Nyswander, performed
studies showing effectiveness for
treatment of heroin addiction

« First clinics opened in NYC in mid-
1960s




Methadone

First used as treatment of opioid use disorder in USA in
1966. FDA approved in 1972

Oral opioid agonist given daily in special addiction
clinics (OTP)

Highly effective in reducing heroin use with associated
decreases in risk behaviors

Gold standard in treatment of opioid use disorders
What does methadone do?

Eliminates withdrawal symptoms, diminish cravings,
and blocks the use of illicit opioids



Methadone Regulation
Can only be dispensed by licensed Opioid
Treatment Programs (OTPs)

Must follow federal and state regulations

Requires daily dispensing (six days a week) for
first 90 days

By one year, eligible patients can receive up to 2
weeks of take-home doses

Eventually may receive 14 to 30 day supply

For <18 must document 2 unsuccessful
treatments without medication and consent of
legal guardian



Methadone dosing in a regulated clinic









Pharmacologic Properties of Heroin and

Methadone

Heroin Methadone
Onset of Immediate 30 minutes
action
Duration 4 to 6 hours 24 to 36 hours
Route of Injection,
administration Snorting, or | Oral

Smoking













History of Buprenorphine in US

® First synthesized as an analgesic in 1966
in England

® Recognized as potential addiction
treatment by US government researchers,
1970s

® First medication for OUD available for
office-based primary care practices

e Approved by the US Government, 2002



Regulation of Buprenorphine

Initially only qualified physicians could prescribe.

Since 2016, advance practice clinicians: Nurse
Practitioners (NP) and Physician Assistants (PA)

can prescribe

Requires training/certification. 8 hrs. for
physicians and 24 hrs. for NPs/PAs

Limits number of patients in treatment in first
year to 30.

After 1 year can apply to have up to 100 patients.
In special situations can have up to 275 patients.






Buprenorphine

Eliminates withdrawal symptoms, diminish
cravings, and blocks the use of illicit opioids

Usual dose is 12 to 16 mg - (blocking dose).
Maximum dose is 24 mg.

Sublingual formulation generally used once or split
into two doses daily (can be dosed 3 times a week)

Only detectable on specific lab test

Minimal sedating and unlikely to overdose (due to
ceiling effect)



Suprenorphine Formulations

* Buprenorphine + naloxone
. I\{%onone kowers abuserPotentiaI — causes withdrawal if
other oplates are present
* Naloxone not active when taken by sublingual route

* Buprenorphine without naloxone
® Used in pregnancy

* Sublingual film (Suboxone™)

* Now approved generic films and tablets
* Buccal film (Bunavail™)

* Generic tablets (Zubsolv™)

* Monthly injection (Sublocade™)

* Q6 month implants (Probuphine™)






Induction and Maintenance

Induction requires 12 hours of abstinence and mild to
moderate withdrawal to avoid precipitated withdrawal

Usually achieve therapeutic dose in first two to three
days (for most people: 12 to 16 mg buprenorphine
daily)

Maintenance treatment most effective. Generally
recommend at least one year of treatment, but many
will require longer period; no limit on length of
treatment

Weekly follow up visits initially

When stable generally do follow up every one to two
months












Buprenorphine

Methadone
Methadone ... Methadone ...
Reduces IDU Low potential for OD
Retains ptin Prescribed in MD office
treatment

Decreases craving
Stops withdrawal
Costs $ 5-13 per day

No sedation
Easy taper/detox

Rarely used concurrently
with other opiates



Random
of

40 Heroin users

Buprenorphine
8mg/day vs.

taper + placebo

All received
counseling, groups

Followed for 1 year

ized Controlled Trial

Suprenorphine

Buprenor | Placebo
-phine
Retained
at 1 yr 70%, 0
o, died
O 209,

Kakko et al, Lancet 2003



Buprenorphine Patient Outcomes:
Specific Criminal Activities
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Benefits of MAT:
Decreased Mortality

Standardized Mortality Ratio

Dupouy et al., 2017
Evans et al., 2015
Sordo et al., 2017



Opioid overdose deaths and

buprenorphine treatment: Baltimore,
MD 1995-2009

American Journal of Public Health, 2013



Does MAT Replace One
Addiction for Another?

NO! Addiction is compulsive use of a drug despite the
harm caused by its use.

Most people on MAT dramatically decrease and most
will eventually stop all use of opiates.

Patients are able to address other mental health,
medical and social problems.

Most lead normal healthy lives.

Success generally requires continuation of treatment
iIncluding linkage to psychosocial support services when
needed.






Patients with opilate addiction
can be treated by their primary
care provider

® OUD s a chronic condition, patients with opiate

addiction need an ongoing relationship with a primary
care provider to optimize their care.

® Relying only on inpatient rehab is like relying on
hospitalists to care for patients with diabetes.



What are the Best Practices for
Providing Buprenorphine
Treatment?

Low threshold to start
High threshold for discontinuation



Some characteristics of
low-threshold treatment

Abstinence not imposed as a condition of treatment
Patient-centered

Collaborative

Same-day treatment entry

Harm-reduction approach

Flexibility

Accessible
® |ncluding availability in non-traditional settings

Non-punitive

Anonymous






NIH Consensus Statement
1997/

“Although a drug-free state represents an
optimal treatment goal, research has
demonstrated that this goal cannot be
achieved or sustained by the majority of
oplate-dependent people.”

Effective Medical Treatment of Opiate Addiction.
NIH Consensus Statement 1997 Nov. 17-19;15(6):5
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http://www.ncbi.nlm.nih.gov/books/n/hssamhsatip/A83607/%23A83636

How long should buprenorphine
treatment continue?

Relapse rate of 809, within 12 months of
discontinuing MAT.

Treatment should be continued for as long as
patient Is benefiting from treatment and wishes to
continue It.

Slow taper is preferred.

Provide encouragement, support, follow-up, and a
back up plan for those who discontinue treatment.



Early cessation of
buprenorphine treatment can
have catastrophic effects,
including death!



Can Buprenorphine Be Abused?

Diversion is due, in large part, to difficulty in
obtaining legal medical treatment

Not generally a preferred drug of abuse due to
slow-onset of action.

Much less overdose risk than other opiate drugs
and medications

Higher doses protect (“block”) from use of other
oplates






Extended-Release Naltrexone

Shorter experience (approved 2011) and a few
controversial studies comparing directly to
buprenorphine and methadone

No opioid use is required for at least 7 days to begin
treatment

Difficulty with inductions (289 failure in an inpatient
study) and low retention (estimated that half of
patients only receive one or two injections).

Some positive experiences with socially stable and
highly motivated patients

Relapse after discontinuation increases risk of
overdose






US Food and Drug Administration (FDA)
approved medications

Medication Overdose Effectiveness
Risk
Methadone Some m Good data
gpToTas™ Structured

J criminality  Inexpensive

Buprenorphine Minimal Minimal Good data
|

Icitopiolds Convenient

J HIV risk Feasible
Long-acting None None J illicitopioids Minimal data
naltrexone Expensive

Sharma Substance Abuse & Rehabilitation 2016



NALTREXONE

* Few studies comparingdirectly to buprenorphineand methadone.
* Some positive experience with socially stable and highly motivated patients.

e Questions about patients continuingto take medication (adherence) and remainingin
treatment unless mandated (low rates of retention in care).

* Heavy promotion by manufacturer of extended-release injection form without adequate
evidence of superiority over first-line medications.

Substance Abuse and Mental Health Service Administration. (2019, November 22). Naltrexone. Retrieved from https://www.samhsa.gov/medication-assisted-
treatment/treatment/naltrexone



What about naltrexone?

e Massive uptake within criminal justice system. Often as only
medication being made available.

e Data limited. Largest study involving justice-involved patients
recruited those with preference for “opioid free” treatment.

e Limited patient interest. Only 4 of 303 chose naltrexone in Rl
correctional setting when given options for other therapies.



Vivitrol ™

Aggressive marketing to public, judges, sheriffs and
lobbying of politicians raises ethical concerns

Very expensive (approx. $1,000 per month)

Conclusion: Most addiction specialists in the US
consider naltrexone to be a second-line treatment
for opiate addiction.

Currently offered as the only MAT option in
hundreds of US jails, prisons and drug courts.






Adverse Effects'9:21.2224

Buprenorphine
- Adverse effects are similar to those of other opioids: constipation, nausea,
vomiting, headache, anxiety and sleep disturbances.

Methadone
« Adverse effects are similar to those of other opioids: constipation, nausea,
vomiting, headache, anxiety and sleep disturbances.

Naltrexone

« Adverse effects may include: insomnia, lack of energy/sedation, anxiety,
nausea, vomiting, abdominal pain/cramps, headache, cold symptoms, and
joint and muscle pain.

« Injection site reactions may be reported for injectable naltrexone.






Barriers to Proper
Treatment



Audio Link

https://n.pr/3])TEwn3



https://n.pr/3jTEwn3




The program has received nearly $1 million in state and county
funds and about $350,000 in federal money.



Rehab industry

® Detox without initiation of Opioid Agonist
Treatment (methadone or buprenorphine) has

failure rate of 909% and places patients at risk of
overdose death.

® Long term inpatient Rehab is a multibillion dollar
industry frequently paid out-of-pocket by families.

®* May cost anywhere from $10,000 to $50,000 per
month.



Buprenorphine is Underutilized

Difficulty getting access to treatment — Too few trained;
too few prescribe (79% U.S. doctors)

Missed opportunities to start treatment: emergency
departments, prisons and jails, hospitals

Stigma and misunderstanding by the public, medical,
drug treatment, criminal justice workers

Punitive policies (“War on Drugs”) and administrative
barriers

Excessive cost of medications

Market-based health care shuns patients with chronic
diseases such as OUD
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John Ehrlichman, Nixon’s domestic
policy chief, explains the origin of the
War on Drugs

“...We knew we couldn't make it illegal to be
either against the war or Black, but by getting the
public to associate the hippies with marijuana
and Blacks with heroin and then criminalizing
both heavily, we could disrupt those
communities.”

https://harpers.org/archive/2016/04/legalize-it-
all/















Why MAT in Criminal Justice
settings”?
65% of incarcerated population in US meet criteria of
SUD *

(https://www.centeronaddiction.org/newsroom/press-
releases/2010-behind-bars-I1l )

OUD prevalence estimated at 17 to 19%
Many are incarcerated due to their drug use

Only 10 to 20% of general population with opiate
addiction are being treated and even fewer in the
criminal justice system



Risk of Overc
Re

ose Death After
ease



What are the benefits of MAT in corrections?

Benefits Evidence

Reduces illicit opioid use post- Mattick, Breen, Kimber, & Davoli, 2009
incarceration

Reduces criminal behavior post- Deck el al., 2009

incarceration

Reduces mortality and Degenhardt et al., 2011; Kerr et al., 2007
overdose risk post-incarceration

Reduces HIV risk behaviors (i.e., MacArthuret al,, 2012

injection drug use) post-incarceration

Additional social, medical, and economic benefits of providing MAT to inmates who are opioid-dependent are well-

documented
(Richet al., 2015; Zaller et al., 2013; McKenzie et al., 2012; Heimer et al., 2006; Dolan et al., 2003)



States with buprenorphine or
methadone in jail or prison

Williams New York Times August 4, 2017
Vestal www.pbs.org May 23, 2016

Map courtesy of M. Bachhuber









What is Harm Reduction?

HARM REDUCTION is a set of practical strategies

and ideas aimed at reducing negative
consequences associated with drug use.

HARM REDUCTION is also a movement for social
justice built on a belief in, and respect for, the

rights of people who use drugs

The Harm Reduction Coalition



Harm Reduction Program
Goals

" Reduce the incidence of blood-borne infections
— HIV, HBV, HCV

* Reduce the incidence of other diseases caused
by reusing or sharing syringes — abscesses,
endocarditis, septicemia

" Prevent deaths from accidental overdose
* Educate clients on safer use strategies

= Assist clients to access drug treatment and
other related health services















www.cdc.gov/immwr/preview/mmwrhtml/mm64 16a4 .htm









What is Naloxone?

o Naloxone is a medication
that reverses the effects of
opioid overdose by blocking
the opioid’s action on the
brain and restoring
breathing.

- Naloxone’s only purpose is
to reverse overdose: it is
not a “recreational” drug
and does not cause a
“high_”

o The use of naloxone, In
combination with rescue
breathing, can save a life.


file://upload.wikimedia.org/wikipedia/commons/0/0e/Naloxone_(1).JPG




Perspective

The Rising Price of Naloxone — Risks
to Efforts to Stem Overdose Deaths
‘Ravi Gupta, B.S.,

‘Nilay D. Shah, Ph.D.,

«and Joseph S. Ross, M.D., M.H.S.
December 8, 2016

N Engl J Med 2016; 375:2213-2215
DOI: 10.1056/NEJMp1609578



http://www.nejm.org/medical-articles/perspective
http://www.nejm.org/toc/nejm/375/23?query=article_issue_link

109, one year mortality (339% from overdoses) after naloxone
rescue.

Presented 10/30/17 at the American College of Emergency
Physicians' annual conference in Washington.


















How is Canada doing?
More than 50 gov't funded DCRs; more planned

IOAT including Heroin-Assisted Treatment

NHP funds naloxone, needle and syringe and harm
reduction outreach programs

Prioritizes buprenorphine treatment. No Vivitrol™.
MAT in prisons

In 2018, announced roll-out of Prison Needle
Exchange Program (PNEP) at two federal prisons.

Fewer overdose deaths than USA:
11.8/100,000 wvs. 20.7/100,000 (2018)









COVID-19 is Especially
Dangerous for PWUD

Often older with chronic medical conditions
Access to clean water, soap, sanitizer, masks may be limited

SSPs closed or limited hours so less access to clean syringes,
naloxone, equipment

Difficulties of shelteringin place or isolating themselves
Many have co-occurring disorders

Access to drug supplies may be disrupted and therefore forced
to seek drugs from new sources

Drug supply likely to be contaminated and highly toxic

Medical providers overwhelmed, reassigned or not available for
medications including MAT



“Overdoses go up, paradoxically, as supply goes down,” says Daniel Ciccarone,
a professor at the UCSF School of Medicine. During shortfalls, people will
substitute drugs they're less familiar with, or change their habits, making
dosing less reliable and potentially causing a spike in overdoses. A chagrined
Ciccarone predicts that the pandemic may usher in a fifth wave of the opioid

Crisis.

National Geographic 4/21/20









Key Take-Home Points

* Many different options for many different
clients: NO ONE SIZE FITS ALL

* If clients are using any opioid (heroin,
fentanyl, pills), they are good candidates
for medication therapy

®* Methadone and buprenorphine dramatically
decrease risk of death and have many
individual and societal benefits



What Must Be Done?

Address the structural and social determinants of health:
jobs, housing, living wage, education, systemic racism

Improve health professional training in caring for patients
with SUD

End racialized War on Drugs and mass incarceration.

® | egalizing adult use of recreational cannabis - 14 states, D.C.,
the Northern Mariana Islands, and Guam. Another 16 states and
the U.S. Virgin Islands have decriminalized its use.

® Decriminalizing personal possession (i.e. Oregon, Portugal)
Expand harm reduction and MAT access

Support Improved Medicare-for-All, single-payer, not-for-profit
national health program















THANK YOU

Bruce G. Trigg, MD

trigabov@gmail.com



