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StructureStructure
EEvolution of US Opioid Crisisvolution of US Opioid Crisis
 Introduce reasonable pain careIntroduce reasonable pain care
CDC Guideline & CDC Guideline & opioidsopioids

Describe opioid pill control initiativesDescribe opioid pill control initiativesp pp p
Describe the problems with Describe the problems with 

overcorrectionovercorrection

Opioids about 2/3

CDC: https://www.cdc.gov/nchs/products/databriefs/db294.htm
https://www.washingtonpost.com/news/wonk/wp/2015/12/22/americans-are-drinking-themselves-to-death-at-
record-rates/?utm_term=.b4451a80435f
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Since 2010: hi‐dose Opioid Rx Down 46% 
OD with natural/semisynthetic opioids (excluding heroin/fentanyl): 

Down 0.04% 
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Excluding Heroin & Synthetics High‐dosage Rx rate per 100 persons

A crisis changedA crisis changed
About ¾ of the opioidAbout ¾ of the opioid--related related 

overdose deaths in 2016 involved overdose deaths in 2016 involved 
heroin or heroin or fentanylfentanyl

About ¼ involved a possibly About ¼ involved a possibly 
prescribed opioid  without any prescribed opioid  without any prescribed opioid, without any prescribed opioid, without any 
heroin or fentanylheroin or fentanyl
Not necessarily prescribed to Not necessarily prescribed to 

person who diedperson who died
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Pain care? Pain care? Pain care? Pain care? 
Opioids?Opioids?

What about chronic pain then?What about chronic pain then?
 23.4 million: severe and debilitating 23.4 million: severe and debilitating 

chronic pain (1)chronic pain (1)
 55--8 million: on chronic opioids (2)8 million: on chronic opioids (2)
 Chronic pain can be terrible experience Chronic pain can be terrible experience 

for some & associated with suicide (3)for some & associated with suicide (3)
 Any and all proposed treatments for Any and all proposed treatments for 

chronic painchronic pain
Predominantly shortPredominantly short--term dataterm data
Works for a minorityWorks for a minority
With modest benefitWith modest benefit

1. Nahin RL. J Pain. 2015 (NHIS data). 2. NIH, 2014. 3.  Ilgen, JAMA Psy. 2013. 

Crummy Drugs

Not Spawn 
f th  D il

Sometimes 
Last, Best 

Opioids for Opioids for 
pain are: pain are: 

of the Devil

Sometimes Quite 
Helpful

Last, Best 
Option

An untidy record on opioidsAn untidy record on opioids
Why crummy? Why crummy? 

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

0.60.6--7% new onset addiction (1)7% new onset addiction (1)
3% 3% 20%  t  h  bl ti  20%  t  h  bl ti  3% 3% -- 20% seem to have problematic 20% seem to have problematic 
behaviors (2)behaviors (2)

Why not spawn of the devil?Why not spawn of the devil?
About 25%About 25%--33% of patients stay on 33% of patients stay on 

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

Aren’t they no better than Tylenol Aren’t they no better than Tylenol 
according to a recent study?according to a recent study?

 For adults with hip, knee or low back pain For adults with hip, knee or low back pain 
(n=248)(n=248)

 Who volunteered to be in a trialWho volunteered to be in a trial
 These two treatment arms did about as well as These two treatment arms did about as well as 

each othereach othereach othereach other
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 Try to avoid starting if possibleTry to avoid starting if possible
 Evaluate/document risks and benefits when startingEvaluate/document risks and benefits when starting
 Go for lowest effective doseGo for lowest effective dose

 Cautious review when escalating Cautious review when escalating >>50 and 50 and >>90 MME90 MME
 FollowFollow--up regularly up regularly 
 For patients already on opioids, evaluate harm vs For patients already on opioids, evaluate harm vs 

benefitbenefit
 No dose targetNo dose target

 Monitor urine drug test, Prescription Drug Monitoring Monitor urine drug test, Prescription Drug Monitoring 
programprogram

 Evidence quality: LowEvidence quality: Low

The rise of pill The rise of pill The rise of pill The rise of pill 
controlcontrol

Two Epidemiologic HopesTwo Epidemiologic Hopes
OverdoseOverdose
 Overdoses Overdoses 

protection by protection by 
reducing Rx doses reducing Rx doses 
(shielding)(shielding)

AddictionAddiction
 Addiction will be Addiction will be 

prevented by prevented by 
prescribing less prescribing less 
(preventing)(preventing)

Rx’s

Addictions

Deaths

Pill Control AscendantPill Control Ascendant
 Quality Metrics on doseQuality Metrics on dose
 Payer restrictionsPayer restrictions
 Prescription Drug Prescription Drug 

MonitoringMonitoring
 No warrant for searchNo warrant for search

 Pharmacy Red FlagsPharmacy Red Flags y gy g
 LLaw enforcementaw enforcement
 Medical Board RulesMedical Board Rules
 Employer RulesEmployer Rules
 FDA plans “new hoops” FDA plans “new hoops” 

for doctors (12/2017)for doctors (12/2017)

CMS Proposal for 2019CMS Proposal for 2019
 Deny payment at point of sale if Deny payment at point of sale if 

cumulative MED >90cumulative MED >90
 Allow prior authorizationAllow prior authorization
 Exceptions: hospice, metastatic cancerExceptions: hospice, metastatic cancer

What data support dose What data support dose 
restriction initiatives?restriction initiatives?
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BohnertBohnert, 2011, 2011
 Prescription Opioid OD deaths, Prescription Opioid OD deaths, 

unintentional, 2004unintentional, 2004--20082008
 Restricted to deaths where Rx contributed, Restricted to deaths where Rx contributed, 

in whole or in partin whole or in part
 Dose was a risk factorDose was a risk factor

BohnertBohnert JAMA 2011. JAMA 2011. AprApr 6;305(13):13156;305(13):1315--21. 21. doidoi: : 
10.1001/jama.2011.370.10.1001/jama.2011.370.

 SSubstance use disorder, psychiatric disorder predicted riskubstance use disorder, psychiatric disorder predicted risk
 No one knows what was given at time of deathNo one knows what was given at time of death
 Being younger: high riskBeing younger: high risk
 Among Veterans, white race was higher risk Among Veterans, white race was higher risk 

 suggests other unmeasured risk factors that differed by racesuggests other unmeasured risk factors that differed by race

BohnertBohnert JAMA 2011. JAMA 2011. AprApr 6;305(13):13156;305(13):1315--21. 21. doidoi: 10.1001/jama.2011.370.: 10.1001/jama.2011.370.

FindingsFindings
 VoluntaryVoluntary + well+ well--run run 

programsprograms

LimitationsLimitations
 No studies of No studies of 

mandatory, mandatory, 
involuntary opioid involuntary opioid 

 Dose reduction can Dose reduction can 
be achieved for be achieved for some some 
patientspatients

 Some do feel betterSome do feel better
 “low quality “low quality 

evidence”evidence”

involuntary opioid involuntary opioid 
discontinuationdiscontinuation

 Insufficient evidence Insufficient evidence 
on adverse events on adverse events 
such as “overdose, such as “overdose, 
switch to illicit opioids, switch to illicit opioids, 
onset of suicidalityonset of suicidality””

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

Guidelines differ on taperGuidelines differ on taper
 CDC Rec #7 (2016)CDC Rec #7 (2016)

 ““If benefits do not If benefits do not 
outweigh outweigh harmsharms
of continued of continued 
opioid therapy, opioid therapy, 

 VA/DoD Algorithm D (2017):VA/DoD Algorithm D (2017): VA/DoD Algorithm D (2017):VA/DoD Algorithm D (2017):
 TTaper, absent consent, if:aper, absent consent, if:

Dose>90 MMEDose>90 MME
CoCo--prescribed benzodiazepineprescribed benzodiazepine
Patient nonPatient non--participation in participation in 

“comprehensive pain care”“comprehensive pain care”
OtherOther

Wh t d t  i ht t f  Wh t d t  i ht t f  What data might not favor What data might not favor 
mandating dose mandating dose 
reductionreduction
…AND WHAT’S THE THEORY …AND WHAT’S THE THEORY 
BEHIND THE DATA?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)

68% of overdose deaths68% of overdose deaths

15%15%

We don’t understand the We don’t understand the 
event we call overdose event we call overdose 
very well if it mostly very well if it mostly 
occurs at low doseoccurs at low dose

50 50 
MMEMME

90  90  
MMEMME

17%17%

77% of Veterans dying had a substance use disorder or mental health diagnosis. Data from 77% of Veterans dying had a substance use disorder or mental health diagnosis. Data from 
by PERC, simplified graphic from data approved for submission.  by PERC, simplified graphic from data approved for submission.  
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But relatively, risk is But relatively, risk is higherhigher
at high dose, right? at high dose, right? 
 Not alwaysNot always
 Probably? In many large databasesProbably? In many large databases

 CoCo--prescribed and nonprescribed and non--prescribed sedating prescribed sedating 
agents emerge agents emerge 

 Rx dose:Rx dose:
 A risk factor in VA data, but A risk factor in VA data, but 
 Not clearly the dominant risk factorNot clearly the dominant risk factor
 Not a risk factor in Kaiser dataNot a risk factor in Kaiser data

 Take a look at who receives high doses on Take a look at who receives high doses on 
averageaverage

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

Prescription risk factors

• 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

VETERANS  HEALTH  ADMINISTRATION

• 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 

Strong diagnostic and health care event risk 
factors for overdose or suicide‐related events

VETERANS  HEALTH  ADMINISTRATION

From Oliva, Elizabeth

 Among 43,000 Kaiser patients who received Among 43,000 Kaiser patients who received 
prescription opioidsprescription opioids

 The following predicted overdose deathThe following predicted overdose death
 History of substance use disorderHistory of substance use disorder

GlanzGlanz, 2018. JGIM. ~43,000 Kaiser patients who qualified as chronic , 2018. JGIM. ~43,000 Kaiser patients who qualified as chronic 
opioid recipients, 2006opioid recipients, 2006--20142014

 History of mental illnessHistory of mental illness
 Tobacco Tobacco 
 LongLong--acting acting opioidsopioids

 NOT doseNOT dose

Who Receives High Doses in Who Receives High Doses in 
Large Database analyses?Large Database analyses?

 Having multiple pain diagnosesHaving multiple pain diagnoses
 Psychiatric diagnosesPsychiatric diagnoses

 E.g. depression. PTSDE.g. depression. PTSD
 ObesityObesity
 Substance Use Disorder Substance Use Disorder 

diagnoses, present or remitteddiagnoses, present or remitted
 Higher rates of Polypharmacy:Higher rates of Polypharmacy:

 AntidepressantAntidepressant
 BenzoBenzo

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

MorascoMorasco, Pain. 2015. Kobus, J Pain. 2012., Pain. 2015. Kobus, J Pain. 2012.



3/20/2018

7

Dose did Dose did notnot predict OD in predict OD in 
this Rx population (2018)this Rx population (2018)
 ~43,000 Kaiser patients on Rx ~43,000 Kaiser patients on Rx 

opioidsopioids
 The following predicted OD deathThe following predicted OD death

 History substance use disorderHistory substance use disorder
 History mental illnessHistory mental illness
 Tobacco Tobacco 
 LongLong--acting opioidsacting opioids
NOT doseNOT dose

GlanzGlanz, 2018. JGIM. ~43,000 Kaiser patients who qualified as chronic , 2018. JGIM. ~43,000 Kaiser patients who qualified as chronic 
opioid recipients, 2006opioid recipients, 2006--20142014

Does taper work? Not with the Does taper work? Not with the 
addiction end of that spectrumaddiction end of that spectrum
 Prescription opioid use disorder (n=653Prescription opioid use disorder (n=653))
 RCT, funded by NIDARCT, funded by NIDA
 TaperedTapered, with or without , with or without buprenorphinebuprenorphine
 VoluntaryVoluntary
 Most started with pain (no heroinMost started with pain (no heroin))

 Prescription opioid use disorder (n=653Prescription opioid use disorder (n=653))
 RCT, funded by NIDARCT, funded by NIDA
 TaperedTapered, with or without , with or without buprenorphinebuprenorphine
 VoluntaryVoluntary
 Most started with pain (no heroinMost started with pain (no heroin)) Most started with pain (no heroinMost started with pain (no heroin))
 One year failure rate One year failure rate for taper: 91.4for taper: 91.4%%
 Most started with pain (no heroinMost started with pain (no heroin))
 One year failure rate One year failure rate for taper: 91.4for taper: 91.4%%

Public storyPublic story
Written consent Written consent 
providedprovided
Detailed review of Detailed review of 
medical record + medical record + 
interview  interview  

Meredith & Jay Lawrence StoryMeredith & Jay Lawrence Story
BackgroundBackground

Car crash + hard physical labor 1990sCar crash + hard physical labor 1990s
Alcoholism Alcoholism 

2005: stopped drinking, met future wife Meredith2005: stopped drinking, met future wife Meredith
2007: loss of feeling in his legs, blackouts, falls2007: loss of feeling in his legs, blackouts, falls

20072007 2010  2010  ltlt b k i   i id   b k i   i id   bdbd   

Meredith & Jay Lawrence StoryMeredith & Jay Lawrence Story

20072007--2010: 2010: multmult back surgeries + opioids + back surgeries + opioids + bdzbdz + + 
implanted stimulator + intrathecal pumpimplanted stimulator + intrathecal pump

2012: dx: trauma induced dementia2012: dx: trauma induced dementia
2013: correction for pump broken lead2013: correction for pump broken lead

20132013--15: panic attacks 15: panic attacks 

All info: consent, personal record review, expert record review, interview with Ms. LawrenceAll info: consent, personal record review, expert record review, interview with Ms. Lawrence

Meredith’s story Meredith’s story 
Pain was always presentPain was always present

Disability highDisability high

Regimen Regimen 20162016
Morphine Morphine 120 mg 120 mg popo dailydaily

IntrathecalIntrathecal morphine 19 mg/day + morphine 19 mg/day + clonidineclonidine
From From PCP: PCP: alprazolam 2 mg alprazolam 2 mg popo bid (down from 6 mg bid)bid (down from 6 mg bid)

Meredith & Jay Lawrence StoryMeredith & Jay Lawrence Story

Good days: walk the dogs, outings to Good days: walk the dogs, outings to WalMartWalMart, prepared , prepared 
coffee for his wifecoffee for his wife

Bad days: pain with tears running down his faceBad days: pain with tears running down his face

The taper 2/3/2017The taper 2/3/2017
Morphine Morphine popo 120120-->90>90

““SState & federal guidelines”tate & federal guidelines”
Insisted on termination of all alprazolamInsisted on termination of all alprazolam

Plan for 60 mg on 3/2/2017, 45 mg 1 month laterPlan for 60 mg on 3/2/2017, 45 mg 1 month later

Interpretation of this StoryInterpretation of this Story
 Severe injuries, no clear fix, everSevere injuries, no clear fix, ever
 LongLong--term changes from alcohol use in term changes from alcohol use in 

remission (likely)remission (likely)
 Trauma induced dementiaTrauma induced dementia
 Iatrogenic harms Iatrogenic harms  Iatrogenic harms Iatrogenic harms 
 PolypharmacyPolypharmacy
 Opioid dependence Opioid dependence 
 Opioid pain reliefOpioid pain relief
 TenuousTenuous
 Taper would be high riskTaper would be high risk
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Interpretation of this StoryInterpretation of this Story
 OutcomeOutcome
 Suicide with Ruger .44 purchased for this Suicide with Ruger .44 purchased for this 

purpose by wife Meredithpurpose by wife Meredith
 She held his hand as he shot himself She held his hand as he shot himself 

through the chestthrough the chest
 Charged immediatelyCharged immediately

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

VA Data 
Approved for Release, for the 2018 National Rx Drug Abuse & 
Heroin Summit

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

 Patients prescribed <90 MME : 96% of sample and 

Has this happened elsewhere?                         No one else has looked

 Patients prescribed <90 MME : 96% of sample and 
86% of overdose suicide deaths

 Opioid discontinuation, compared to 
“continued”

 Increase in suicide

 No decrease in OD death (NS increased)

 Most discontinuations in VA are clinician-initiated
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Since 2010: hi‐dose Opioid Rx Down 46% 
OD with natural/semisynthetic opioids (excluding heroin/fentanyl): 

Down 0.04% 
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Excluding Heroin & Synthetics High‐dosage Rx rate per 100 persons

ConclusionsConclusions
 Prescribing contributed to today’s problemsPrescribing contributed to today’s problems
 There is a correction becoming overcorrectionThere is a correction becoming overcorrection
 Opioids problematic, sometimes necessaryOpioids problematic, sometimes necessary
 Taper policies do not address most overdose risk (low Taper policies do not address most overdose risk (low 

dose)dose)
 Unintended Unintended consequencesconsequences Unintended Unintended consequencesconsequences

 Patient: Out of pocket $, Abandonment, forced Patient: Out of pocket $, Abandonment, forced 
procedures, suicideprocedures, suicide

 System: Project additional health system System: Project additional health system costscosts

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

EXTRA SLIDESEXTRA SLIDES
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 My viewMy view
 On average opioids don’t On average opioids don’t 

outperform other optionsoutperform other options
 I don’t I don’t think think doctors are doctors are 

routinely starting them routinely starting them 
when acetaminophen when acetaminophen 
doesn’t workdoesn’t work

 There are situations we see There are situations we see 
that are more complicated that are more complicated 
than what was in this trialthan what was in this trial

 We need room/space to We need room/space to 
sort it out, sometimes sort it out, sometimes 
including opioidsincluding opioids

DDeaths from one county eaths from one county 
(excerpt)(excerpt)

OD Deaths, Pennsylvania
Pennsylvania drug overdose analysis, DEA

4642 drug related overdose deaths4642 drug-related overdose deaths
84% had two or more drugs
40% had four or more drugs
13% had six or more drugs

Limits: “determining causation related
to overdoses is subjective”

DEA Philadelphia/U. Pitt Report
https://www.overdosefreepa.pitt.edu/wp-content/uploads/2017/07/DEA-Analysis-of-Overdose-Deaths-in-Pennsylvania-
2016.pd_-1.pdf

So high dose leads to 
overdose event?

Washington Medicaid patients with an opioid Rx in 2006-2010, with ED or 
inpatient claim for opioid poisoning (Fulton-Kehoe, Medical Care. 2015
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