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» | had stock in Abbot & Merck (<3%),
sold it. My wife has same + J&J

» Opinions: not formal positions of any
federal agency

» This talk may convey a “professorial
certainty” that reflects my best
reading of data. Nothing is fully
settled
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several, which does not mean they
agree with every thought offered
here

- @ K

Adam J. Gordon, MD Ajay Manhapra, MD Sally Satel, MD
VA Salt Lake City VA Hampton HCS American Enterprise
U. Utah Yale U. Institute

Yale U.

Twmpecwarew
R :

Proposed federal limits to opioid
prescriptions draw opposition from
physicians and pmioms
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» Evolution of US Opioid Crisis

» Introduce reasonable pain care
»CDC Guideline & opioids

» Describe opioid pill control initiatives

» Describe the problems with
overcorrection
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A crisis changed

» About ¥ of the opioid-related
overdose deaths in 2016 involved
heroin or fentanyl

» About %2 involved a possibly
prescribed opioid, without any
heroin or fentanyl
»Not necessarily prescribed to

person who died




Pain care?
Opioids?
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What about chronic pain then?

» 23.4 million: severe and debilitating
chronic pain (1)

» 5-8 million: on chronic opioids (2)

» Chronic pain can be terrible experience
for some & associated with suicide (3)

» Any and all proposed treatments for
chronic pain

» Predominantly short-term data
» Works for a minority
» With modest benefit

1. Nahin RL. J Pain. 2015 (NHIS data). 2. NIH, 2014. 3. ligen, JAMA Psy. 2013.
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Opioids for
pain are: Crummy Drugs

Sometimes
Last, Best
Option

Sometimes Quite
Helpful

An untidy record on opioids
» Why crummy?

»20%-60% of patients stop due to side
effects

»0.6-7% new onset addiction (1)

»3% - 20% seem to have problematic
behaviors (2)
» Why not spawn of the devil?
» About 25%-33% of patients stay on

them long term after randomized
trials, usually at stable dose (3)

Aren’t they no better than Tylenol

according to a recent study?
» For adults with hip, knee or low back pain
(n=248)
» Who volunteered to be in a trial
» These two treatment arms did about as well as
each other
JAMA | Driginal Investigation
Effect of Opioid vs Nonopioid Medications on Pain-Related
Function in Patients With Chranic Back Pain
or Hip or lKnee Osteoarthritis Pain
The SPACE Randomized Clinical Trial
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CDC Guideline for Prescribing Opioids for
Chronic Pain — United States, 2016

» Try to avoid starting if possible
» Evaluate/document risks and benefits when starting
» Go for lowest effective dose
» Cautious review when escalating >50 and >90 MME
» Follow-up regularly

» For patients already on opioids, evaluate harm vs
benefit

» No dose target
» Monitor urine drug test, Prescription Drug Monitoring
program

» Evidence quality: Low
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The rise of pill
control

Two Epidemiologic Hopes

Addiction

» Addiction will be
prevented by

Overdose

» Overdoses
protection by

reducing Rx doses prescribing less
(shielding)

(preventing)

Addictions

Deaths

Pill Control Ascendant
» Quality Metrics on dose
» Payer restrictions

» Prescription Drug
Monitoring

» No warrant for search
Lo eingLimitaom CereninOpleid Frescrtpdens

Pharmacy Red Flags
Law enforcement

| 4
| 4
» Medical Board Rules
» Employer Rules

| 4

FDA plans “new hoops”
for doctors (12/2017)

YCVsS
Health.

CMS Proposal for 2019

» Deny payment at point of sale if
cumulative MED >90

» Allow prior authorization
» Exceptions: hospice, metastatic cancer

"We are proposing important new actions to reduce seniors' risk of being addicted to or

o

(s while still having access to important treatment options; said

Demetrios Kouzoukas, CMS deputy adminisirator and director of the Center for Medicare

an a phone call with 75, "We believe these actions will

What data support dose
restriction initiatives?
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Bohnert, 2011

» Prescription Opioid OD deaths,
unintentional, 2004-2008

» Restricted to deaths where Rx contributed,
in whole or in part

» Dose was a risk factor

Table ¥. Cox Proporonal Harards modes of Rk of Death by Presenption Upiokd Overdoses
o o e G

Prediciens of QO in Velerans Rx'd epieis fong '
or short term Bohnert, JAMA. 201113151321 Cancar
fn = % AR

Bohnert JAMA 2011. Apr 6;305(13):1315-21. doi:
10.1001/jama.2011.370.

» Substance use disorder, psychiatric disorder predicted risk
» No one knows what was given at time of death
» Being younger: high risk

» Among Veterans, white race was higher risk

Julr e e &
| payeh aisorders
higtrer risk
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Bohnert JAMA 2011. Apr 6;305(13):1315-21. doi: 10.1001/jama.2011.370.

Annals of Intemal Medicine

B . L B T

w1 o

Patient O in Dose Reduction er Di inuation of Long Term
Dpioid Therapy: A Systematic Revies
Findings Limitations
» Voluntary + well-run » No studies of
programs mandatory,

involuntary opioid

» Dose reduction can " N .
discontinuation

be achieved for some
patients

» Some do feel better » Insufficient evidence
on adverse events
such as “overdose,
switch to illicit opioids,
onset of suicidality”

Frank et al. Annals of Internal Medicine. August 1, 2017

» “low quality
evidence”

Guidelines differ on taper _

» CDC Rec #7 (2016) 9
» “If benefits do not )
outweigh harms
of continued
opioid therapy,
» VA/DoD Algorithm D (2017):
» Taper, absent consent, if:
»Dose>90 MME
» Co-prescribed benzodiazepine

»Patient non-participation in
“comprehensive pain care”

» Other

What data might not favor
mandating dose
reduction

...AND WHAT’S THE THEORY
BEHIND THE DATA?

Distribution of Overdose Deaths (n=842)
According to Prescribed Dose, Among
Veterans Prescribed Opioids in Fiscal Year
2013 (n=1,395,056)
We don’t understand the
event we call overdose

very well if it mostly
occurs at low dose

68% of overdose deaths

50 920
MME MME

77% of Veterans dying had a substance use disorder or mental health diagnosis. Data from
by PERC, simplified graphic from data approved for submission.
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But relatively, risk is higher
at high dose, right?
» Not always

» Probably? In many large databases

» Co-prescribed and non-prescribed sedating
agents emerge

» Rx dose:
» Arisk factor in VA data, but
» Not clearly the dominant risk factor
» Not a risk factor in Kaiser data

» Take alook at who receives high doses on
average

What is the event called
overdose, that we are
trying to prevent?

ABSTRACT

From Heroin Overdose” by Shane Darke in ADDICTION, 201E: 200+63 |
Barkemond and aims  This narative review aims to provide a bief histary of the development of the beroin overdree
field by dscusing & shetion of mar desss’ fom the et pentof the 20 ceatry Methods Papers considered,
landnarks were seected from 1972, 1977, 1983, 1984 and 1999, Results Findings ofcatier works sugeest much of!
whal ke research was o demonstraz. These iclock arguing thel ovendoses aocurmed primariy among tokerant obler
users,thd st e ceathsnvoled ow morphine conoendrations, thed most overduses vlve polypharmecy thet
drozpurity hes only moderateinfuenve oo overdoceraes and that instant deeth ollowing beroin adminigrafion seare

¢ Opioid type: Long-acting higher risk
¢ Risk increased slightly with increasing dose in MEDD
— For example, 120 mg MEDD (vs none), would increase
modeled risk by about as much as a PTSD or alcohol use
disorder, at any dose
* Co-prescription of sedatives increased risk by 1.4
times

* Rx other classes of evidence-based but sedating pain
medications (i.e., SNRI, TCA, anticonvulsants)
— 1 additional class = 2.1 times the risk
— 2 additional classes = 3.6 times the risk
— 3 additional classes — 6.1 times the risk

VETERANS HEALTH ADMINISTRATION
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From Oliva, Elizabeth
VETERANS HEALTH ADMINISTRATION

Prediction Model for Two-Year Risk of Opioid Overdose
Among Patients Prescribed Chronic Opioid Therapy
» Among 43,000 Kaiser patients who received
prescription opioids
» The following predicted overdose death
» History of substance use disorder
» History of mental iliness
» Tobacco
» Long-acting opioids

» NOT dose

Glanz, 2018. JGIM. ~43,000 Kaiser patients who qualified as chronic
opioid recipients, 2006-2014

Who Receives High Doses in
Large Database analyses?

» Having multiple pain diagnoses

» Psychiatric diagnoses
» E.g. depression. PTSD

» Obesity

' » Substance Use Disorder

¢ diagnoses, present or remitted

» Higher rates of Polypharmacy:

» Antidepressant
» Benzo

» Caveat: some people at high
dose have none of these factors

Morasco, Pain. 2015. Kobus, J Pain. 2012.




Dose did not predict OD in
this Rx population (2018)

» ~43,000 Kaiser patients on Rx
opioids

» The following predicted OD death
» History substance use disorder
» History mental illness
» Tobacco
» Long-acting opioids
» NOT dose

Prediclion Model for Two-Year Risk of Opioid Overdose
Among Patients Prescribed Chronic Opioid Therapy

Glanz, 2018. JGIM. ~43,000 Kaiser patiénts who qualified as chronic
opioid recipients, 2006-2014
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Does taper work? Not with the
addiction end of that spectrum

» Prescription opioid use disorder (n=653)
» RCT, funded by NIDA

» Tapered, with or without buprenorphine
» Voluntary

» Most started with pain (no heroin)

» One year failure rate for taper: 91.4%

Suceess: Nt using ogioks

Meredith & Jay Lawrence Story

Public story o . B
Written consent -

provided

Detailed review of
medical record +
interview

S EFCTIONS  MEWS | WEATHER

The personal side of pain: Meredith
Lawrence

Chrenic pain sulferer commits suicide after baing cut off

Meredith & Jay Lawrence Story

Backaground
Car crash + hard physical labor 1990s
Alcoholism
2005: stopped drinking, met future wife Meredith
2007: loss of feeling in his legs, blackouts, falls
2007-2010: mult back surgeries + opioids + bdz +
implanted stimulator + intrathecal pump
2012: dx: trauma induced dementia
2013: correction for pump broken lead
2013-15: panic attacks

Allinfo: consent, personal record review, expert record review, interview with Ms. Lawrence

Meredith & Jay Lawrence Story

Regimen 2016
Morphine 120 mg po daily
Intrathecal morphine 19 mg/day + clonidine
From PCP: alprazolam 2 mg po bid (down from 6 mg bid)

Meredith’s story
Pain was always present
Disability high
Good days: walk the dogs, outings to WalMart, prepared
coffee for his wife
Bad days: pain with tears running down his face

The taper 2/3/2017
Morphine po 120->90
“State & federal guidelines”
Insisted on termination of all alprazolam
Plan for 60 mg on 3/2/2017, 45 mg 1 month later

Interpretation of this Story

» Severe injuries, no clear fix, ever

» Long-term changes from alcohol use in
remission (likely)

» Trauma induced dementia
» latrogenic harms

» Polypharmacy

» Opioid dependence

» Opioid pain relief

» Tenuous

» Taper would be high risk
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Interpretation of this Story

» Outcome

» Suicide with Ruger .44 purchased for this
purpose by wife Meredith

» She held his hand as he shot himself
through the chest

» Charged immediately

“Think about how horrible it was to lose the person you
love because the doctor has taken away the
medication”. “As much as | hated losing him, |
understood why he made the choice better than
anyone else could”

W MIvets struggle as VA weans thousands off n]_g

d Opicids
- DR RO ez

mome | sssaw | Memmeeen | e | s

ane . P:b;i_swﬂh chronic pain forced into opioid
Millions of Patients F. tspers by their proscrioers
Withdrawal as Opioia Pracnpuonsl
Plummet

» Comparative analysis of Veterans discontinued vs
continued (2 analyses: FY10-11 and FY 13-14)

» Patients prescribed <90 MME : 96% of sample and
L] MATIOMAL 86% of overdose suicide deaths

%Dﬂlgﬁbtﬁe’ Opioid discontinuation, compared to
sHeroinsvsmr “continued”

» Increase in suicide
» No decrease in OD death (NS increased)

» Most discontinuations in VA are clinician-initiated

Has this happened elsewhere? No one else has looked
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Conclusions

» Prescribing contributed to today’s problems

» There is a correction becoming overcorrection
» Opioids problematic, sometimes necessary
>

Taper policies do not address most overdose risk (low
dose)

v

Unintended consequences

» Patient: Out of pocket $, Abandonment, forced
procedures, suicide

» System: Project additional health system costs

» How many other areas of medicine do we do things
to patients against their will with this level of
evidence?

EXTRA SLIDES
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i
Etfact of Dphotd v Nerspiold Medhcations on Pain-Rilsted
. FuancTican in Patients With Cheonic Rack Pain
» My view ar Hip or Knee Distenarthritis Pain

The SPACE Randomized Cinical Trial

» On average opioids don’t
outperform other options

» | don’t think doctors are
routinely starting them
when acetaminophen
doesn’t work

» There are situations we see

that are more complicated ., ... . cowseation within s

than what was in this trial Opivid armm Non-ojsoid arm
Stepl  Momhine IR Acetominophen®
» We need room/space to HydrocodonefAPAP _ Naprowen
P : Step2 Momphine SR Martriptyline
sort it out, sometimes Orpeodone SA Capeaisinbogical
including opioids Gabagentin
Step3  Fentanyl transdermal  Tramadal
* Freferntd rvtal medicabon stlecton
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TABLE 3. Opioid Prescription History Before Methadone and 4
" Other Opioid Poisonings 7
‘ n (%)
Methadone  Other Qpioid
Poisonings  Poisonings
(=798 (n=145}) P

Dose per day in week <000
hefore event img/d MED)

1-19 47 (59)

2049 30(3.8)

50-89 38 (4.8) 125 (8.8] 70.4

90-119 16(2.0)

120-199 27(34) .

> 200 171(214) 151 (10,

None in prior week 469 (58.8) 10""

Washlngton Medicaid patients with an opioid Rx in 2006-2010, l\émh ED or

claim for anioid paisoning (Eulton-Kehge Medical Care 2015

Dependence, Addiction reflect shades of grey!!

Most patients at low dose
chronically

Compulsive
use

Predicta

1
1
1
1
1 ble use
1
1
1

Proportion of patients on long term

opioid:

1 1
Complex persistent OUD/Addiction
Dependence dependence _»

Early




