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Objectives

e Review the current scope of the opioid crisis
» Learn effects of opioids on the brain and body
e Discuss FDA's role

— FDA's Opioid Action Plan
* Discuss interventions by states

— Prescription Drug Monitoring Programs
s Consider possible future directions

— Need for organizational change
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Where are we now?

e Almost 2 million Americans abused or were
dependent on prescription opioids in 2014.1

 An estimate 10 million people used
prescription opioids for non-medical use in
20142

o There were 33,091 overdoes deaths in the U.S.
in 2015 from opioids.3

— For perspective, this is about the average attendance of a NY
Yankees game (33,027).4
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e Among new heroin users, about three out of

Prescribed Opioids pose a Risk beyond
the Patient who receives the
Prescription

¢ Among people who abuse prescription
opioids, most get them
— From a friend or relative for free (55%)
— Prescribed by a physician (20%)
— Bought from a friend or relative (11%)*

four report abusing prescription opioids
before using.®
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Opioid Prescribing Varies Widely

Some states have more opioid
presciptions per person than others.
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Are we “Winning” the Battle?

Are we “Winning” the Battle?

Progress is being made

e Prescriptions for opioid
painkillers decreased in
2013, 2014, and 2015.8

e {n2015: the number of
“narcotic prescriptions
dispensed” decreased
16.6%.°




Are we “Winning” the Battle?

Progress is being made But we still have much to do

¢ Prescriptions for opioid
painkillers decreased in
2013, 2014, and 2015.° ! o

¢ In 2015: the number of !
“narcotic prescriptions
dispensed” decreased e
16.6%.°

* Opioid prescribing is still high
relative to historical fevels

¢ Deaths from opioid overdose
continue to rise; 15.5%
increase 2014 to 2015.7
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* Deaths from opioids continue to increase
« Deaths from herain and fentanyl appear to be increasing at a faster rate!!
« Fentanyl deaths are likely 2 to illicitly manufactured fentanyl
* Since nearly 80% of heroin users report using prescription opioids prior to
heroin, deaths from prescription and lllicit opioids are inherently linked 12
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Opioid Epidemic in Maryland

® |n 2015, 1259 overdose deaths state wide
* |n 2016, 2089 overdose deaths
* , overdose deaths increased approximately 65%*
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County-level Impact

e As of July 14,
2017, there
were 48 deaths
in 2017.16

¢ This projects to
89 deaths in
2017,a 65%
increase over
2016.

| OVERDOSE AWARENESS
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Opioid Effects on the Brain

Early effect

¢ QOpioids cause increased
dopamine release in the
midbrain, leading to
feelings of pleasure.’

Opioid Effects on the Brain

Later effects
* Changes in activity in the
lower brain stem are
involved in withdrawal
symptoms
Tolerance — needing more
drug to achieve same effect
* Brain cells with opioid
receptors become less
responsive over time
when exposed to opioids
* Dependence — susceptibility
to withdrawal symptoms




The Brain Changes with Continued
Opioid Use

e Lower brain stem is involved in basic life sustaining
functions. Nerve activity stimulates alertness,
breathing, and blood pressure.

* QOpioids decrease activity in this part of the brain,
causing drowsiness, decreased blood pressure, and

slower breathing. /
A

¢!
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Dependence

® Over time, the brain responds by increasing
activity, even when opioids are present, to
maintain normal breathing and blood
pressure.

* Thus, the brain adjusts, so that activity is more
or less normal when opioids are present.
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Withdrawal

¢ Then, if opioids are no longer taken, activity
increases even further, leading to more than
usual activity.

¢ The result is jitteriness, yawning, sweating,
anxiety, muscle cramps, and diarrhea
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Opioid Effects on the Brain

¢ Frontal lobe may also
be damaged.?’

¢ Frontal lobe is involved
in judgement, planning,
and other “executive
functions.”

* Thus, opioid use may
lead to impaired
decision making and
poor impulse control.
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What is FDA doing about Opioids?

¢ FDA has taken numerous actions to address risks
associated with opioid use, misuse, and abuse.

e Actions include labeling changes, warning letters
regarding misleading ads, scientific workshops,
public hearings, advisory committee meetings,
approval of abuse-deterrent formulations, and
requiring postmarket safety studies.

* Opioid safety is not a new area for FDA — FDA’s
actions re§arding opioid risks date back at least
15 years.t
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FDA Action Pian
(February 4, 2016)

* In response to the opioid abuse epidemic, FDA
leadership called for a far-reaching action plan to
reassess the agency’s approach to opioid
medications. The plan focused on policies aimed at
reversing the epidemic, while still providing patients
in pain access to effective relief.1®
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FDA Opioids Action Plan

To reverse the epidemic while still providing patients
with access to effective relief

Advisory Committees
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Post-market
REMS

Abuse Deterrent

Supporting Treatment
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Expand use of Advisory Committees

“Advisory committees (ACs) provide FDA with
independent advice from outside experts..."?°
e FDA wili convene an AC before approving any
new opioid without abuse-deterrent properties
e Pediatric AC will make recommendations
regarding pediatric labeling before any new
labeling is approved
e FDA will consult an AC for abuse-deterrent
formulations which raise novel issues.?®
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Immediate Release Labeling

e In the Action Plan, FDA proposed to develop
warnings for the immediate release {IR) opioids
similar to the labeling for extended release/long-
acting opioids (ER/LA).

e On March 22, 2016, FDA required the addition of
a new boxed warning about the serious risks of
misuse, abuse, addiction, overdose, and death.

e Indication was clarified to specify that opioids
should be used only when alternative treatment
options are inadequate or not tolerated.?!
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Strengthen Postmarket Requirements

» Evidence to guide opioid use, particularly long

term use, is substantially lacking.

FDA is strengthening the requirements for
drug companies to generate postmarket data
on the long-term impact of ER/LA opioids.®
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Update the Risk Evaluation and
Mitigation Strategy (REMS) Program

REMS program: requires drug companies to fund
continuing education programs on the use of these
products.
FDA has released a draft of revised topics to be
included in the prescriber education program 2223
 Principles of acute and chronic pain management
* Non-pharmacologic treatments for pain
* Opioid and non-opioid pharmacologic treatments for
pain
FDA held a public meeting regarding prescriber
education on May 9 - 10, 2017
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Abuse Deterrent Formulations (ADF)

Abuse-deterrence targets the known or
expected routes of abuse, such as crushing in
order to snort and dissolving in order to inject

Abuse-deterrent is not abuse proof

FDA supports efforts to better understand the
impact of ADFs in real-world settings.?®

FDA has issued guidance on generic ADFs, as
less costly products should increase
prescribers’ uptake of ADFs.
U.S. FOOD & DRUG
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Support Better Treatment

e FDA is reviewing options to make naloxone more
accessible to treat opioid overdose.!®
— This could include over-the-counter availability
» Naloxone is currently available without a prescription or by
standing prescription in many states
— FDA sponsored a competition to design an app to
increase the likelihood that an opioid user will receive
naloxone in the event of an overdose?®

¢ Alow-cost, scalable, crowd-sourced mobile phone
application
s 0D Help” is in development
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Support Better Treatment

e FDA “actively supports the Centers for Disease
Control and Prevention guidelines for
prescribing opioids for the treatment of pain
and will facilitate the development of
evidence and improved treatments.”!?

e Guideline can be found at
https://www.cdc.gov/drugoverdose/prescribing

[providers.html
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Reassess the Risk-Benefit Approval
Framework

¢ FDA is assessing “how to take into account our
evolving understanding of the risks of opioids,
not only to the patient but also the risks of
misuse by other persons who obtain them.”?

e Thus, the broader public impact of opioid
abuse will be formally incorporated into
approval decisions.
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CDC Guideline

e Intended to help providers make informed
decisions about pain treatment for patients in
primary care settings.?”’

* Best practices include use of non-opioid therapies
for pain management, “start low and go slow,”
follow-up with regular assessments

e https://www.cdc.gov/drugoverdose/pdf/guidelin
es at-a-glance-a.pdf

* CDC now has an app to assist with opioid
prescribing.2®
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Solutions will need to come from
many Sources

FDA is one of many Federal agencies
addressing Issues involving opioids (n =
1)

Many Federal Agencies share
information via the Federal Interagency
Working Group on Opioids

Each state has programs to address
opioids (n = 50)

Guidelines and educational programs
are avallable from specialty societies
Healthcare institutions

Advocacy groups
individual providers (n = 809,845)"
Patients (n = millions)
U.S. FOOD & DRUG
ADMINISTRATION

Solutions can take many Forms

DON'T
LET YOUR

ATHLETE it
BECOME )] ADDICTION

ADDICTED R:earn more: www.drugiree.org O

0382

Treating injuries with prescription
painkillers can lead to

QOB gy

erer 0 U.S. FOOD & DRUG

ADMINISTRATION

12



r

A 4

States and their Interventions

States with Education Initiatives for Various Stakeholders on
the Risks of Opioids3!

General Public 48
Prescribers 31
Patients and Families 24
Pharmacists 22

States indicating no educational programs on opioids: Alaska, Kansas, and
Wyoming

Other Inventions of Note

* Increased funding for medication-assisted treatment: 29 states
¢ Expanded availability of naloxone: 28

* Guidelines for safe opioid prescribing: 23

* Enacted legislation to regulate pain clinics: 14

ADMINISTRATION
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States and Prescription Drug Monitoring
Programs (PDMPs)

Status of F fon Drug M g F (PDMPs)
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PDMPs

e Collect data on the prescribing of drugs with
the potential for abuse

¢ Allow providers and pharmacists to access
data to evaluate

— Specific drugs, doses, amount, and dates of recent
prescriptions

— If > 1 provider has prescribed for a patient

* Goal is to increase patient safety and decrease
practices such as “doctor shopping.”
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ADMINISTRATION

13



State examples - Ohio

The Problem Interventions
o Ohio has one of the highest  * 3 Guidelines developed

rates of drug overdose o Prescribers required to check
state PDMP (2014}
13
deaths (24.6/100,000). o Strengthened “pill mill” laws
¢ Unintentional drug — COhio revoksd licenses of 61
overdose is the leading ﬂg::,‘;'::;ﬁf."?:"’“"‘“’
cause of injury related ¢ Drug take back program
death in Ohio. s Increased access to naloxone

without a prescription

* Education programs on
naloxone administration

7/20/2017

Ohio — Results of interventions

Doses dispensed decreased 10.4% from 2011 to
2015.

e Proportion of unintentional drug overdose deaths
involving a prescription opioid has decreased:
45% to 22% (2011 compared to 2015)

instances of “doctor shopping” decreased from
2206 (2011) to 720 (2015)

Deaths from unintentional overdose continue to
increase: 3050 in 2015 compared to 1722 in
20113
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Vermont

Vermont is often listed as a state that has taken
many actions toward addressing opioid use

e Drug poisoning deaths 14.7/100,000 (2014) about
average for U.S.

S
B
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Vermont - Interventions

s Interventions to address opioid misuse and
abuse in Vermont include:
— Mandatory prescriber education
— PDMP
— Increased naloxone access

— Increased availability of opioid use disorder
treatment3s

* Vermont has one of the highest rates of treatment
capacity
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Vermont - Results

* Opioid prescriptions decreased by an
estimated 7.9% from 2014 to 2015. This
would be the first decrease since 2010.

e Non-medical use of prescription pain relievers
has decreased across all age categories {from
2010/11 to 2013/14)

¢ Use of naloxone has increased

* Opioid-related fatalities have continued to
increase (41 to 106, 2010 to 2016)°¢
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Tennessee

e Ranks 2" in the U.S. in opioid pain relievers
sold/10,000 persons®’

 ED visits for opioid poisoning increased 51%
from 2005 to 2011.

* Hospital costs related to opioids exceeded
$29,000,000 in 2012

Direct costs for medication-assisted treatment
were almost $60,000,000 in 2013

- U.S. FOOD & DRUG
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Tennessee - Interventions

* PDMP
— Registration required 1/2013
— Mandatory checking before prescribing 4/2013
¢ Drug take back initiative
* Educational symposia to educate prescribers
¢ Requirement to identify top 50 prescribers
— Top 50 prescribers accounted for 15% of opioids
dispensed®
— Prescribers required to justify their prescribing
practices within 15 days of being notified
U.S. FOOD & DRUG
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Tennessee — Results

Decline in opioid MMEs to patients of 14.3%
from 2012 to 2015.3°

* Opioid prescriptions decreased 7.8% from
2012 to 2015.

The amount of MMEs dispensed per County
on a per capita basis decreased for every
county during 2013 - 2015.

A decrease of 50.1% of potential doctor
shopping patients from 2011 to 2015*

*patients seeing providers out of TN would not be identified U.S. FOOD & DRUG

in this analysis ADMINISTRATION

Tennessee - Results

e MMEs prescribed by top 50 prescribers have
decreased 28% since 2013.

ot T 019 - 2936

tseanew  LOLIAL

Lumomon anm
TRl s

—

Y By, ED e

=

* Drug Overdose deaths rose 14.5%, from 1263 to

1451 from 2015 to 2016.%°
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Do PDMPs Work?

e A PDMP with a = WStates whth mandates
mandate {registration @ =
or use) was associated

with a 9 - 10% ‘B

reduction in »

prescriptions for =
Schedule Il opioids by ' I
Medicaid enrollees.® 0 2t

Schadde
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Do PDMPs Work?

¢ PDMP implementation was associated with a reduced opioid
volume but no changes in MMEs or opioid prescriptions 12
months after implementation compared with non-PDMP
states (Medicare beneficiaries, 2007 — 2012, in 10 states).*?

==~ Control Tota Opwoed Volume, by —— POAP Tot) Opeoud Vohme. I §
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Issues that limit PDMPs

 Different PDMPs collect information on different
groups of drugs.

e PDMPs do not all collect the same data

e |t can be difficult to identify the correct
individual.
— People can have the same similar names, 1 person

with >1 name
¢ Each PDMP has a unique mandate from the state

— Changing a PDMP to allow a change in provider access
or data sharing can require the passage of new
legislation.

U.S. FOOD & DRUG
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Issues that limit PDMPs

e Positive Identification: 27 states have no
requirement regarding checking ID when
dropping off or picking up a prescription.

See ref. 43

7/20/2017

Issues that limit PDMPs

o Data sharing: as of 4/20/2017, 40 states are
engaged in data sharing with at least one
other state.

See ref 43

Issues that limit PDMPs

e 14 states allow > 1 day interval for a pharmacy
to transmit information to the PDMP.

See ref 43
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Where are we now?

¢ Almost 2 million Americans abused or were

dependent on prescription opioids in 2014.

An estimated 4.3 million people used
prescription opioids for non-medical use in
the past month.?

There were 33,091 overdoes deaths in the U.S.
in 2015 from opioids.?

- For perspective, this is the average attendance of a NY
Yankees game (33,027)*
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What has “Worked” to Date?

There is some evidence that PDMPs can effect
modest change.

Overall, opioid prescribing is decreasing over
the last several years.

Deaths from opioids continue to rise.

Finding new and additional ways to address
opioid use, misuse, and abuse remains an
urgent public health issue.

U.S. FOOD & DRUG
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What do the Experts Say?

* National Academies of Sciences, Engineering,

and Medicine developed a report to:
— inform FDA on the state of the science regarding
opioid misuse and abuse

— make recommendations on the options available
to FDA to address the prescription opioid
overdose epidemic.

— Report released July 13, 20174

U.S. FOOD & DRUG
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NASEM Recommendations

Invest in research to better understand pain,
opioid use disorder, and public health
implications of opioids.

improve reporting of data on pain and opioid use
disorder

improve the use of PDMP data

improve education for health care providers and
evaluate the impact of patient and public
education

Reduce barriers to accessing non-opioid
treatment options for pain

U.S. FOOD & DRUG
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NASEM Recommendations

Reduce barriers to coverage of medications used
to treat opioid use disorder

Improve access to naloxone

Incorporate public health considerations into
opioid-related regulatory decisions

Increase the transparency of regulatory decisions
regarding opioids
Strengthen the post-approval oversight of opioids

Conduct a full review of currently marketed
opioids

U.S. FOOD & DRUG
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No Quick Fix
The opioid crisis did not develop overnight
and it won't be fixed quickly, either.

Any solution is going to require changes by
multiple stakeholders.

No solution is going to be “perfect.”

Any solution is going to require cultural
change, which is difficult to achieve.

U.S. FOOD & DRUG
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Behavioral Change

“Previous experience is clear that to be
effective, behavior change, including prescribing
opioids, is extraordinarily difficult and requires
technical assistance including mentoring, skills
development, and most of all, systems
redesign.”

-Lessons Learned from Implementing
Project Lazarus in North Carolina*®

U.S. FOOD & DRUG
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My Guess about “What’s Next?”

» Increased intensity of familiar interventions, resulting in modest
reductions in prescribing
— More mandatory prescriber education
— PDMP technology and data sharing will improve.
— More mandated use of PDMPs
— Continued hasis on ifying "pill mills.”

~ Larger decreases in prescribing and a subsequent reduction in
overdose deaths are unlikely until prescribers alter their thinking
about opioids and develop a higher threshold to prescribe.
-Perhaps this cuitural shift is already underway but it is too early to see a
reduction in fatalities
» Fentanyl and its derivatives will be involved in a significant
number of overdose deaths until we can decrease the number
of opioid abusers, increase access to treatment, and/for decrease
the supply of illicit fentanyl.

U.S. FOOD & DRUG
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What’s Next for FDA?

"Unquestionably, our greatest immediate challenge
is the problem of opioid abuse. This is a public
health crisis of staggering human and economic
proportion ... we have an important role to play in
reducing the rate of new abuse and in giving
healthcare providers the tools to reduce exposure
to opioids to only clearly appropriate patients, so
we can also help reduce the new cases of
addiction."

- Scott Gottlieb, FDA Commissioner*®
Address to FDA staff, May 15, 2017
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Questions???

U.S. FOOD & DRUG

ADMIN STEATION

7/20/2017

References

https://www.cdc gov/drugoverdose/opicids/index.htmi

https //www.samhsa.gov/atod/opioids

https://www.cdc.gov/mmwr/volumes/65 /wr/mm655051el htm

http://www.espn com/mlb/attendance {Through 26 games of 2017 season)

https://www.cdc.gov/drugoverdose/data/prescribing.html

https://www.cdc.gov/drugoverdose/opioids/herain.html

https://www.cdc.gov/vitalsigns/opioid-prescribing/index.html

https:/{www.nytimes.com/2016/05/21/health/opioid-prescriptions-drop-

for-first-t me-n-two-decades.html? r=0

9. IMS Institute for Healthcare Informatics. Medicines Use and Spending in the
1.5 : A Review of 2015 and Outlook to 2020. April, 2016

10. For 2014 deaths, see

https://www.cdc.gov/mmwr/preview/mmwrhtml/mm6450a3.htm?s cld=m
m6450a3 w =3

L o

ADMINISTRATION

U.S. FOOD & DRUG

References

11. https.//www.cdc.gov/drugoverdose/data/fentanyl.htmi

12, https {/www drugabuse.gov/publications/research-reports/relationship-between-
prescription-drug-heroin-abuse/prescription-opioid-use-risk-factor-heroin-use

13 https:{/www.cdc.gov/drugoverdose/data/statedeaths.html

14 https://bha health.maryland gov/OVERDOSE PREVENTION/Documents/Maryland
%202016%200verdose%20Annual¥%20report.pdf

15. http://patch.com/maryland/belair/first-heroin-related-fatality-2017-harford-
county-reported

16. As recarded on the sign outside of the Benson MD State Police barracks

17. Kosten TR and George TP. The iology of opiaid d dence: implications
for treatment. Sci Pract Perspect. 2002 Jul;1(1):13-20. Review

18. http://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm338566.htm
19. hrtps://www.fda.gov/newsevents/newsroom/factsheets/ucm48a714 htm

ADMINISTRATION

U.S. FOOD & DRUG

22



References

20. htps://www.fda.gov/AboutF DA/Transparency/Basics/ucm222191 htm
21. https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/
ucm491739.htm

22. Federal Register, May 10,2017. !\nps:g,{www.ggo.gov(fdsgszgkg;_'FR_-M
05-10/html|/2017-09442.htm

23, hngs:{‘{www‘fda.goy{DrugsgNewsEven_tsﬁucm553931 htm

24. https://www.federalregister.gov/documents/2017/04/18/2017-
QBZ1gtraining-health-care-groviders'pn-gam-managem_ent-and-safe-use-o_f-
opioid-analgesics-explaring-the

25. https.//www.fda.gov/newsevents, newsroom/factsheets/ucm514939.htm
26. hngs.{,jwww.fda.gov{NewsEvents{Pub[icHealthFocus,-_'ucm520943.htm

(7Y U.S. FOOD & DRUG

ADMINIZTRATION

7/20/2017

References

27. https.{/www cdc.gov/drugoverdose/ prescrib. ng/providers htm|

28. https://www.cdc.gov/drugoverdose/prescribing/app.htm!

29. "Active doctors of medicine in patient care in the U.S. in 2013"
https://www.statista com/topics/1244/ph sicians/

30. Photo by S. Winlecki. Taken 5/15/2017. Bel Air, MD.

31. Wic ilake S, Zur J, Mul y-Day N, et al. How States Are Tackling the
Opioid Crisis. Public Health Rep. 2017 Mar/Apr;132(2):171-179.

32, http://www.pdmpassist org/pdf/PDMPProgramstatus pdf

33, Penm J, MacKinnon NJ, Boone JM, et al. Strategies and palicies to address the
opioid epidemic: A case study of Chio. ] Am Pharm Assoc {2003). 2017 Mar -
Apr;57(25):5148-5153

ttp.//www.odh ohio gov/-/media/ODH/ASSETS/Flles/health/injury-
prevention/2015-Overdose-Data/2015-Ohio-Drug-Overdose-Data-Report-

FINAL .|
35. hitp://www heal(_hvermunl.gov{sitesjdefaul({fiIes{documentsfznlsglu
ADAP_Opioids Prevalence Risk_Impact pd

36.hitp://www healthvermont gov/sites/default/files/documents/pdf/ADAP Data
Brief Opioid Related Fatalities pdf

ACMINISTRATION

U.S. FOOD & DRUG

References

37. nttp.//www.tennesiee gov/assets/entities/behavioral health/p-r-
f/attachments/Prescription_Drug Epidemic in TN May 2014 pdf

38 https//www deadversion.usdoj gov/mtgs/pharm awareness/conf 2014/
march_2014/holt pdf

38, hitps.//www.in gov/assels/entities/health/attachments/CSMD

AnnualReport 2016 pdf

40, https://tn.gov/assets/entities/health/attachments/2017 Comprehensive
CSMD_Annual Report pdf

41. nttp://content.healthaffairs org /content/36/4/733 long

42. Moyo P, Simoni-Wastila L, Griffin BA, et al, Impact of prescription drug monitaring
programs (pdmps) on opioid utilization amon| medicare beneficiaries in 10 U.S.
States. Addiction. 2017 May 12 doi: 10.1111/add.13860.

43, hitp://pdmpassist.org/pdf/state _survey comparisons TAG final 20161208 1.pdf
44. Report can be downloaded at: hitp.//nationalacademies.org/hmd/Reports.aspx
?g.nn‘gs:{{iprc_uncedu{files,.’lDla{OB[Lessons Learned- White-Paper-FINAL 8-15-

46. Scott Gottlieb, as quoted by Becker's Hospital Review, 5/16/2017.

ADMINISTRATION

U.S. FOOD & DRUG

23




