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Objectives

*Understand the history of opioid epidemics in the US
*Understand the severity of the current opioid epidemic

*Understand facts/statistics surrounding the opioid
epidemic

*Understand treatment efforts to combat the opioid
epidemic
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“Cure sometimes, treat often, comfort always.”
- Hippocrates



Opioid Epidemics in the U.S.

1st: 1890’s
2nd: 1970’s

3rd: Current



First Opioid Epidemic

* Morphine discoveredin 1823

* Hypodermic needle invented around 1865

e Heroin discovered in 1874




The Oklahoman

In 1919, Oklahoma City Mayor Walton implored citizens to gather at the Chamber of
Commerce one Friday night in August to discuss the narcotics situation he termed as
evil. “The evil is growing rapidly.”

The Oklahoman reported, “Representatives of all civic organizations, a physicians’
board, members of the Ministerial alliance, lawyers, GovernorJ.B.A. Roberson and
other state officials, and representative business men will be invited to attend the
meeting. The narcotics situation is so serious it demands the immediate attention
of the citizens.”

Walton was calling the meeting because he saw a pattern of drug addicts being
arrested, placed in the city jail, fined and released. He was pleading with citizens
to contribute money to help fund treatment options, The Oklahoman reported.




First Opioid Epidemic

* By 1900 there were an estimated 250,000 opioid addicted individuals
in the U.S.

* Morphine maintenance clinics were established in 44 cities across the
United States

* Importation of smoking opium prohibited in 1909

* Harrison Narcotics Tax Act of 1914 made it illegal to prescribe opioids
for maintenance of addiction




Second Opioid Epidemic

* Returning soldiers from Vietnam

e Largely heroin

* Dr.Vincent Dole published a paper
on the efficacy of methadone
maintenancein 1965, which lead to
the legalization of methadone
maintenance treatmentby the FDA
in 1972




The Current Epidemic




1980s

Two simultaneous events occurred at the same time:

1. Development of novel narcotic analgesics by drug
manufacturers

2. The legitimate and necessary development of hospice and
palliative care and pain management specialties driven by the
medical community

*Pharmaceutical companies took advantage of the physician
movement and hijacked it for their own profits
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ADDICTION RARE IN PATIENTS TREATED
WITH NARCOTICS

To the Editor: Recently, we examined our current files to deter-
mine the incidence of narcotic addiction in 39,946 hospitalized
medical patients' who were monitored consecutively. Although
there were 11,882 patients who received at leasl one narcotic prep-
aration, there were only four cases of r ly well d
addiction in patients who had no history of addiction. The addic-
tion was considered major in only one instance. The drugs im-
plicated were meperidine in two patients,? Percodan in one, and
hydromorphone in one. We conclude that despite widespread use of

ic drugs in hospitals, the develop
medical patients with no history of addiction.

JANE PORTER

HersHEL Jick, M.D.
Boston Collaborative Drug
Surveillance Program

Waltham, MA 02154 Boston University Medical Center

1. Jick H, Micttinen OS, Shapiro S, Lewis GP, Siskind Y, Slone D.
Comprehensive drug surveillance. JAMA. 1970; 213 1455—60

2. Miller RR, Jick H. Clinical effects of meperidine in hospitali dical
patients. J Clin Pharmacol. 1978; 18:180-8.

PROGNOSTIC VALUE OF IMMUNOLOGIC MARKERS IN
ADULTS WITH ACUTE LYMPHOBLASTIC LEUKEMIA

To the Editor: The letter from Dr. Bitran' has raised an important
but as yet unsettled question about prognostic factors in acute lym-
phoblastic leukemia in adults. On the basis of experience with 13
patients, Dr. Bitran suggested that adults with T-cell disease could
have a limited survival and a lower rate of remission than those with
B-cell disease. From January, 1974, to June, 1979, we studied 42
consecutive adults (more than 12 years old) with acute lympho-
blastic leukemia for sheep-erythrocyte rosette formation and sur-
face immunoglobulins. Patients were classified as having T-cell dis-
ease if they had more than 40 per cent of marrow blast cells forming
E-rosettes, or B-cell disease il they were positive for surface immu-
noglobulins. Details on the techniques have been reported else-
where.? There were 31 patients with null-cell leukemia, eight with
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17,000 U per square meter daily). Patients who had complete
remissions (except for three over 60 years of age) received cen-
tral-nervous-system lherapy (2400 rads to the skull, with five in-
trathecal injections of or arabinosyl cytosine, or
both). During complete remission, they were given 6-mercaptopur-
ine (70 mg per square meter daily), methotrexate (25 mg per square
meter cach week), and courses of vincristine and prednisone every
three to four months.

Results are shown in Table 1. They do not support the sugges-
tion by Dr. Bitran that in adults with acute lymphoblastic anemia,
T-cell leukemia has a poorer prognosis than B-cell d How-
ever, b of the limited of cases and the short follow-
up, the present data are far from definitive. More information on
this point is needed. The identification of prognostic factors in acute
lymphoblastic anemia in adults is critical, not only for the choice of
induction therapy but also because young adults with an estab-
lished poor prognosis could profit from allogeneic-marrow trans-
plantation during the first remission. Therefore, we suggest that for
the time being it may be wiser to base prognosis on more estab-
lished criteria, such as age and blast-cell count in the blood.?

MicHeLE Baccarani, M.D.
Marco Gossi, M.D.
SanTeE Tura, M.D.
40138 Bologna, Italy S. Orsola University Hospital
1. Bitran JD. Prog value of i kers in adults with
acute Iymphoblnue leukemia. N Engl J Med. 1978; 299:1317.
2. RnueroD Baccarani M, Gobbi M, Tuns Adult acute lymphoblastic
k ia: study of 32 patients and analysis of p factors. Scand
J Haematol. 1979; 22:154.

DECREASED KETOGENESIS DUE TO DEFICIENCY OF
HEPATIC CARNITINE ACYL TRANSFERASE

To the Editor: In 1970 Engel reported in the Journal a disorder of
the skeletal muscle without fasting hyperketonemia and with a nor-
mal increase in ketone bodies after oral medium-chain triglycer-
ides.! He suggested a possible defect in the use of long-chain fatty
aclds Usually, fasting is iated with hyperk ia except in
hyperinsulinemic states. Hyperl ia results from the release of
long-chain fatty acids from adlpose nssue and their mlrahcpatu:
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Figure 1. Number and Type of Citations of the 1980 Letter, According to Year.

Shown are number of citations of a 1980 letter to the Journal in which the correspondents claimed that opioid therapy
rarely resulted in addiction. The citations are categorized according to whether the authors of the articles affirmed
or negated the correspondents’ conclusion about opioids. Details about “other” citation categories are provided in

Section 2 in the Supplementary Appendix.




1990s

*Aggressive Industry Marketing of Opioid Products in the late
1990s/early 2000s

- Opioid phobia and the needless suffering of patients

- Opioid addiction is rare if pain is managed appropriately

- Opioids can be easily discontinued




5th Vital Sign




5th Vital Sign

I. Recognize and Treat Pain Promptly

IA. Chart and Display Patients’ Self-
report of Pain.—A measure of pain in-
tensity should be recorded in a way that
makesit highly visible and facilitates regu-
lar review by members of the health care
team. This information should be incor-
porated in the patient’s permanent re-
cord. The data can be recorded on a vital
sign sheet at the patient’s bedside
(Figure), a page at the front of the pa-
tient’s record, or a chart in the nursing
station or outpatient clinic, depending on
the routine work flow of the health care
team. Unrelieved pain should be a “red
flag” that promptly turns attention to this
problem.
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IV. Current information and experience suggest
that many commonly held assumptions need
modification

Addiction

Misunderstanding of addiction and mislabeling of
patients as addicts result in unnecessary withholding of
opioid medications. Addiction is a compulsive disorder in
which an individual becomes preoccupied with obtaining
and using a substance, the continued use of which
results in a decreased quality of life. Studies indicate
that the de novo development of addiction when opioids
are used for the relief of pain is low. Furthermore, experi-
ence has shown that known addicts can benefit from the
carefully supervised, judicious use of opioids for the
treatment of pain due to cancer, surgery, or recurrent
painful ilinesses such as sickle cell disease.




Academy of
Integrative Pain
Management

Purdue?2
$1,091,024.86

Janssen?3
$128,000.00

Depomed
$43,491.95

$3,050.0024

Mylan

Total
$1,265,566.81

American
Academy of
Pain Medicine

$725,584.95

$83,975.00

$332,100.00

$57,750.00

$0.00

$1,199,409.95

AAPM
Foundation

$0.00

$0.00

$304,605.00

$0.00

$0.00

$304,605.00

ACS Cancer
Action Network

$168,500.0025

$0.00

$0.00

$0.00

$0.00

$168,500.00

American
Chronic Pain
Association

$312,470.00

$50,000.00

$54,670.00

$0.00

$0.00

$417,140.00

American
Geriatrics
Society

$11,785.002

$0.00

$0.00

$0.00

$0.00

$11,785.00

American Pain
Foundation

$25,000.00

$0.00

$0.00

$0.00

$0.00

$25,000.00

American Pain
Society

$542,259.52
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$288,750.00
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American
Society of Pain
Educators
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$0.00

$0.00

$0.00

$0.00

$30,000.00

American
Society of Pain
Management
Nursing

$242,535.00

$55,177 .85

$25,500.0028

$0.00

$0.00

$323,212.85

The Center for
Practical
Bioethics
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$18,000.00

$0.00

$0.00

$0.00

$163,095.00

The National
Pain
Foundation??

$0.00

$0.00

$0.00

$562,500.00

$0.00

$562,500.00

U.S. Pain
Foundation

$359,300.00

$41,500.00

$22,000.00

$2,500,000.00%0

$0.00

$2,922,800.00

Washington
Legal
Foundation

$500,000.00

$0.00

$0.00

$0.00

$0.00

$500,000.00

$4,153,554.33

$465,152.85

$1,071,116.95

$3,146,265.00

$20,250.00

$8,856,339.13




Oxycontin Sales

OxyContin sales

$3 billion
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Source: IMS National Sales Perspectives Graphic: Los Angeles Times/TNS
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Overdoses 2014
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Oklahoma Overdose 2002
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Oklahoma Overdose 2014
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Sources of where Prescription Pain Relievers

were Obtained in 2018

Prescriptions from More Than One Doctor (2.0%)

Prescription from One Doctor (34.7%)

Got through Prescription(s) or
Stole from a Health Care Provider
37.6%
Some Other Way
4.6%

Bought from Drug Dealer or Other Stranger
6.5%

vy

Stole from Doctor's Office, Clinic, Hospital, or Pharmacy (0.9%)

Given by, Bought from, or Took from
a Friend or Relative

51.3%

From Friend or Relative for Free (38.6%)

Bought from Friend or Relative (9.5%)

L Took from Friend or Relative without Asking (3.2%)

9.9 Million People Aged 12 or Older Who Misused Pain Relievers in the Past Year

NSDUH, SAMHSA, 2018




Painkiller Prescriptions

The number of painkiller prescriptions varies widely by state, from 52 per 100 people in Hawaii
to 142.9 per 100 people in Alabama. New federal guidelines aim to reduce excessive painkiller
prescribing, which has contributed to an epidemic of opioid addiction and overdose deaths.

Painkiller prescriptions per 100 people
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OK County Prescribing Rates

Pittsburg 183.0 Harmon 178.0
Carter 177.7 Carter 148.4
Pottawatomie 161.0 Pittsburg 130.4
Tulsa 152.4 Murray 128.7
Stephens 140.9 Bryan 128.2
Muskogee 138.5 McClain 126.2
Beckham 1335 Stephens 121.9
Oklahoma 133.1 Pottawatomie 118.2
Custer 131.8 Muskogee 1144
Woodward 130.2 Tulsa 113.2




Opioid Prescription Fill Rate Decline
2013-2017




US Causes of Deaths

Deaths From Drug Overdoses, Car Accidents, and Gun Violence

From 1999 to 2014
¥ Drugs
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Source: Centers for Disease Control and Prevention Get the data




Waves of the Current Epidemic

Overdose Deaths Involving Opioids, by Type of Opioid, United States, 2000-2016

14
Any Opioid

Other Synthetic Opioids

(e.g., fentanyl, tramadol)

o

v

Heroin
Natural & Semi-Synthetic Opioids

Deaths per 100,000 population
~

4 (e.g., oxycodone, hydrocodone)
3

2

1 Methadone

o !

2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016

www.cdc.gov

SOURCE: CDC/NCHS, National Vital Statistics System, Mortality. COC WONDER, Atlanta, GA: US Department of Health and Human Ser vices, CDC; 2017.
https://wonder.cdc.gov/.




Painkiller Sales and Overdose Deaths

The nation's rising overdose death rate from painkillers such as Vicodin, Percocet and OxyContin
closely parallels an increase in opioid prescription sales over the past 15 years.

8

1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 201 2012¢ 2013

— Sales (kg per 10,000) Deaths (per 100,000)

t Sales data is unavailable for 2012.
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OK Senate Bill 1446

*Require continuing medical education (CME) for prescribers on
opioid abuse and misuse each year

*Restricts initial prescriptions for opioids to a seven-day supply

*Failure to check PMP is grounds for disciplinary action by licensing
board

*Review chronic pain prescriptions every 3 months and make efforts
to decrease or try other treatment




OK House Bills 2018

*HB 2795:

*Requires medical facility owners to register with the
Oklahoma Bureau of Narcotics and Dangerous Drugs

*HB 2796:

*Requires manufacturersand distributors of opioids to make
data available for review by the Oklahoma State Bureau of
Narcotics and Dangerous Drugs

*HB 2798:

*Creates the Opioid Overdose Fatality Review Board




uidelines

Centers for Disease Control and Prevention

Morbidity and Mortality Weekly Report
Early Release / Vol.65 March 15,2016

CDC Guideline forPrescribing Opioids for
Chronic Pain — United States, 2016

/ DC US. Department of Health and Human Services
C Centers for Disease Control and Prevention
=




CDC Guidelines

1. OPIOIDS ARE NOT FIRST-LINE THERAPY

Non-pharmacologic therapy and non-opioid
pharmacologic therapy are preferred for
chronic pain. Clinicians should consider opioid
therapy only if expected benefits for both pain
and function are anticipated to outweigh risks
to the patient. If opioids are used, they should
be combined with non-pharmacologic therapy
and non-opioid pharmacologic therapy, as
appropriate.




CDC Guidelines

2. ESTABLISH GOALS FOR PAIN AND FUNCTION

Before starting opioid therapy for chronic pain,
clinicians should establish treatmentgoals with all
patients, including realistic goals for pain and
function, and should consider how opioid therapy
will be discontinued if benefits do not outweigh risks.
Clinicians should continue opioid therapy only if
there is clinically meaningful improvement in pain
and function that outweighs risks to patient safety.




CDC Guidelines

3. DISCUSS RISKS AND BENEFITS

Before starting and periodically during
opioid therapy, clinicians should discuss with
patients known risks and realistic benefits of
opioid therapy and patient and clinician
responsibilities for managing therapy.




CDC Guidelines

4. USE IMMEDIATE-RELEASE OPIOIDS WHEN STARTING

When starting opioid therapy for chronic pain, clinicians
should prescribe immediate-release opioids instead of
extended-release/ long-acting (ER/LA) opioids.




CDC Guidelines

5. USE THE LOWEST EFFECTIVE DOSE

When opioids are started, clinicians should prescribe the lowest
effective dosage. Clinicians should use caution when prescribing
opioids at any dosage, should carefully reassess evidence of individual
benefits and risks when considering increasing dosage to 250 morphine
milligram equivalents (MME)/day, and should avoid increasing dosage
to 290 MME/day or carefully justify a decision to titrate dosage to =90
MME/day.




Risk of Overdose by MME
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CDC Guidelines

6. PRESCRIBE SHORT DURATIONS FOR ACUTE PAIN

Long-term opioid use often begins with treatmentof acute pain.
When opioids are used for acute pain, clinicians should prescribe the
lowest effective dose of immediate-release opioids and should
prescribe no greater quantity than needed for the expected duration
of pain severe enough to require opioids. Three days or less will often
be sufficient; more than seven days will rarely be needed.

l 3 DAYS




CDC MMWR March 2017

Number (%) of | One-year probability of | Three-year probability
Choice of first prescription patients continued use, % of continued use, %
Long Acting Opioids 6,588 (0.5) 27.3 20.5
Tramadol 120,781 (9.33) 13.7 6.8
Hydrocodone Short Acting 742,112 (57.3) S.1 2.4
Oxcodone Short Acting 219,224 (16.9) 4.7 2.3
Schedule Il Short Acting 14,877 (1.2) 8.9 -t
Schedule IlI-IV and Nalbuphine 190,665 (14.7) 5.0 2.4




CDC Guidelines

7. EVALUATE BENEFITS AND HARMS FREQUENTLY

Clinicians should evaluate benefits and harms with patients within 1
to 4 weeks of starting opioid therapy for chronic pain or of dose
escalation. Clinicians should evaluate benefits and harms of
continued therapy with patients every 3 months or more frequently.
If benefits do not outweigh harms of continued opioid therapy,
clinicians should optimize other therapies and work with patients to
taper opioids to lower dosages or to taper and discontinue opioids.




CDC Guidelines

8. USE STRATEGIES TO MITIGATE RISK

Before starting and periodically during continuation of opioid therapy,
clinicians should evaluate risk factors for opioid-related harms. Clinicians
should incorporate into the management plan strategies to mitigate risk,
including considering offering naloxone when factors that increase risk for
opioid overdose, such as history of overdose, history of substance use
disorder, higher opioid dosages (250 MME/day), or concurrent
benzodiazepine use, are present.




CDC Guidelines

9. REVIEW PDMP DATA

Clinicians should review the patient’s history of controlled substance
prescriptions using state prescription drug monitoring program
(PDMP) data to determine whether the patient is receiving opioid
dosages or dangerous combinationsthat put him or her at high risk
for overdose. Clinicians should review PDMP data when starting
opioid therapy for chronic pain and periodically during opioid
therapy for chronic pain, ranging from every prescription to every 3
months.




CDC Guidelines

10. USE URINE DRUG TESTING

When prescribing opioids for chronic pain, clinicians should use
urine drug testing before starting opioid therapy and consider urine
drug testing at least annually to assess for prescribed medications
as well as other controlled prescription drugs and illicit drugs.




CDC Guidelines

11. AVOID CONCURRENT OPIOID AND BENZODIAZEPINE

Clinicians should avoid prescribing opioid pain
medication and benzodiazepines concurrently
whenever possible.




Opioid Overdose Deaths & Benzodiazepines

Figure 8. National Drug Overdose Deaths Involving
Benzodiazepines, by Opioid Involvement,
Number Among All Ages, 1999-2017

25,000 mmBenzodiazepines
—+—Benzodiazepines and Any Opioid

Benzodiazepines Without Any Opioid
20,000

~+~Benzodiazepines and Other Synthetic Narcotics
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11,537
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Source: : Centers for Disease Control and Prevention, National Center for Health Statistics. Multiple Cause of Death
1999-2017 on CDC WONDER Online Database, released December, 2018




CDC Guidelines

12. OFFER TREATMENT FOR OPIOID USE DISORDER

Clinicians should offer or arrange evidence-based treatment
(usually medication-assisted treatment with buprenorphine or
methadone in combination with behavioral therapies) for patients

with opioid use disorder.




Benefits of MAT:

Decreased Mortality

Death rates:

general populatidn

: no treatment

medication-assisted treatment

Standardized Mortality Ratio

Dupouy et al., 2017

Provider:
Evans et al., 2015 BEABR - 2=
System

Sordo et al., 2017




Lawsuits

OKLAHOMA SUES DRUGMAKERS OVER OPIOIDS
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Allergan.




Purdue Pharma Settlement

Purdue Pharma and Sacklers Reach $270
Million Settlement in Opioid Lawsuit

The agreement, negotiated with the state of Oklahoma, will

allow the maker of OxyContin to avoid a televised courtroom
trial.




Johnson & Johnson

Johnson & Johnson Ordered To Pay
Oklahoma $572 Million In Opioid Trial

August 26, 2019 - 419 PM ET
Heard on All Things Considered

JACKIE FORTIER BRIAN MANN

Judge Thad Balkman ruled that Johnson & Johnson is responsible for fueling Oklahoma's opioid crisis. He announced his
decision in Norman, Okla., Monday.




S829 Million Awarded to State

Oklahoma has won $829 million in awards and settlements from drug companies
Johnson & Johnson's portion could change depending on the outcome of the court case

Purdue Pharma
32.6%

Johnson & Johnson
56.1%

Endo International
1.1%

Teva Pharmacuticals
10.3%

State Impact




MWC DOCTOR ARRESTED

DR. REGAN NICHOLS

- : \E 7 \S .

L
*\ "

[ ] i
MIDWEST CITY DOCTOR CHARGED
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WITH 2ND DEGREE MURDER




Regan Nichols

* Prosecutorssay ten patients of Nichols died of overdoses over the
span of four years

* “Each one of the individuals was prescribed an excessive amount
of medicationthe same months of their deaths which were all the
result of multi-drug toxicity, accordingto the Oklahoma Examiner’s
reports” (AG Mike Hunter)

e Accordingto court documents, prosecutors allege that between
January 2010 and October 2014, Nichols prescribed more than
three million doses of controlled dangerous substances.

* Five people who died were prescribed more than 1,800 opioid pills
in the same months of their deaths.
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Addiction Medicine Project ECHO

Samuel Martin, M.D., FASAM
Psychiatrist, Addictionologist
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Crystal David, Pharm.D.
Clinical Pharmacist
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health.okstate.edu/echo

Courtney Busse-Jones, B.S.
Project ECHO Clinical
Coordinator
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National Center for Wellness & Recovery

Mission
Our mission is to inspire hope and to develop innovative, science-
driven treatmentinterventions to improve the lives of those
afflicted by pain and substance use disorders.

Vision
Our vision is to eliminate addiction through research and
excellence in patient care.




National Center for Wellness & Recovery

Clinical Evidence-based practices to treating pain, addiction, and
Practice other behavioral health challenges

Improve pain management and understand the causes of

Research S
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Policy & Eliminate the stigma of mental health and addiction
Advocacy




Questions?

Jason.Beaman@okstate.edu
./ @sanitydoc
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