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Good morning Chairman Isakson, Ranking Member Blumenthal and Members of the Committee. Thank you for
the opportunity to speak today.

| am a practicing internist and prescription drug expert at the Johns Hopkins Bloomberg School of Public
Health, where | co-direct the Johns Hopkins Center for Drug Safety and Effectiveness. The opinions expressed
herein are my own and do not necessarily reflect the views of Johns Hopkins University.

Doctors of my generation were taught not to worry about the addictive potential of opioids if a patient had true
pain. Although well intentioned, many doctors have unwittingly contributed to soaring opioid use . . . so much
so that enough opioids are prescribed each year to provide every adult in the United States a 4-week round the
clock supply of Vicodin.

I know that you are well aware of the devastating consequences of this epidemic on America’s families. We
have lost far too many lives — more than twice the number of Americans as have died in the Vietnam, Irag and
Afghanistan wars combined — and these deaths are the tip of the iceberg. Although there are many
contributors to this epidemic, a core problem is that doctors and patients continue to overestimate the benefits
of opioids and underestimate their risks.

In my testimony, | would like to mention three important steps to address this problem. | will also discuss
several popular ideas that | am concerned may take our eyes off the ball.

First, we need to continue to improve prescribing practices. Best practices for opioid use have been described
— including cautious use with longer durations or higher doses, limiting the use of fentanyl patches and
methadone for pain, incorporating multidisciplinary pain management teams, and avoiding the combination of
opioids with medicines such as benzodiazepines. These approaches are especially vital among patients with
comorbid conditions such as mood disorders, posttraumatic stress disorder (PTSD), traumatic brain injury
(TBI) or substance use, since high-risk opioid use and adverse outcomes are both more common among these
patients.

To improve practices, it is also vital that we continue to improve the measurement and accessibility of data
about opioid utilization and prescribing at a patient, provider, clinic and health system level. Such
measurements allow for benchmarking and enhance our understanding of practices contributing to opioid
misuse and overdose deaths.

Second, we need to help people who are addicted to opiates access effective treatment. Treatment with the
medicines buprenorphine and methadone is the most effective means of helping individuals regain control of
their lives and avoid death by overdose, yet despite over 5 million Americans with opioid dependence, fewer
than 1 in 5 are receiving available treatments due to low provider interest and a variety of regulatory and
payment barriers.

Third, we need to vastly expand opportunities for people to get rid of opiates that they do not need. It is
stunning that these drugs are so easy to get, yet so difficult to get rid of. There are literally millions of pounds of
unwanted and unused medicines sitting in kitchen drawers, bathroom cabinets and bedroom nightstands all
over America. The DEA recently finalized its rules regarding the disposal of controlled substances, and
properly implemented, | believe that these “take back” programs can serve an important role in reducing
opioid-related injuries and deaths.
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Other risk mitigation methods such as patient contracts, risk assessment tools and urine testing are
increasingly common. Despite their appeal, the scientific evidence to support them is limited. Although some
of these approaches, such as urine testing, may be reasonable to routinely implement in clinical practice, such
measures do not reduce the addictive potential of these products, nor do they change the overall unfavorable
risk/benefit balance of them for many current opioid recipients.

The FDA and manufacturers are also pursuing so-called “abuse deterrent formulations” to reduce the chance a
particular product will be misused. These formulations should also be regarded with caution. While these re-
engineered medicines are designed to thwart abuse, their active products are no less addictive, and most
individuals who abuse or are addicted to opioids swallow them whole. Moreover, our research suggests that
prescribers may have important misconceptions regarding their safety. In short, | am not convinced that we can
engineer our way out of this problem.

Some have framed efforts to reign in runaway prescribing as a threat to quality of care for those with chronic
pain. As a practicing physician, | can assure you, nothing could be further from the truth. An overwhelming
amount of evidence supports the compatibility of effective pain treatment with reducing opioid prescribing. High
guality care for patients in pain isn't jeopardized by such efforts, it demands it.

Thank you for the opportunity to testify today. | look forward to your questions.
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Abstract

Public health authorities have described, with growing alarm, an unprece-
dented increase in morbidity and mortality associated with use of opioid pain
relievers (OPRs). Efforts to address the opioid crisis have focused mainly on
reducing nonmedical OPR use. Too often overlooked, however, is the need
for preventing and treating opioid addiction, which occurs in both medical
and nonmedical OPR users. Overprescribing of OPRs has led to a sharp
increase in the prevalence of opioid addiction, which in turn has been asso-
ciated with a rise in overdose deaths and heroin use. A multifaceted public
health approach that utilizes primary, secondary, and tertiary opioid addic-
tion prevention strategies is required to effectively reduce opioid-related
morbidity and mortality. We describe the scope of this public health crisis,
its historical context, contributing factors, and lines of evidence indicating
the role of addiction in exacerbating morbidity and mortality, and we provide
a framework for interventions to address the epidemic of opioid addiction.
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INTRODUCTION

Over the past 15 years, the rate of opioid pain reliever (OPR) use in the United States has
soared. From 1999 to 2011, consumption of hydrocodone more than doubled and consumption
of oxycodone increased by nearly 500% (42). During the same time frame, the OPR-related
overdose death rate nearly quadrupled (15). According to the United States Centers for Disease
Control and Prevention (CDC), the unprecedented increase in OPR consumption has led to the
“worst drug overdose epidemic in [US] history” (58). Given the magnitude of the problem, in 2014
the CDC added opioid overdose prevention to its list of top five public health challenges (13).

Overdose mortality is not the only adverse public health outcome associated with increased
OPR use. The rise in opioid consumption has also been associated with a sharp increase in
emergency room visits for nonmedical OPR use (69) and in neonatal abstinence syndrome (57).
Moreover, from 1997 to 2011, there was a 900% increase in individuals seeking treatment for
addiction to OPRs (66, 68). The correlation between opioid sales, OPR-related overdose deaths,
and treatment seeking for opioid addiction is striking (Figure 1).

Addiction is defined as continued use of a drug despite negative consequences (1). Opioids are
highly addictive because they induce euphoria (positive reinforcement) and cessation of chronic
use produces dysphoria (negative reinforcement). Chronic exposure to opioids results in structural
and functional changes in regions of the brain that mediate affect, impulse, reward, and motivation
(83, 91). The disease of opioid addiction arises from repeated exposure to opioids and can occur
in individuals using opioids to relieve pain and in nonmedical users.

Another important feature of the opioid addiction epidemic is the relationship between OPR
use and heroin use. According to the federal government’s National Survey on Drug Use and
Health (NSDUH), 4 out of 5 current heroin users report that their opioid use began with OPRs
(54). Many of these individuals appear to be switching to heroin after becoming addicted to
OPRs because heroin is less expensive on the black market. For example, in a recent sample of
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Figure 1

Rates of OPR sales, OPR-related unintentional overdose deaths, and OPR addiction treatment admissions,
1999-2010. Abbreviation: OPR, opioid pain reliever. Source: 10.
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Figure 2

Heroin admissions, by age group and race/ethnicity: 2001-2011. Source: 68.

opioid-addicted individuals who switched from OPRs to heroin, 94% reported doing so because
OPRs “were far more expensive and harder to obtain” (16, p. 24).

The increased prevalence of opioid addiction has also been associated with increases in heroin-
related morbidity and mortality. For example, since 2001, heroin addiction treatment admissions
for whites ages 20-34 have increased sharply (Figure 2). During this time frame, heroin overdose
deaths among whites ages 18-44 increased by 171% (14).

HISTORY OF OPIOID ADDICTION IN THE UNITED STATES

The current opioid addiction crisis is, in many ways, a replay of history. America’s first epidemic of
opioid addiction occurred in the second half of the nineteenth century. In the 1840s, the estimated
national supply of opium and morphine could have supported a maximum of 0.72 opioid-addicted
individuals per 1,000 persons (18). Over the next 50 years, opioid consumption soared by 538%.
It reached its peak in the mid-1890s, when the supply could have supported a maximum of ~4.59
opioid-addicted individuals per 1,000 persons. The ceiling rate then began to decline, and by 1920
there were no more than 1.97 opioid-addicted individuals per 1,000 persons in the United States.

The epidemic had diverse origins. Mothers dosed themselves and their children with opium
tinctures and patent medicines. Soldiers used opium and morphine to treat diarrhea and painful
injuries. Drinkers alleviated hangovers with opioids. Chinese immigrants smoked opium, a practice
that spread to the white underworld. But the main source of the epidemic was iatrogenic morphine
addiction, which coincided with the spread of hypodermic medication during 1870-1895. The
model opioid-addicted individual was a native-born white woman with a painful disorder, often
of a chronic nature.

Nineteenth-century physicians addicted patients—and, not infrequently, themselves—because
they had few alternatives to symptomatic treatment. Cures were scarce and the etiology of painful
conditions was poorly understood. An injection of morphine almost magically alleviated symptoms,
pleasing doctors and patients. Many patients continued to acquire and inject morphine, the sale
of which was poorly controlled.

The revolutions in bacteriology and public health, which reduced diarrheal and other diseases
commonly treated with opium; the development of alternative analgesics such as aspirin; stricter
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prescription laws; and admonitions about morphine in the lay and professional literature stemmed
the addiction tide. One important lesson of the first narcotic epidemic is that physicians were
educable. Indeed, by 1919, narcotic overprescribing was the hallmark of older, less-competent
physicians. The younger, better-trained practitioners who replaced them were more circumspect
about administering and prescribing opioids (5).

For the rest of the twentieth century, opioid addiction epidemics resulted from transient in-
creases in the incidence of nonmedical heroin use in urban areas. After World War II, these
epidemics disproportionately affected inner-city minority populations, such as the large, heavily
publicized increase in ghetto heroin use and addiction at the end of the 1960s (24, 37).

THE SHARP RISE IN PRESCRIPTION OPIOID CONSUMPTION

In 1986 a paper describing the treatment of 38 chronic pain patients concluded that OPRs could
be prescribed safely on a long-term basis (61). Despite its low-quality evidence, the paper was
widely cited to support expanded use of opioids for chronic non-cancer pain. Opioid use increased
gradually in the 1980s. In 1996, the rate of opioid use began accelerating rapidly (38). This
acceleration was fueled in large part by the introduction in 1995 of OxyContin, an extended
release formulation of oxycodone manufactured by Purdue Pharma.

Between 1996 and 2002, Purdue Pharma funded more than 20,000 pain-related educational
programs through direct sponsorship or financial grants and launched a multifaceted campaign
to encourage long-term use of OPRs for chronic non-cancer pain (86). As part of this campaign,
Purdue provided financial support to the American Pain Society, the American Academy of Pain
Medicine, the Federation of State Medical Boards, the Joint Commission, pain patient groups,
and other organizations (27). In turn, these groups all advocated for more aggressive identification
and treatment of pain, especially use of OPRs.

For example, in 1995, the president of the American Pain Society introduced a campaign en-
titled “Pain is the Fifth Vital Sign” at the society’s annual meeting. This campaign encouraged
health care professionals to assess pain with the “same zeal” as they do with vital signs and urged
more aggressive use of opioids for chronic non-cancer pain (9). Shortly thereafter, the Veterans’
Affairs health system, as well as the Joint Commission, which accredits hospitals and other health
care organizations, embraced the Pain is the Fifth Vital Sign campaign to increase the identi-
fication and treatment of pain, especially with OPRs. Similarly, the American Pain Society and
the American Academy of Pain Medicine issued a consensus statement endorsing opioid use for
chronic non-cancer pain (31). Although the statement cautioned against imprudent prescribing,
this warning may have been overshadowed by assertions that the risk of addiction and tolerance
was low, risk of opioid-induced respiratory depression was short-lived, and concerns about drug
diversion and abuse should not constrain prescribing.

Prior to the introduction of OxyContin, many physicians were reluctant to prescribe OPRs
on a long-term basis for common chronic conditions because of their concerns about addiction,
tolerance, and physiological dependence (80). To overcome what they claimed to be “opiopho-
bia,” physician-spokespersons for opioid manufacturers published papers and gave lectures in
which they claimed that the medical community had been confusing addiction with “physical
dependence.” They described addiction as rare and completely distinct from so-called “physical
dependence,” which was said to be “clinically unimportant” (60, p. 300). They cited studies with
serious methodological flaws to highlight the claim that the risk of addiction was less than 1% (28,
45,52, 59, 62).

In addition to minimizing risks of OPRs, the campaign advanced by opioid manufacturers
and pain organizations exaggerated the benefits of long-term OPR wuse. In fact, high-quality,
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long-term clinical trials demonstrating the safety and efficacy of OPRs for chronic non-cancer
pain have never been conducted. Surveys of patients with chronic non-cancer pain receiving
long-term OPRs suggest that most patients continued to experience significant chronic pain and
dysfunction (25, 76). The CDC and some professional societies now warn clinicians to avoid
prescribing OPRs for common chronic conditions (29).

Although increased opioid consumption over the past two decades has been driven largely
by greater ambulatory use for chronic non-cancer pain (8), opioid use for acute pain among
hospitalized patients has also increased sharply. A recent study found that physicians prescribed
opioids in more than 50% of 1.14 million nonsurgical hospital admissions from 2009 to 2010,
often in high doses (34). The Joint Commission’s adoption of the Pain is the Fifth Vital Sign
campaign and federally mandated patient satisfaction surveys asking patients to rate how often
hospital staff did “everything they could to help you with your pain” are noteworthy, given the
association with increased hospital use of OPRs.

REFRAMING THE OPIOID CRISIS AS AN EPIDEMIC OF ADDICTION

Policy makers and the media often characterize the opioid crisis as a problem of nonmedical OPR
abuse by adolescents and young adults. However, several lines of evidence suggest that addiction
occurring in both medical and nonmedical users, rather than abuse per se, is a key driver of
opioid-related morbidity and mortality in medical and nonmedical OPR users.

Opioid Harms Are Not Limited to Nonmedical Users

Opver the past decade, federal and state policy makers have attempted to reduce OPR abuse and
OPR-related overdose deaths. Despite these efforts, morbidity and mortality associated with OPRs
have continued to worsen in almost every US state (10). Thus far, these efforts have focused
primarily on preserving access to OPRs for chronic pain patients while reducing nonmedical
OPR use (89), defined as the use of a medication without a prescription, in a way other than as
prescribed, or for the experience or feeling it causes. However, policy makers who focus solely on
reducing nonmedical use are failing to appreciate the high opioid-related morbidity and mortality
in pain patients receiving OPR prescriptions for medical purposes.

The incidence of nonmedical OPR use increased sharply in the late 1990s, peaking in 2002
with 2.7 million new nonmedical users. Since 2002, the incidence of nonmedical use has gradually
declined to ~1.8 million in 2012 (64, 70) (Figure 3). Although the number of new nonmedical
users has declined, overdose deaths, addiction treatment admissions, and other adverse public
health outcomes associated with OPR use have increased dramatically since 2002.

A comparison of age groups of nonmedical OPR users to age groups suffering the highest rates
of opioid-related morbidity and mortality suggests that strategies focused exclusively on reducing
nonmedical OPR use are insufficient (Figure 4). Although past-month nonmedical use of OPRs
is most common in teenagers and young adults between the ages of 15 and 24 (65), OPR overdose
deaths occur most often in adults ages 45-54, and the age group that has experienced the greatest
increase in overdose mortality over the past decade is 55-64 (15), an age group in which medical
use of OPRs is common. Opioid overdoses appear to occur more frequently in medical OPR users
than in young nonmedical users. For example, in a study of 254 unintentional opioid overdose
decedents in Utah, 92% of the decedents had been receiving legitimate OPR prescriptions from
health care providers for chronic pain (39).

Middle-aged women and the elderly are more likely than other groups to visit doctors with
complaints of pain (4). The development of iatrogenic opioid addiction in these groups may
explain why they have experienced the largest increase in hospital stays resulting from opioid user
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Figure 3

First-time nonmedical use of pain relievers. Source: 64, 70.

disorders since 1993 (56) (Figure 5). Over the past decade, white women ages 55-64 have also
experienced the largest increase in accidental opioid overdose deaths (12, 15).
Opioid Addiction Is a Key Driver of Morbidity and Mortality

Accidental opioid overdose is a common cause of death in individuals suffering from opioid ad-
diction (36). Although overdoses do occur in medical and nonmedical OPR users who are not
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(#) Past month nonmedical OPR use by age versus (/) OPR-related unintentional overdose deaths by age. Abbreviation: OPR, opioid
pain reliever. Sources: 58, 68.
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Figure 5

Rate of hospital inpatient stays related to OPR use by adult age group, 1993 and 2012. Source: 56.

opioid-addicted, consistent findings in samples of OPR overdose decedents show that deaths are
most common in individuals likely to be suffering from opioid addiction. A study of 295 unin-
tentional OPR overdose deaths in West Virginia found that four out of five decedents (80%) had
a history of a substance use disorder (33). Another study found that among 254 opioid overdose
decedents in Utah, about three-fourths (76%) had relatives or friends who were concerned about
the decedent’s misuse of opioids prescribed for pain (39).

The sharp increase in the prevalence of opioid addiction is a key driver of opioid-related
morbidity and mortality. The misattribution of the opioid crisis to nonmedical use or abuse rather
than to addiction has stymied efforts to address this crisis because it has led to a focus on policies
to prevent such nonmedical use at the expense of greater resources committed to preventing and
treating opioid addiction in both medical and nonmedical users.

PREVENTION STRATEGIES

This section organizes strategies for curbing the epidemic of opioid addiction into primary, sec-
ondary, and tertiary prevention. Although some specific interventions are discussed, we do not
provide an exhaustive list. Rather, our purpose is to demonstrate that prevention strategies em-
ployed in epidemiologic responses to communicable and noncommunicable disease epidemics
apply equally well when the disease in question is opioid addiction. Interventions should focus on
preventing new cases of opioid addiction (primary prevention), identifying early cases of opioid
addiction (secondary prevention), and ensuring access to effective addiction treatment (tertiary
prevention).

Primary Prevention

The aim of primary prevention is to reduce the incidence of a disease or condition. Opioid addiction
is typically chronic, life-long, difficult to treat, and associated with high rates of morbidity and
mortality. Thus, bringing the opioid addiction epidemic under control requires effort to prevent
new cases from developing.

www.annualyeviews.org o The Opioid Addiction Epidemic
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Preventing addiction caused by medical exposure to OPRs. The incidence of iatrogenic
opioid addiction in patients treated with long-term OPRs is unknown because adequately designed
prospective studies have not been conducted. However, opioid use disorders appear to be highly
prevalent in chronic pain patients treated with OPRs. A survey performed by Boscarino et al.
of 705 chronic pain patients treated in specialty and primary care outpatient centers found that
26% met the Diagnostic and Statistical Manual of Mental Disorders (DSM) 1V criteria for opioid
dependence, and 35% met DSM V criteria for an opioid use disorder (6, 7). A systematic review
of studies utilizing opioids for low back pain found that aberrant drug abuse-related behaviors
suggestive of addiction occurred in up to 24% of patients on long-term OPRs (50). Many patients
on long-term OPRs worry about dependence and addiction and express a desire to taper or cease
opioid therapy (76).

To reduce the incidence of iatrogenic opioid addiction, health care professionals must prescribe
opioids more cautiously for both acute and chronic pain. Unfortunately, the campaign to encourage
OPR prescribing has left many health care providers with a poor appreciation of opioid risks,
especially the risk of addiction, and an overestimation of opioid benefits. Despite these risks and
the lack of evidence supporting long-term efficacy, OPR prescribing for chronic non-cancer pain
increased over the past decade while use of nonopioid analgesics decreased (20). This pattern
highlights the need for prescriber education that explicitly corrects misperceptions about OPR
safety and efficacy. If clinicians treating pain more often substituted nonopioid analgesics and
nonpharmaceutical approaches for OPRs, evidence suggests the incidence of opioid addiction
would decline and outcomes for patients with chronic non-cancer pain would improve.

Many prescribers are unaware that evidence of long-term effectiveness for OPRs is lacking
and that risks, in addition to addiction, include respiratory depression leading to unintentional
overdose death; serious fractures from falls (71, 77); hypogonadism and other endocrine effects that
can cause a spectrum of adverse effects (88); increased pain sensitivity (2); chronic constipation
and serious fecal impaction (81); and chronic dry mouth, which can lead to tooth decay (79).
Providing prescribers with accurate information about opioid risks and benefits could result in
more informed risk/benefit appraisals. Indeed, one of the lessons learned from the nineteenth-
century opioid addiction epidemic was that physicians were educable. By the early 1900s, aggressive
opioid prescribing had become the hallmark of older, less-competent physicians (5).

Several states, including Iowa, Kentucky, Massachusetts, Ohio, Tennessee, and Utah, have
passed mandatory prescriber education legislation (89). In addition, the US Food and Drug Admin-
istration (FDA) is requiring manufacturers of extended release and long-acting OPRs to sponsor
educational programs for prescribers. Unfortunately, some of these educational programs, includ-
ing those required by the FDA, imply that OPRs are safe and effective for chronic non-cancer
pain instead of offering prescribers accurate information about OPR risks and benefits (84). It
remains unclear whether or not educational programs such as these will reduce OPR prescribing
for common conditions where risks of use are likely to outweigh benefits.

Some opioid manufacturers have reformulated OPRs to make them more difficult to misuse
through an intranasal or injection route. These so-called abuse-deterrent formulations (ADFs)
may offer safety advantages over easily snorted and injected OPRs, but they do not render them
less addictive. Opioid addiction, in both medical and nonmedical OPR users, most frequently
develops through oral use (85). Some opioid-addicted individuals may transition to intranasal or
injection use, but most continue to use OPRs orally (47). Thus, ADFs should not be considered
a primary prevention strategy for opioid addiction.

In 2013, the New York City Department of Health and Mental Hygiene released emergency
room guidelines on OPR prescribing (55). Recommendations included in the guidelines call for
substituting nonopioid analgesics when possible, avoiding use of extended-release OPRs, and
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limiting the supply to three days. Reducing patient exposure to OPRs and reducing the supply of
excess OPRs in the homes of discharged patients may be effective strategies for preventing opioid
addiction that can occur from both medical and nonmedical OPR use.

Preventing addiction caused by nonmedical exposure to OPRs. Individuals who use OPRs
nonmedically are at risk for developing opioid addiction. Thus, efforts to reduce nonmedical use
are an important primary prevention strategy. Adolescents and young adults who experiment with
nonmedical use are most likely to obtain OPRs for free from friends or family members who had
received a legitimate prescription (70). This information suggests that more cautious prescribing
is required to prevent nonmedical use of excess OPRs. Unused OPRs in medicine chests should
be immediately discarded or returned to a pharmacy, which became permissible in October 2014
after the Drug Enforcement Administration made a federal regulatory change (82).

Although OPRs have an abuse liability similar to that of heroin (17), they are commonly per-
ceived as less risky. Seventy-three percent of eighth graders surveyed in 2013 perceived occasional
use of heroin without a needle as high risk, but only 26% perceived occasional use of Vicodin as
high risk (41). Eighth graders also perceived occasional Vicodin use as less risky than occasional
marijuana use, less risky than smoking 1-5 cigarettes per day, and less risky than moderate alcohol
use.

Individuals who perceive the risk of nonmedical OPR use to be low may be more likely to
misuse OPRs. A 2004 survey found that college students who perceive a low level of risk from
OPRs were 9.6 times more likely to use OPRs nonmedically, as compared with those who perceive
these medications as harmful (3). Although the ability for causal inference from this type of cross-
sectional survey is limited, this finding suggests that social marketing campaigns designed to
increase perceived harmfulness of OPRs may be an effective prevention strategy.

Secondary Prevention

The aim of secondary prevention is to screen for a health condition after its onset but before it
causes serious complications. Efforts to identify and treat opioid-addicted individuals early in the
course of the disease are likely to reduce the risk of overdose, psychosocial deterioration, transition
to injection opioid use, and medical complications.

Physicians are frequently the source of OPRs for opioid-addicted medical and nonmedical
users (43). Contacts with medical professionals present valuable opportunities for early identi-
fication of opioid addiction. However, detection of opioid addiction in OPR users can be very
difficult. Opioid-addicted chronic pain patients may demonstrate aberrant drug-related behaviors,
such as presenting for early refills. However, some opioid-addicted pain patients, especially those
prescribed high doses, may not demonstrate drug-seeking behavior. Opioid-addicted individuals
receiving OPR prescriptions are often reluctant to disclose their concerns about addiction with
prescribers because they fear being judged, being cut off from a legitimate supply, or being labeled
as malingerers for feigning pain.

The difficulty of diagnosing opioid addiction in individuals motivated to conceal their condi-
tion suggests that prescribers should seek collateral information before prescribing OPRs. Urine
toxicology can be used to verify a patient’s self-reported drug ingestion history (53). However,
urine toxicology of patients on long-term OPRs is not a reliable strategy for identifying opioid
addiction. Urine toxicology cannot determine if a patient is taking extra doses or if a patient is
using OPRs by an intranasal or injection route.

Opioid-addicted individuals may receive OPR prescriptions from multiple providers, a prac-
tice referred to as “doctor shopping.” Doctor shoppers can be identified through use of state
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prescription drug monitoring programs (PDMPs). Some state PDMPs send unsolicited reports
to the medical providers of doctor shoppers. Research suggests that unsolicited reports increase
prescribers’ ability to detect opioid addiction, sometimes prompting actions such as coordinating
care with other providers and modifying their own prescribing practices, as well as screening and
referring for addiction treatment (78).

Prescribers in most states can consult their state PDMP before prescribing OPRs. PDMPs may
be especially useful in emergency rooms and other settings where opioid-addicted individuals feign
pain to obtain OPRs. Too often, however, patients identified as doctor shoppers are simply turned
away, without hospital staff attempting to link these patients to addiction treatment services. Efforts
must be made to help these clinicians understand that drug-seeking patients are suffering from
the chronic, life-threatening disease of opioid addiction.

One challenge to PDMP effectiveness has been the low rate of provider use of these data
(48). To increase prescriber utilization, Kentucky, Tennessee, and New York passed legislation
mandating that prescribers check the PDMP before prescribing controlled substances. Data from
these states indicate that PDMP utilization increased rapidly subsequent to the mandate, which
correlated with declines in opioid prescribing (KY, TN, NY) and a sharp drop in visits to multiple
providers (TN, NY) (35).

Tertiary Prevention

Tertiary prevention strategies involve both therapeutic and rehabilitative measures once a disease
is firmly established. The goal of tertiary prevention of opioid addiction is to prevent overdose
deaths, medical complications, psychosocial deterioration, transition to injection drug use, and
injection-related infectious diseases. Doing so is accomplished mainly by ensuring that opioid-
addicted individuals can access effective and affordable opioid addiction treatment.

Opioid addiction treatment. The need for opioid addiction treatmentis greatand largely unmet.
According to the NSDUH, an estimated 2.1 million Americans are addicted to OPRs, and 467,000
are addicted to heroin (70). Unfortunately, these estimates exclude many opioid-addicted pain
patients because NSDUH participants are told by surveyors that “we are only interested in your
use of prescription pain relievers that were not prescribed for you or that you used only for the
experience or feeling they caused” (67, p. 124).

In 2005, there were an estimated 10 million chronic pain patients receiving daily, long-term
treatment with OPRs (8). The continuing increase in opioid consumption from 2005 to 2011 (42)
suggests that the number may now exceed 10 million. Applying the prevalence estimates of DSM
IV opioid dependence found by Boscarino et al. (6) in pain patients taking long-term opioids
would indicate that an additional 2.5 million chronic pain patients may be opioid-addicted. Thus,
the total number of Americans suffering from opioid addiction may exceed 5 million.

Treatment of opioid addiction includes pharmacotherapies and psychosocial approaches, in-
cluding residential treatment, mutual-help programs (e.g., Narcotics Anonymous), and 12-Step
treatment programs. These modalities may be used as stand-alone interventions or in combination
with pharmacotherapy. Psychosocial opioid addiction treatment approaches show value and are
an important treatment option (63). However, research with greater specificity and consistency is
needed to better evaluate outcomes.

Pharmacotherapies for opioid addiction include agonist maintenance with methadone and
partial-agonist maintenance with buprenorphine and antagonist treatment with naltrexone, which
is available in a monthly injection. Methadone and buprenorphine work by controlling cravings.
Naltrexone works by preventing opioid-addicted individuals from feeling the effects of opioids.
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Naltrexone may be helpful in highly motivated and carefully selected patients. However, patients
treated with naltrexone may be at increased risk of overdose death should relapse occur (23).

Multiple well-designed randomized controlled trials provide strong evidence that buprenor-
phine maintenance and methadone maintenance are safe and effective treatments for opioid ad-
diction (30, 40, 46, 49, 74, 75). Both buprenorphine and methadone treatment are associated
with reduced overdose risk and improved maternal and fetal outcomes in pregnancy (19, 44, 51,
72). Despite strong evidence supporting the use of buprenorphine and methadone, fewer than
1 million Americans are receiving these treatments (87).

Methadone poses a substantially greater risk of respiratory depression than does buprenorphine
and can be obtained only from licensed opioid treatment programs (OTPs). The lack of OTPs
in many communities presents a major challenge to expanding access to methadone. In contrast,
buprenorphine, a partial opioid agonist, has a better safety profile than does methadone and can be
prescribed in an office-based setting (26). Barriers to accessing buprenorphine include federal lim-
its on the number of patients a physician may treat, ineligibility of nurse practitioners to prescribe
it, and inadequate integration of buprenorphine into primary care treatment. Access to buprenor-
phine treatment could be expanded if the federal government eased or remove regulatory barriers.

Harm-reduction approaches. Tertiary prevention strategies also include harm-reduction ap-
proaches to improving health outcomes and reducing overdose deaths. In the subset of opioid-
addicted individuals who are heroin injection drug users, evidence suggests that access to syringe
exchange programs can prevent HIV infection (22). These efforts have been less effective at pre-
venting hepatitis C infection, which is increasing rapidly in young, white IDUs (32).

Expanding access to naloxone, an opioid overdose antidote, can prevent overdose deaths by
reversing life-threatening respiratory depression. In the 1990s, syringe exchange programs began
distributing naloxone to injection drug users for the purpose of rescuing peers. Evidence shows that
clients of syringe exchange programs demonstrated the ability to successfully reverse overdoses
when they had been provided with naloxone and training (73). In addition, providing family
members of opioid-addicted individuals and nonparamedic first responders with naloxone may be
an effective strategy for rescuing overdose victims (21, 90). At present, there are more than 188
community-based naloxone distribution programs in 15 states and the District of Columbia (11).

CONCLUSION

The increased prevalence of opioid addiction, caused by overprescribing of OPRs, has led to a
parallel increase in opioid overdose deaths. Efforts to address this crisis that focus exclusively
on reducing nonmedical OPR use have been ineffective. Middle-aged and elderly individuals
commonly exposed to OPRs for pain treatment have experienced the largest increase in rates of
opioid-related morbidity and mortality. Recognition that opioid addiction in both medical and
nonmedical users is a key driver of opioid-related morbidity and mortality will result in a more
effective response to this public health crisis. Just as public health authorities would approach
other disease outbreaks, efforts must be made to reduce the incidence of opioid addiction, identify
cases early, and ensure access to effective treatment.

Preventing opioid addiction requires strategies that foster more cautious and selective OPR
prescribing. However, if prescribing is reduced without also ensuring access to addiction treatment,
the opioid overdose death rate may remain at a historically high level and the use of heroin may
continue to increase. Coordinated efforts from federal agencies, state agencies, health care insurers,
and health care providers are required to address the needs of millions of Americans now struggling
with this chronic, life-threatening disease.

www.annualyeviews.org o The Opioid Addiction Epidemic



Annu. Rev. Public Health 2015.36:559-574. Downloaded from www.annualreviews.org
Access provided by Johns Hopkins University on 03/19/15. For personal use only

570

DISCLOSURE STATEMENT

Dr. Alexander is Chair of the FDA’s Peripheral and Central Nervous System Advisory Committee,
serves as a paid consultant to IMS Health, and serves on an IMS Health scientific advisory board.

This arrangement has been reviewed and approved by Johns Hopkins University in accordance
with its conflict of interest policies. Ms. Hwang is a current ORISE Fellow at the FDA.

LITERATURE CITED

1.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Angres DH, Bettinardi-Angres K. 2008. The disease of addiction: origins, treatment, and recovery. Dis.
Mon. 54:696-721

. Angst MS, Clark JD. 2006. Opioid-induced hyperalgesia: a qualitative systematic review. Anesthesiology

104:570-87

. Arria AM, Caldeira KM, Vincent KB, O’Grady KE, Wish ED. 2008. Perceived harmfulness predicts

nonmedical use of prescription drugs among college students: interactions with sensation-seeking. Prev.
Sei. 9:191-201

. Blackwell DL, Lucas JW, Clarke TC. 2014. Summary Health Statistics for U.S. Adults: National Health

Interview Survey, 2012. Vital Health Stat. 10(260). Hyattsville, MD: Natl. Cent. Health Stat., U.S. Dept.
Health Hum. Serv.

. Blair T 1919. Is opium the “sheet-anchor of treatment”? Am. 7. Clin. Med. 26:829-34
. Boscarino JA, Rukstalis M, Hoffman SN, Han JJ, Erlich PM, etal. 2010. Risk factors for drug dependence

among out-patients on opioid therapy in a large US health-care system. Addiction 105:1776-82

. Boscarino JA, Rukstalis MR, Hoffman SN, Han JJ, Erlich PM, et al. 2011. Prevalence of prescription

opioid-use disorder among chronic pain patients: comparison of the DSM-5 versus DSM-4 diagnostic
criteria. 7. Addict. Dis. 30:185-94

. Boudreau D, Von Korft M, Rutter CM, Saunders K, Ray GT, et al. 2009. Trends in long-term opioid

therapy for chronic non-cancer pain. Pharmacoepidemiol. Drug Saf. 18:1166-75

. Campbell JN. 1996. APS 1995 presidential address. Pain Forum 5:85-88
10.

CDC (Cent. Dis. Control Prev.). 2011. Vital signs: overdoses of prescription opioid pain relievers—United
States, 1999-2008. MMIWR 60:1487-92

CDC (Cent. Dis. Control Prev.). 2012. Community-based opioid overdose prevention programs providing
naloxone—United States, 2010. MMWR 6:101-5

CDC (Cent. Dis. Control Prev.). 2013. Vital signs: overdoses of prescription opioid pain relievers and
other drugs among women—United States, 1999-2010. MMWWR 62:537-42

CDC (Cent. Dis. Control Prev.). 2014. CDC’ Top Ten: 5 Health Achievements in 2013 and 5
Health Threats in 2014. Atlanta, GA: CDC. http://blogs.cdc.gov/cdcworksforyou24-7/2013/12/cdc’s-
top-ten-5-health-achievements-in-2013-and-5-health-threats-in-2014/

CDC (Cent. Dis. Control Prev.). 2014. QuickStats: rates of drug poisoning deaths involving heroin,* by
selected age and racial/ethnic groups—United States, 2002 and 2011. MMWR 63:595

Chen LH, Hedegaard H, Warner M. 2014. Drug-Poisoning Deaths Involving Opioid Analgesics: United States,
1999-2011. NCHS Data Brief No. 166. Hyattsville, MD: Natl. Cent. Health Stat.

Cicero 1], Ellis MS, Surratt HL, Kurtz SP. 2014. The changing face of heroin use in the United States:
a retrospective analysis of the past 50 years. 7AMA Psychiatry 71:821-26

Comer SD, Sullivan MA, Whittington RA, Vosburg SK, Kowalczyk W]. 2008. Abuse liability of pre-
scription opioids compared to heroin in morphine-maintained heroin abusers. Neuropsychopharmacology
33:1179-91

Courtwright DT. 2001. Dark Paradise: A History of Opiate Addiction in America. Cambridge, MA: Harvard
Univ. Press. Revis. ed.

Coyle MG, Salisbury AL, Lester BM, Jones HE, Lin H, et al. 2012. Neonatal neurobehavior effects
following buprenorphine versus methadone exposure. Addiction 107:63-73

Daubresse M, Chang HY, Yu'Y, Viswanathan S, Shah ND, etal. 2013. Ambulatory diagnosis and treatment
of nonmalignant pain in the United States, 2000-2010. Med. Care 51:870-78

Kolodny et al.


http://blogs.cdc.gov/cdcworksforyou24-7/2013/12/cdc's-top-ten-5-health-achievements-in-2013-and-5-health-threats-in-2014/
http://blogs.cdc.gov/cdcworksforyou24-7/2013/12/cdc's-top-ten-5-health-achievements-in-2013-and-5-health-threats-in-2014/

Annu. Rev. Public Health 2015.36:559-574. Downloaded from www.annualreviews.org
Access provided by Johns Hopkins University on 03/19/15. For personal use only

21.

22.

23.

24.
25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

Davis CS, Ruiz S, Glynn P, Picariello G, Walley AY. 2014. Expanded access to naloxone among firefight-
ers, police officers, and emergency medical technicians in Massachusetts. Amz. . Public Health 104:¢7-9
Des Jarlais DC, Perlis T, Arasteh K, Torian LV, Beatrice S, et al. 2005. HIV incidence among injection
drug users in New York City, 1990 to 2002: use of serologic test algorithm to assess expansion of HIV
prevention services. Am. 7. Public Health 95:1439-44

Digiusto E, Shakeshaft A, Ritter A, O’Brien S, Mattick RP. 2004. Serious adverse events in the Australian
National Evaluation of Pharmacotherapies for Opioid Dependence. Addiction 99:450-60

DuPont RL, Greene MH. 1973. The dynamics of a heroin addiction epidemic. Science 181:716-22
Eriksen J, Sjogren P, Bruera E, Ekholm O, Rasmussen NK. 2006. Critical issues on opioids in chronic
non-cancer pain: an epidemiological study. Pain 125:172-79

Fareed A, Vayalapalli S, Byrd-Sellers J, Casarella J, Drexler K. 2011. Safety and efficacy of long-term
buprenorphine maintenance treatment. Addict. Dis. Treat. 10:123-30

Fauber J. 2012. Painkiller boom fueled by networking: doctors, researchers with financial ties to drug
makers set stage for surge in prescriptions. Milwaukee-Wisconsin Journal Sentinel, Feb. 18, p. Al

Fishbain DA, Cole B, Lewis ], Rosomoft HL, Rosomoft RS. 2008. What percentage of chronic nonmalig-
nant pain patients exposed to chronic opioid analgesic therapy develop abuse/addiction and/or aberrant
drug-related behaviors? A structured evidence-based review. Pain Med. 9:444-59

Franklin GM. 2014. Opioids for chronic noncancer pain: a position paper of the American Academy of
Neurology. Neurology 83:1277-84

Fudala PJ, Bridge TP, Herbert S, Williford WO, Chiang CN, et al. 2003. Office-based treatment of
opiate addiction with a sublingual-tablet formulation of buprenorphine and naloxone. N. Engl. 7. Med.
349:949-58

Haddox JD, Joranson D, Angarola RT, Brady A, Carr DB, etal. 1997. The use of opioids for the treatment
of chronic pain: a consensus statement from the American Academy of Pain Medicine and the American
Pain Society. Clin. 7. Pain 13:6-8

Hagan H, Pouget ER, Williams I'T, Garfein RL, Strathdee SA, etal. 2010. Attribution of hepatitis C virus
seroconversion risk in young injection drug users in 5 US cities. 7. Infect. Dis. 201:378-85

Hall AJ, Logan JE, Toblin RL, Kaplan JA, Kraner JC, et al. 2008. Patterns of abuse among unintentional
pharmaceutical overdose fatalities. 7AMA 300:2613-20

Herzig SJ, Rothberg MB, Cheung M, Ngo LH, Marcantonio ER. 2014. Opioid utilization and opioid-
related adverse events in nonsurgical patients in US hospitals. 7. Hosp. Med. 9:73-81

Hopkins D, Dreyzehner JJ, O’Leary T. 2014. Lessons learned from mandating prescriber compliance. Presented
at Natl. Prescr. Abuse Sum., April 22-23, Atlanta

Hser YI, Hoffman V, Grella CE, Anglin MD. 2001. A 33-year follow-up of narcotics addicts. Arch. Gen.
Psychiatry 58:503-8

Hughes PH, Barker NW, Crawford GA, Jaffe JH. 1972. The natural history of a heroin epidemic. Am. 7.
Public Health 62:995-1001

INCB (Int. Narc. Control Board). 2007. The Report of the International Narcotics Control Board for 2007.
Vienna: INCB

Johnson EM, Lanier WA, Merrill RM, Crook J, Porucznik CA, et al. 2013. Unintentional prescription
opioid-related overdose deaths: description of decedents by next of kin or best contact, Utah, 2008-2009.
7 Gen. Intern. Med. 28:522-29

Johnson RE, Chutuape MA, Strain EC, Walsh SL, Stitzer ML, Bigelow GE. 2000. A comparison of
levomethadyl acetate, buprenorphine, and methadone for opioid dependence. N. Engl. 7. Med. 343:1290—
97

Johnston LD, O’Malley PM, Bachman JG, Schulenberg JE. 2014. Monitoring the future National Survey
Results on Drug Use: 1975-2013. Overview, key findings on adolescent drug use. Ann Arbor, MI: Inst.
Soc. Res., Univ. Mich.

Jones CM. 2013. Trends in the distribution of selected opioids by state, US, 1999-2011. Presented at Natl.
Meet. Safe States Alliance, June 6, Baltimore, MD

Jones CM, Paulozzi L], Mack KA. 2014. Sources of prescription opioid pain relievers by frequency of
past-year nonmedical use: United States, 2008-2011. 7AMA Intern. Med. 174:802-3

www.annualyeviews.org o The Opioid Addiction Epidemic



Annu. Rev. Public Health 2015.36:559-574. Downloaded from www.annualreviews.org
Access provided by Johns Hopkins University on 03/19/15. For personal use only

572

44. Jones HE, Kaltenbach K, Heil SH, Stine SM, Coyle MG, et al. 2010. Neonatal abstinence syndrome after

45.

46.

47.

48.

49.

50.

S1.

52.
53.

54.

55.

56.

57.

58.

59.

60.

61.

62.
63.

methadone or buprenorphine exposure. N. Engl. 7. Med. 363:2320-31

Juurlink DN, Dhalla IA. 2012. Dependence and addiction during chronic opioid therapy. 7. Med. Toxicol.
8:393-99

Kakko J, Svanborg KD, Kreek MJ, Heilig M. 2003. l-year retention and social function after
buprenorphine-assisted relapse prevention treatment for heroin dependence in Sweden: a randomised,
placebo-controlled trial. Lancet 361:662—68

Katz N, Dart RC, Bailey E, Trudeau J, Osgood E, Paillard F. 2011. Tampering with prescription opioids:
nature and extent of the problem, health consequences, and solutions. Az 7. Drug Alcohol Abuse 37:205-17
Kreiner P, Nikitin R, Shields TP. 2014. Bureau of Fustice Assistance Prescription Drug Monitoring Program
Performance Measures Report: Fanuary 2009 through Fune 2012. Waltham, MA: PDMP Cent. Excell.,
Brandeis Univ.

Ling W, Charuvastra C, Collins JF, Batki S, Brown LS, etal. 1998. Buprenorphine maintenance treatment
of opiate dependence: a multicenter, randomized clinical trial. Addiction 93:475-86

Martell BA, O’Connor PG, Kerns RD, Becker WC, Morales KH, et al. 2007. Systematic review: opioid
treatment for chronic back pain: prevalence, efficacy, and association with addiction. Ann. Intern. Med.
146:116-27

McCarthy JJ, Leamon MH, Parr MS, Anania B. 2005. High-dose methadone maintenance in pregnancy:
maternal and neonatal outcomes. Am. 7. Obstet. Gynecol. 193:606-10

Medina JL, Diamond S. 1977. Drug dependency in patients with chronic headache. Headache 17:12-14
Monte AA, Heard KJ, Hoppe JA, Vasiliou V, Gonzalez FJ. 2015. The accuracy of self-reported drug
ingestion histories in emergency department patients. 7. Clin. Pharmacol. 55:33-38

Muhuri PK, Gfroerer JC, Davies MC. 2013. Associations of nonmedical pain reliever use and initia-
tion of heroin use in the United States. CBHSQ Data Rev. Aug.: http://www.samhsa.gov/data/sites/
default/files/DR006/DR006/nonmedical-pain-reliever-use-2013.htm

N.Y. City Dep. Health Ment. Hyg. 2013. New York City Emergency Department Discharge Opioid Prescrib-
ing Guidelines. Long Island City, NY: NYC Health. http://www.nyc.gov/html/doh/downloads/pdf/
basas/opioid-prescribing-guidelines.pdf

Owens PL, Barrett ML, Weiss AJ, Washington RE, Kronick R. 2014. Hospital inpatient utiliza-
tion related to opioid overuse among adults, 1993-2012. HCUP Stat. Brief No. 177, Agency Healthc.
Res. Quality (AHRQ), Rockville, MD. http://www.hcup-us.ahrq.gov/reports/statbriefs/sb177-
Hospitalizations-for-Opioid-Overuse.pdf

Patrick SW, Schumacher RE, Benneyworth BD, Krans EE, McAllister JM, Davis MM. 2012. Neonatal
abstinence syndrome and associated health care expenditures: United States, 2000-2009. 74MA 307:1934-
40

Paulozzi LJ. 2010. The epidemiology of drug overdoses in the United States. Presented at Promis. Leg. Re-
sponses to the Epidemic of Prescr. Drug Overdoses in the U.S., Maimonides Med. Cent. Dep. Psychiatry,
Dec. 2, Grand Rounds, Brooklyn

Perry S, Heidrich G. 1982. Management of pain during debridement: a survey of U.S. burn units. Pain
13:267-80

Portenoy RK. 1996. Opioid therapy for chronic nonmalignant pain: clinicians’ perspective. 7. Law Med.
Ethics 24:296-309

Portenoy RK, Foley KM. 1986. Chronic use of opioid analgesics in non-malignant pain: report of 38
cases. Pain 25:171-86

Porter J, Jick H. 1980. Addiction rare in patients treated with narcotics. N. Engl. 7. Med. 302:123

Reif S, George P, Braude L, Dougherty RH, Daniels AS, et al. 2014. Residential treatment for individuals
with substance use disorders: assessing the evidence. Psychiatr. Serv. 65:301-12

64. SAMHSA (Substance Abuse Ment. Health Serv. Adm.). 2003. Results from the 2002 National Survey on

65.

Drug Use and Health: National Findings. Off. Appl. Stud., NHSDA Ser. H-22, DHHS Publ. No. SMA
03-3836. Rockville, MD: SAMHSA

SAMHSA (Subst. Abuse Ment. Health Serv. Adm.). 2009. Trends in Nonmedical Use of Prescription Pain
Relievers: 2002 to 2007. NSDUH Rep. Rockville, MD: SAMHSA

Kolodny et al.


http://www.samhsa.gov/data/sites/default/files/DR006/DR006/nonmedical-pain-reliever-use-2013.htm
http://www.samhsa.gov/data/sites/default/files/DR006/DR006/nonmedical-pain-reliever-use-2013.htm
http://www.nyc.gov/html/doh/downloads/pdf/basas/opioid-prescribing-guidelines.pdf
http://www.nyc.gov/html/doh/downloads/pdf/basas/opioid-prescribing-guidelines.pdf
http://www.hcup-us.ahrq.gov/reports/statbriefs/sb177-Hospitalizations-for-Opioid-Overuse.pdf
http://www.hcup-us.ahrq.gov/reports/statbriefs/sb177-Hospitalizations-for-Opioid-Overuse.pdf

Annu. Rev. Public Health 2015.36:559-574. Downloaded from www.annualreviews.org
Access provided by Johns Hopkins University on 03/19/15. For personal use only

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.
83.

84.

85.

86.

SAMHSA (Subst. Abuse Ment. Health Serv. Adm.). 2010. Center for Behavioral Health Statistics and Quality.
Treatment Episode Data Set (TEDS): 2007. Discharges from Substance Abuse Treatment Services. DASIS Ser.:
S-51, HHS Publ. No. (SMA) 10-4479. Rockville, MD: SAMHSA

SAMHSA (Subst. Abuse Ment. Health Serv. Adm.). 2011. CAI Specifications for Programming in English:
2012 National Survey on Drug Use and Health. Rockville, MD: SAMHSA. https://www.icpsr.umich.edu/
icpsrweb/DSDR/studies/34933?keyword % 5B0% 5D=drug+dependence&q=ANLNDMOR&=
groupResults=false

SAMHSA (Subst. Abuse Ment. Health Serv. Adm.). 2013. Center for Behavioral Health Statistics and Quality.
Treatment Episode Data Set (TEDS): 2001-2011. National Admissions to Substance Abuse Treatment Services.
BHSIS Ser. S-65, DHHS Publ. No. SMA 13-4772. Rockville, MD: SAMHSA

SAMHSA (Subst. Abuse Ment. Health Serv. Adm.). 2013. Drug Abuse Warning Network, 2011: National
Estimates of Drug-Related Emergency Department Visits. DHHS Publ. No. SMA 13-4760, DAWN Ser.
D-39. Rockville, MD: SAMHSA

SAMHSA (Subst. Abuse Ment. Health Serv. Adm.). 2013. Results from the 2012 National Survey on Drug
Use and Health: Summary of National Findings. NSDUH Ser. H-46, DHHS Publ. No. SMA 13-4795.
Rockville, MD: SAMHSA

Saunders KW, Dunn KM, Merrill JO, Sullivan MD, Weisner CM, et al. 2010. Relationship of opioid use
and dosage levels to fractures in older chronic pain patients. 7. Gen. Intern. Med. 25:310-15

Schwartz RP, Gryczynski J, O’Grady KE, Sharfstein JM, Warren G, etal. 2013. Opioid agonist treatments
and heroin overdose deaths in Baltimore, Maryland, 1995-2009. Asm. 7. Public Health 103:917-22

Seal KH, Thawley R, Gee L, Bamberger J, Kral AH, et al. 2005. Naloxone distribution and cardiopul-
monary resuscitation training for injection drug users to prevent heroin overdose death: a pilotintervention
study. 7. Urban Health 82:303-11

Sees KL, Delucchi KL, Masson C, Rosen A, Clark HW, et al. 2000. Methadone maintenance for opioid
dependence. 7AMA 284:694-95

Strain EC, Bigelow GE, Liebson IA, Stitzer ML. 1999. Moderate versus high-dose methadone in the
treatment of opioid dependence: a randomized trial. 7AMA 281:1000-5

Sullivan MD, Von Korff M, Banta-Green C, Merrill JO, Saunders K. 2010. Problems and concerns of
patients receiving chronic opioid therapy for chronic non-cancer pain. Pain 149:345-53

Takkouche B, Montes-Martinez A, Gill SS, Etminan M. 2007. Psychotropic medications and the risk of
fracture: a meta-analysis. Drug Saf. 30:171-84

Thomas CP, Kim M, Nikitin RV, Kreiner P, Clark TW, Carrow GM. 2014. Prescriber response to
unsolicited prescription drug monitoring program reports in Massachusetts. Pharmacoepidemiol. Drug Saf.
23:950-57

Thomson MW, Poulton R, Broadbent MJ, Al-Kubaisy S. 2006. Xerostomia and medications among
32-year-olds. Acta. Odontol. Scand. 64:249-54

Turk DC, Brody MC, Okifuji EA. 1994. Physicians’ attitudes and practices regarding the long-term
prescribing of opioids for non-cancer pain. Pain 59:201-8

Tuteja AK, Biskupiak J, Stoddard GJ, Lipman AG. 2010. Opioid-induced bowel disorders and narcotic
bowel syndrome in patients with chronic non-cancer pain. Neurogastroenterol. Motil. 22:424-30

US Drug Enforc. Admin. (DEA). 2014. Disposal of controlled substances. Fed. Regist. 79(174):53520-70
Upadhyay J, Maleki N, Potter J, Elman I, Rudrauf D, et al. 2010. Alterations in brain structure and
functional connectivity in prescription opioid-dependent patients. Brain 133:2098-114

US FDA (Food Drug Admin.). 2011. Comment from Physicians for Responsible Opioid Prescribing on the
Food and Drug Administration (FDA) Notice: Draft blueprint for prescriber education; availability: long-
acting/extended-release opioid class-wide risk evaluation and mitigation strategy. Phys. Responsib. Opiod Pre-
scr. (PROP), FDA-2011-D-0771-0069, Regulations.gov, Washington, DC. http://www.regulations.
gov/#!documentDetail;D=FDA-2011-D-0771-0069

US FDA (Food Drug Admin.). 2013. Guidance for Industry: ~Abuse-Deterrent — Opioids—
Evaluation and Labeling. Silver Spring, MD: US FDA. http://www.fda.gov/downloads/Drugs/
GuidanceComplianceRegulatoryInformation/Guidances/UCM?334743.pdf

US GAO (Gen. Account. Off.). OxyContin Abuse and Diversion and Efforts to Address the Problem. GAO-
04-110. Washington, DC: GAO. http://www.gao.gov/new.items/d04110.pdf

www.annualyeviews.org o The Opioid Addiction Epidemic


https://www.icpsr.umich.edu/icpsrweb/DSDR/studies/34933?keyword%5B0%5D=drug+dependence&q=ANLNDMOR&groupResults=false
https://www.icpsr.umich.edu/icpsrweb/DSDR/studies/34933?keyword%5B0%5D=drug+dependence&q=ANLNDMOR&groupResults=false
https://www.icpsr.umich.edu/icpsrweb/DSDR/studies/34933?keyword%5B0%5D=drug+dependence&q=ANLNDMOR&groupResults=false
http://www.regulations.gov/#!documentDetail;D=FDA-2011-D-0771-0069
http://www.regulations.gov/#!documentDetail;D=FDA-2011-D-0771-0069
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM334743.pdf
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM334743.pdf
http://www.gao.gov/new.items/d04110.pdf

Annu. Rev. Public Health 2015.36:559-574. Downloaded from www.annualreviews.org
Access provided by Johns Hopkins University on 03/19/15. For personal use only

574

87.

88.

89.

90.

91.

Volkow ND, Frieden TR, Hyde PS, Cha SS. 2014. Medication-assisted therapies—tackling the opioid-
overdose epidemic. N. Engl. 7. Med. 370:2063-6

Vuong C, Van Uum SH, O’Dell LE, Lutfy K, Friedman TC. 2010. The effects of opioids and opioid
analogs on animal and human endocrine systems. Endocr. Rev. 31:98-132

White House ONDCP (Off. Natl. Drug Control Policy). 2014. National Drug Control Strategy.
Washington, DC: ONDCP. http://www.whitehouse.gov/sites/default/files/ndcs_2014.pdf
Williams AV, Marsden J, Strang J. 2014. Training family members to manage heroin overdose and
administer naloxone: randomized trial of effects on knowledge and attitudes. Addiction 109:250-59
Younger JW, Chu LF, D’Arcy NT, Trott KE, Jastrzab LE, Mackey SC. 2011. Prescription opioid anal-
gesics rapidly change the human brain. Pain 152:1803-10

Kolodny et al.


http://www.whitehouse.gov/sites/default/files/ndcs_2014.pdf

Annu. Rev. Public Health 2015.36:559-574. Downloaded from www.annualreviews.org
Access provided by Johns Hopkins University on 03/19/15. For personal use only

Contents

Symposium: Strategies to Prevent Gun Violence

Commentary: Evidence to Guide Gun Violence Prevention in America
Daniel W. Webster ... 1

The Epidemiology of Firearm Violence in the Twenty-First Century
United States

Garen . WIREemIULe ......... ...ttt 5
Effects of Policies Designed to Keep Firearms from High-Risk

Individuals

Daniel W. Webster and Garen J. Wintemute ........................c.c.ccoiiiiiiin, 21

Cure Violence: A Public Health Model to Reduce Gun Violence
Feffrey A. Butts, Caterina Gouvis Roman, Lindsay Bostwick, and Feremy R. Porter ... .. 39

Focused Deterrence and the Prevention of Violent Gun Injuries:
Practice, Theoretical Principles, and Scientific Evidence
Anthony A. Braga and David L. Weishurd ........................cccociiiiiiiii 55

Epidemiology and Biostatistics

Has Epidemiology Become Infatuated With Methods? A Historical
Perspective on the Place of Methods During the Classical
(1945-1965) Phase of Epidemiology
Alfredo Morabia .................. i 69

Statistical Foundations for Model-Based Adjustments
Sander Greenland and Neil Pearce .............................ccciiiiiiiii 89

The Elusiveness of Population-Wide High Blood Pressure Control
Paul K. Whelton ... 109

The Epidemiology of Firearm Violence in the Twenty-First Century
United States
Garen J. WIntemure ..................co e 5

Focused Deterrence and the Prevention of Violent Gun Injuries:
Practice, Theoretical Principles, and Scientific Evidence
Anthony A. Braga and David L. Weisburd .........................cccccoiiiiiii 55

R

R

Annual Review of
Public Health

Volume 36, 2015

vii



Annu. Rev. Public Health 2015.36:559-574. Downloaded from www.annualreviews.org
Access provided by Johns Hopkins University on 03/19/15. For personal use only

viil

Unintentional Home Injuries Across the Life Span:
Problems and Solutions
Andrea C. Gielen, Eileen M. McDonald, and Wendy Shields ............................ 231

Sleep as a Potential Fundamental Contributor to Disparities in
Cardiovascular Health
Chandra L. Fackson, Susan Redline, and Karen M. Emmons ............................ 417

Translating Evidence into Population Health Improvement:
Strategies and Barriers
Steven H. Woolf, Jason Q. Purnell, Sarab M. Simon, Emily B. Zimmerman,
Gabriela J. Camberos, Amber Haley, and Robert P. Fields ............................. 463

Environmental and Occupational Health

Fitness of the US Workforce
Nicolaas P. Promk ........ . 131

Food System Policy, Public Health, and Human Rights in the
United States
Kerry L. Shannon, Brent F. Kim, Shawn E. McKenzie, and Robert S. Lawrence ...... 151

Regulating Chemicals: Law, Science, and the Unbearable Burdens
of Regulation
Ellen K. Silbergeld, Daniele Mandrioli, and Carl F. Cranor ............................. 175

The Haves, the Have-Nots, and the Health of Everyone: The
Relationship Between Social Inequality and Environmental Quality
Lara Cushing, Rachel Morello-Frosch, Madeline Wander, and Manuel Pastor ......... 193

The Impact of Toxins on the Developing Brain
Bruce P. Lanphear ............... ... . . i 211

Unintentional Home Injuries Across the Life Span:
Problems and Solutions
Andrea C. Gielen, Eileen M. McDonald, and Wendy Shields ............................ 231

Public Health Practice

Cross-Sector Partnerships and Public Health: Challenges and
Opportunities for Addressing Obesity and Noncommunicable
Diseases Through Engagement with the Private Sector
Lee M. Fobnston and Diane T. Finegood .............................cccoiiiiii. 255

Deciphering the Imperative: Translating Public Health Quality
Improvement into Organizational Performance Management Gains
Leslie M. Beitsch, Valerie A. Yeager, and Jobn Moran ................................... 273

Contents



Annu. Rev. Public Health 2015.36:559-574. Downloaded from www.annualreviews.org
Access provided by Johns Hopkins University on 03/19/15. For personal use only

Identitying the Effects of Environmental and Policy Change
Interventions on Healthy Eating

Deborab 7. Bowen, Wendy E. Barrington, and Shirley A.A. Beresford .................. 289
Lessons from Complex Interventions to Improve Health

Penelope Hawe ... 307
Trade Policy and Public Health

Sharon Friel, Libby Hattersley, and Ruth Townsend ...................................... 325

Uses of Electronic Health Records for Public Health Surveillance to
Advance Public Health

Guthrie S. Birkbead, Michael Klompas, and Nirav R. Shab ............................. 345
What Is Health Resilience and How Can We Build It?

Katharine Wulff, Darrin Donato, and Nicole Lurie ...................................... 361
Effects of Policies Designed to Keep Firearms from High-Risk

Individuals

Daniel W. Webster and Garen J. Wintemute .......................ccoiiiiiiiiii. 21

Cure Violence: A Public Health Model to Reduce Gun Violence
Feffrey A. Butts, Caterina Gouvis Roman, Lindsay Bostwick, and Feremy R. Porter ... .. 39

Focused Deterrence and the Prevention of Violent Gun Injuries:
Practice, Theoretical Principles, and Scientific Evidence
Anthony A. Braga and David L. Weisburd ...........................c.ccocciii. 55

Regulating Chemicals: Law, Science, and the Unbearable Burdens
of Regulation
Ellen K. Silbergeld, Daniele Mandyrioli, and Carl F. Cranor ............................. 175

The Response of the US Centers for Disease Control and Prevention
to the Obesity Epidemic
William H. Dietz ... . ... 575

Social Environment and Behavior

Immigration as a Social Determinant of Health
Heide Castaiieda, Seth M. Holmes, Daniel S. Madrigal,

Maria-Elena DeTrinidad Young, Naomi Beyeler, and Fames Quesada ................ 375
Mobile Text Messaging for Health: A Systematic Review of Reviews
Amanda K. Hall, Heatber Cole-Lewis, and Fay M. Bernbardt .......................... 393
Sleep as a Potential Fundamental Contributor to Disparities in
Cardiovascular Health
Chandra L. Fackson, Susan Redline, and Karen M. Emmons ............................ 417

Contents

i



Annu. Rev. Public Health 2015.36:559-574. Downloaded from www.annualreviews.org
Access provided by Johns Hopkins University on 03/19/15. For personal use only

X

Stress and Type 2 Diabetes: A Review of How Stress Contributes to
the Development of Type 2 Diabetes
Shona J. Kelly and Mubarak Ismail .............................cccciiii

Translating Evidence into Population Health Improvement:
Strategies and Barriers
Steven H. Woolf, Jason Q. Purnell, Sarab M. Simon, Emily B. Zimmerman,
Gabriela J. Camberos, Amber Haley, and Robert P. Fields .............................

Using New Technologies to Improve the Prevention and Management
of Chronic Conditions in Populations
Brian Oldenburg, C. Barr Taylor, Adrienne O’Neil, Fiona Cocker,
and Linda D. Cameron ..........................ccoiiiiiiii

Commentary: Evidence to Guide Gun Violence Prevention in America
Daniel W WebSter ..ot

The Haves, the Have-Nots, and the Health of Everyone: The
Relationship Between Social Inequality and Environmental Quality
Lara Cushing, Rachel Morello-Frosch, Madeline Wander, and Manuel Pastor .........

Cross-Sector Partnerships and Public Health: Challenges and
Opportunities for Addressing Obesity and Noncommunicable
Diseases Through Engagement with the Private Sector
Lee M. Jobnston and Diane T. Finegood ........................c.ccioiiiiiiiiiiii,

Lessons from Complex Interventions to Improve Health
Penelope Hawe .................c0 i

What Is Health Resilience and How Can We Build It?
Katharine Wulff; Darrin Donato, and Nicole Lurie ......................................

Health Services

Assessing and Changing Organizational Social Contexts for Effective
Mental Health Services
Charles Glisson and Nathaniel J. Williams .....................c.cccoiiiiiiiiii,

Policy Dilemmas in Latino Health Care and Implementation of the
Affordable Care Act
Alexander N. Ortega, Hector P. Rodriguez, and Arturo Vargas Bustamante ...........

Tax-Exempt Hospitals and Community Benefit: New Directions in
Policy and Practice
Daniel B. Rubin, Simone R. Singh, and Gary J. Young ..................................

The Prescription Opioid and Heroin Crisis: A Public Health Approach
to an Epidemic of Addiction
Andrew Kolodny, David T. Courtwright, Catherine S. Hwang, Peter Kreiner,
FJobn L. Eadie, Thomas W. Clark, and G. Caleb Alexander ............................

Contents



Annu. Rev. Public Health 2015.36:559-574. Downloaded from www.annualreviews.org
Access provided by Johns Hopkins University on 03/19/15. For personal use only

The Response of the US Centers for Disease Control and Prevention
to the Obesity Epidemic
William H. Dietz ... ... ... 575

Mobile Text Messaging for Health: A Systematic Review of Reviews
Amanda K. Hall, Heather Cole-Lewis, and Jay M. Bernbardt .......................... 393

Using New Technologies to Improve the Prevention and Management

of Chronic Conditions in Populations
Brian Oldenburg, C. Barr Taylor, Adrienne O’Neil, Fiona Cocker,

and Linda D. Cameron ..ot 483
Indexes
Cumulative Index of Contributing Authors, Volumes 27-36 ........................... 597
Cumulative Index of Article Titles, Volumes 27-36 ... ..., 603
Errata

An online log of corrections to Annual Review of Public Health articles may be found
at http://www.annualreviews.org/errata/publhealth

Contents

xi



ANNUAL REVIEWS

It’s about time. Your time. It's time well spent.

Now Available from Annual Reviews:
Annual Review of Virology

virology.annualreviews.org ® Volume 1 e September 2014

Editor: Lynn W. Enquist, Princeton University

The Annual Review of Virology captures and communicates exciting advances in our understanding of viruses

of animals, plants, bacteria, archaea, fungi, and protozoa. Reviews highlight new ideas and directions in basic

> virology, viral disease mechanisms, virus-host interactions, and cellular and immune responses to virus infection,
and reinforce the position of viruses as uniquely powerful probes of cellular function.

o

g
%C
._O
88

Complimentary online access to the first volume will be available until September 2015.

TABLE OF CONTENTS:
Forty Years with Emerging Viruses, C.J. Peters

Polydnaviruses: Nature’s Genetic Engineers, Michael R. Strand,
Gaelen R. Burke

Human Cytomegalovirus: Coordinating Cellular Stress, Signaling,
and Metabolic Pathways, Thomas Shenk, James C. Alwine

Inventing Viruses, William C. Summers

PHIRE and TWiV: Experiences in Bringing Virology to New Audiences,
Graham F. Hatfull, Vincent Racaniello

Vaccine Development as a Means to Control Dengue Virus

i i Y . Pathogenesis: Do We Know Enough? Theodore C. Pierson,
Role of the Vector in Arbovirus Transmission, Michael J. Conway, Michael S. Diamond

Tonya M. Colpitts, Erol Fikrig

Viruses and the Microbiota, Christopher M. Robinson, Julie K. Pfeiffer

Archaeal Viruses: Diversity, Replication, and Structure, Nikki Dellas,
Jamie C. Snyder, Benjamin Bolduc, Mark J. Young

Balance and Stealth: The Role of Noncoding RNAs in the Regulation
of Virus Gene Expression, Jennifer E. Cox, Christopher S. Sullivan
Thinking Outside the Triangle: Replication Fidelity of the Largest RNA
Viruses, Everett Clinton Smith, Nicole R. Sexton, Mark R. Denison

AAV-Mediated Gene Therapy for Research and Therapeutic Purposes,
R. Jude Samulski, Nicholas Muzyczka

Three-Dimensional Imaging of Viral Infections, Cristina Risco,
Isabel Fernandez de Castro, Laura Sanz-Sanchez, Kedar Narayan,
Giovanna Grandinetti, Sriram Subramaniam

The Placenta as a Barrier to Viral Infections,
Elizabeth Delorme-Axford, Yoel Sadovsky, Carolyn B. Coyne

Cytoplasmic RNA Granules and Viral Infection, Wei-Chih Tsai, New Methods in Tissue Engineering: Improved Models for Viral
gicnarciJlioyd Infection, Vyas Ramanan, Margaret A. Scull, Timothy P. Sheahan,
Mechanisms of Virus Membrane Fusion Proteins, Margaret Kielian Charles M. Rice, Sangeeta N. Bhatia

Oncolytic Poxviruses, Winnie M. Chan, Grant McFadden Live Cell Imaging of Retroviral Entry, Amy E. Hulme, Thomas J. Hope

Access provided by Johns Hopkins University on 03/19/15. For |

Herpesvirus Genome Integration into Telomeric Repeats of Host Parvoviruses: Small Does Not Mean Simple, Susan F. Cotmore,
Cell Chromosomes, Nikolaus Osterrieder, Nina Wallaschek, Peter Tattersall

Benedikt B. Kaufer Naked Viruses That Aren’t Always Naked: Quasi-Enveloped Agents
Viral Manipulation of Plant Host Membranes, Jean-Francois Laliberté, of Acute Hepatitis, Zongdi Feng, Asuka Hirai-Yuki, Kevin L. McKnight,
Huanquan Zheng Stanley M. Lemon

IFITM-Family Proteins: The Cell’s First Line of Antiviral Defense,
Charles C. Bailey, Guocai Zhong, I-Chueh Huang, Michael Farzan

Annu. Rev. Public Health 2015.36:559-574. Downloaded from

In Vitro Assembly of Retroviruses, Di L. Bush, Volker M. Vogt

The Impact of Mass Spectrometry-Based Proteomics on Fundamental

e Glycan Engagement by Viruses: Receptor Switches and Specificity, Discoveries in Virology, Todd M. Greco, Benjamin A. Diner,
Luisa J. Stréh, Thilo Stehle lleana M. Cristea
* Remarkable Mechanisms in Microbes to Resist Phage Infections, * Viruses and the DNA Damage Response: Activation and Antagonism,

Ron L. Dy, Corinna Richter, George P.C. Salmond, Peter C. Fineran Micah A. Luftig

A - - o) e ' & \
2 D T e —
" a‘ g A QW >/
ANNUAL REVIEWS | Connect With Our Experts
Tel: 800.523.8635 (us/caN) | Tel: 650.493.4400 | Fax: 650.424.0910 | Email: service@annualreviews.org ngm



http://www.annualreviews.org/journal/virology
https://www.facebook.com/AnnualReviews
https://twitter.com/AnnualReviews
http://www.annualreviews.org/

REVIEW

Annals of Internal Medicine

Opioid Prescribing: A Systematic Review and Critical Appraisal of

Guidelines for Chronic Pain

Teryl K. Nuckols, MD, MSHS; Laura Anderson, MPH; loana Popescu, MD, MPH; Allison L. Diamant, MD, MSHS; Brian Doyle, MD;

Paul Di Capua, MD; and Roger Chou, MD

Background: Deaths due to prescription opioid overdoses have
increased dramatically. High-quality guidelines could help clinicians
mitigate risks associated with opioid therapy.

Purpose: To evaluate the quality and content of guidelines on the
use of opioids for chronic pain.

Data Sources: MEDLINE, National Guideline Clearinghouse, spe-
cialty society Web sites, and international guideline clearinghouses
(searched in July 2013).

Study Selection: Guidelines published between January 2007 and
July 2013 addressing the use of opioids for chronic pain in adults
were selected. Guidelines on specific settings, populations, and con-
ditions were excluded.

Data Extraction: Guidelines and associated systematic reviews were
evaluated using the Appraisal of Guidelines for Research and Eval-
uation Il (AGREE II) instrument and A Measurement Tool to Assess
Systematic Reviews (AMSTAR), respectively, and recommendations
for mitigating opioid-related risks were compared.

Data Synthesis: Thirteen guidelines met selection criteria. Overall
AGREE I scores were 3.00 to 6.20 (on a scale of 1 to 7). The
AMSTAR ratings were poor to fair for 10 guidelines. Two received
high AGREE Il and AMSTAR scores. Most guidelines recommend
that clinicians avoid doses greater than 90 to 200 mg of morphine

equivalents per day, have additional knowledge to prescribe meth-
adone, recognize risks of fentanyl patches, titrate cautiously, and
reduce doses by at least 25% to 50% when switching opioids.
Guidelines also agree that opioid risk assessment tools, written
treatment agreements, and urine drug testing can mitigate risks.
Most recommendations are supported by observational data or
expert consensus.

Limitation: Exclusion of non—English-language guidelines and reli-
ance on published information.

Conclusion: Despite limited evidence and variable development
methods, recent guidelines on chronic pain agree on several opioid
risk mitigation strategies, including upper dosing thresholds; cau-
tions with certain medications; attention to drug-drug and drug-
disease interactions; and use of risk assessment tools, treatment
agreements, and urine drug testing. Future research should directly
examine the effectiveness of opioid risk mitigation strategies.

Primary Funding Source: California Department of Industrial Rela-
tions and California Commission on Health and Safety and Work-
ers' Compensation.

Ann Intern Med. 2014;160:38-47.

For author affiliations, see end of text.
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cross the United States, opioid-related overdoses have

been implicated in increasing numbers of emergency
department visits, hospitalizations, and deaths. Annual fa-
talities associated with prescription opioids increased from
4000 in 1999 to nearly 14 000 by 2006 (1). Several factors
may explain these trends. First, over the past several de-
cades, the number of patients receiving opioids and the
number of doses prescribed have increased dramatically (2—
4). Treating chronic pain with opioids went from being
largely discouraged to being included in standards of care
(2, 5, 6), and titrating doses until patients self-report ade-
quate control has become common practice (5, 7). Today,
8% to 30% of patients with chronic noncancer pain re-
ceive opioids, with average doses typically ranging from 13
to 128 mg of morphine equivalents daily; some receive
much higher doses (8). Second, the public seems to con-
sider prescription opioids safer to abuse than illicit drugs,

See also:
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influencing patterns of overdose deaths (9, 10). Third,
common drug—drug and drug—disease interactions con-
tribute to overdoses. Half of fatal opioid overdoses involve
the concomitant use of sedative-hypnotics, particularly
benzodiazepines (1).

Given current rates of opioid overdose, policymakers
are seeking solutions and standards of care are again evolv-
ing. The White House has issued action items, and an
Institute of Medicine (IOM) report provides recommenda-
tions for policy audiences (11, 12). High-quality clinical
practice guidelines would assist clinicians in making in-
formed prescribing decisions and would mitigate the risks
associated with using opioids. The objective of the current
study was to systematically search for and evaluate the
quality of guidelines addressing the use of opioids for
chronic pain. A secondary objective was to compare guide-
lines’ recommendations related to mitigating the risk for
accidental overdose and misuse, including considering the
quality of the evidence that guidelines provide in support
of their recommendations.

METHODS

Study steps included searching for guidelines, applying
selection criteria, assessing guideline quality, and extracting
relevant content.

Downloaded From: http://annals.org/ by a Welch Medical Library JHU User on 03/19/2015
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Data Sources and Searches

We searched for guidelines addressing the use of opi-
oids in the treatment of chronic pain, which is generally
defined as pain that persists beyond normal tissue healing
time, assumed to be 3 months (13, 14). The long-term use
of opioids has been variably defined as use for 3 to 6
months or longer (14, 15).

Information sources included MEDLINE via
PubMed, the National Guideline Clearinghouse, 12 Web
sites of relevant specialty societies listed on the American
Medical Association Web site (16), Web sites of selected
state workers” compensation agencies (17-19), and 12 in-
ternational search engines (20-31) (Appendix Figure,
available at www.annals.org). The search was last updated
in July 2013.

Search terms included “opioid,” “opiate,” “narcotic,”
“chronic pain,” and “pain management.” For the National
Guideline Clearinghouse, names of specific opioids were
also used. For PubMed, “narcotic” was omitted (all results
addressed substance abuse); this search was limited to doc-
uments published after 31 December 2006 because selec-
tion criteria included recent updating.

Guideline Selection

We selected English-language documents meeting the
following definition: “Clinical practice guidelines are state-
ments that include recommendations intended to optimize
patient care that are informed by a systematic review of
evidence and an assessment of the benefits and harms of
alternative care options” (32). Guidelines had to have been
published after 2006 because half of guidelines can be out-
dated after 5 to 6 years (33).

Because we sought to evaluate guidelines that address
the use of opioids for chronic pain in adults in general, we
excluded guidelines focusing on specific conditions (for ex-
ample, low back pain or cancer), populations (for example,
pediatric patients or homeless persons), types of pain (for
example, neuropathic pain or postoperative pain), or set-
tings (for example, long-term care). We excluded guide-
lines derived entirely from another guideline and those for
which we could not identify detailed information on de-
velopment. Two reviewers applied criteria independently
and reached agreement; a third reviewer was available to
resolve disputes.

Guideline Quality Assessment

We evaluated guideline quality by using the Appraisal
of Guidelines for Research and Evaluation II (AGREE II)
instrument (34-36) and the systematic review supporting

each guideline by using A Measurement Tool to Assess
Systematic Reviews (AMSTAR) (37).

AGREE II

With AGREE 1I, appraisers rate 23 items across 6
domains (from 1 [strongly disagree] to 7 [strongly agree]),
rate the overall quality of each guideline (1 to 7) and rec-
ommend for or against use. Scaled domain scores (0% to

www.annals.org

100%) are based on the sum of ratings across all appraisers
and the difference between the maximum and minimum
possible scores (38).

The guidelines were rated by 4 to 6 appraisers, includ-
ing 5 clinician investigators (2 of whom had limited avail-
ability) and 1 trained graduate student. One author who
was also the author of a guideline (13) provided general
input on content and methods but played no role in
appraisals.

AMSTAR

In the original version of AMSTAR, appraisers answer
6 domain questions (yes, no, can’t answer, or not applica-
ble). Each domain question typically addresses multiple
concepts. For example, 1 question states that “At least two
electronic sources should be searched [concept 1] .. . Key
words and/or MeSH terms must be stated [concept
2]...7 (37).

Because including multiple concepts could lead to in-
consistent scoring of “yes” or “no” responses, we modified
AMSTAR by dividing the original domain questions into
separate subquestions addressing single concepts (Supple-
ment, available at www.annals.org). Appraisers scored each
subquestion (yes, no, can’t answer, or not applicable), each
of the 6 domains overall (poor, fair, good, excellent, or
outstanding), and the overall quality of the review (same
categories as for the domains). Four to 5 appraisers rated
each review individually and then met to discuss ratings
and reach agreement.

Guideline Synthesis and Analysis

Three appraisers abstracted recommendations from
each guideline on dosing limits, medications and formula-
tions, titration of dose, switching from one opioid to an-
other, drug—drug interactions, drug—disease interactions,
and risk mitigation strategies (opioid risk assessment tools,
written treatment agreements, and urine drug testing).

Role of the Funding Source

The Commission on Health and Safety and Workers’
Compensation provided funding for this study. The fund-
ing source commissioned a synthesis of recent information
on the risks and benefits of opioids for chronic pain but
had no role in the design or execution of this evaluation.

RESULTS
Search and Selection of Guidelines

Of 1270 documents identified, 1132 unique records
were eligible for screening, 19 full-text guidelines were con-
sidered for evaluation, and 13 were eligible (Appendix Fig-
ure). An online report includes a previous version of the
search (39). Of 6 guidelines considered but found ineligi-
ble, 1 was derived from another guideline (18) and 5
lacked details on development methods (17, 40—43).
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Table. Selected Guideline Recommendations Related to Mitigating the Risks of Opioid Therapy During Long-Term Use for
Chronic Noncancer Pain

Recommendation Guideline Development Group (Reference)*
ACOEM (55) AGS (51, 52) APS-AAPM (13, 57, 58)  ASIPP (49, 59)
Dose that warrants scrutiny, mg of morphine equivalents per day
Most patients successfully treated with lower doses; higher - - 2001#+ (adverse effects)  90%8§ (risk for
doses associated with adverse effects and overdose overdose)
Medications and formulations
Methadone: risks for QTc prolongation and bioaccumulation; J JE J* JE
only experienced providers should prescribe methadone
Fentanyl patch: limit to opioid-tolerant patients; variable J - - JE
absorption, exercise, and heat increase risk for overdose
Immediate-release fentanyl: limit to opioid-tolerant patients; v - - -
safety unknown for CNCP; risk for overdose and misuse
Meperidine: do not use for CNCP because of bioaccumulation J - - J
and central nervous system toxicity
Codeine: ability to convert to morphine varies greatly - - - JE
Initiation and titration of dose
Strategies to minimize risk for overdose Start low-dose, Start low-dose opioid;  Trial; individualize Start low-dose,
short-acting titrate carefully; dosing§ short-acting
opioid as reassess often opioid; use
needed; visit caution
in2-3d
Switching between opioids
Dose reduction: equianalgesic dosing tables omit variability Decrease dose by - Decrease dose -
25%-50% moderately+
Switching to methadone: conversion ratios vary with dose - v JE -
Drug-drug interactions
Sedative-hypnotics: risk for sedation, cognitive impairment, Discusses risks¥ High risk from BZDs; Discusses risks If patient is receiving
motor vehicle accidents, and overdose rarely justified BZDs, opioids are
contraindicated+
Pharmacokinetic interactions: other medications affect the Limited list - - Many occur]|
metabolism of specific opioids
Drug-disease interactions
Preexisting substance abuse disorders: increased risk for J/ JE J* M
overdose and misuse
Mood, personality, and cognitive disorders: increased risk for J - Jt J*
overdose and misuse
Sleep and obstructive pulmonary disorders: opioids exacerbate - - JE N::
Chronic kidney disease - - Slowly increase -
methadone
Active metabolites of morphine accumulate - - - v
Screening tools for assessing risk for misuse (used in addition to
patient history)
Recommends use /8 JE J* Considert||
Provides examples v - v v/
Written treatment agreements (used in addition to informed
consent)
Recommends use /8 If concerned§ Considert J*
Provides example v - / v
Urine drug testing
Recommends use Baseline and at - If risk is high; consider Must use; baseline
least quarterly otherwiset and at random
thereaftert thereafter

AAPM = American Academy of Pain Medicine; ACOEM = American College of Occupational and Environmental Medicine; AGS = American Geriatrics Society; APS =
American Pain Society; ASIPP = American Society of Interventional Pain Physicians; BZD = benzodiazepine; CNCP = chronic noncancer pain; DoD = Department of
Defense; DWC = Division of Workers’ Compensation; ICSI = Institute for Clinical Systems Improvement; NOUGG = National Opioid Use Guideline Group;
UDOH = Utah Department of Health; UMHS = University of Michigan Health System; VA = Veterans Affairs.

* Guidelines by the American Society of Anesthesiologists (53), Fine and colleagues (54), and the Work Loss Data Institute (56) are omitted. The American Society of
Anesthesiologists guideline did not address topics in the table. The guideline by Fine and colleagues addressed switching from one opioid to another but not the other topics.
The Work Loss Data Institute guideline content is proprietary.

1 Evidence from randomized, controlled trial.

¥ Evidence from observational study.

§ Evidence from expert consensus.

| Evidence from another guideline.
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Table—Continued

Guideline Development Group (Reference)*

NOUGG (46, 60-62)

200t§ (adverse
effects)

JE

J*

v

JE

JE

Start low-dose

opioid; increase
gradually;

monitor§

Decrease dose by
25%-50%

Try to taper BZDs#

N
JE
JF

JF

Considert

v

May be helpful,
particularly if risk
is highg

v

If using, consider
pros and cons§

Colorado DWC (19)

120% (adverse effects)

/I
v
Never use for CNCP
v
Vv
Trial; visits every 2-4 wk;

multidisciplinary pain
management

Avoid sedatives or use
very low doses

List for tramadol
Comanage with
addiction specialist
JE
v

Consider screening

/

/I

Mandatory

1CSI (47)

200|| (adverse effects)

JF
NS

Risk for fatal
overdoset

/
/

Titrate to maximize
benefits and
minimize risks||

Decrease dose by
30%||

Sedatives sometimes
indicated; decrease
doses

Lists for several opioids

Comanage with
addiction specialist||

Use hydromorphone

Morphine, codeine

J
v

/8

UMHS (44)
100

v

J

Visits weekly to
monthly§

JF

Avoid prescribing
BZDs with
opioids

S~

Considert

v

Strongly consider,
particularly if
risk is high§

v

Baseline and at

least yearly
thereafter§

UDOH (48, 50)

120-200]|

Trial; visits every
2-4 wk|

Decrease dose by
25%-50%

J/

Discusses risks

Look for
interactions

A

Decrease dose

/I
/

Agree on plan;
signature is
optional

J

Consider]|

VA/DoD (45)

2008 (trials used
=300t)

JE

S~ =~ =

Titrate up no more than
every 5 half-livest

Decrease dose by
30%-50%

J/

Watch for increased
adverse effectst

Lists for several opioids

v
/*
JE

Decrease oxymorphone

v/

/E
v

Request that patient
sign¥
Vv

Baseline and at random
thereaftert
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Selected Guidelines

Appendix Table 1 (available at www.annals.org) lists
the 13 eligible guidelines; all were published in 2009 or
later. Systematic reviews were conducted in 2008 or later
(among guidelines that reported this).

Seven guidelines apply broadly to adults with chronic
pain (13, 44-50). Six have slightly narrower scopes: The
American Geriatrics Society guideline addresses adults
older than 65 years (51, 52); the American Society of An-
esthesiologists guideline emphasizes procedures (53); a
guideline by Fine and colleagues addresses opioid rotation
(54); and guidelines from the American College of Occu-
pational and Environmental Medicine, the Work Loss
Data Institute, and the Colorado Division of Workers’
Compensation consider individuals with pain due to work-

related conditions (19, 55, 56).

Guideline Quality Assessment
AGREE 1l

Overall guideline assessment scores were 3.00 to 6.20
(Appendix Table 2, available at www.annals.org). Rigor-
of-development scores were 20% to 84%, clarity-of-
presentation scores ranged from 37% to 93%, applicability
scores were 13% to 56%, and editorial independence
scores ranged from 0% to 88%.

Ratings were highest for a guideline by the American
Pain Society and the American Academy of Pain Medicine
(APS-AAPM) (13) and one by the Canadian National
Opioid Use Guideline Group (46), the only guidelines that
more than 50% of appraisers voted to use without modi-
fication. Most appraisers recommended against using 4
other guidelines because of limited confidence in develop-
ment methods, lack of evidence summaries, or concerns
about readability (19, 44, 53, 54).

Among the low- to intermediate-quality guidelines
(19, 44, 45, 47-56), shortcomings included limited or no
descriptions of input from guideline end users or patients;
criteria for selecting evidence, strengths and limitations of
evidence, and methods for formulating recommendations;
external reviews before publication; plans for updating;
barriers to implementation, resource implications, and how
to implement guideline recommendations; monitoring and
auditing criteria; and measures taken to ensure editorial
independence.

AMSTAR

Systematic reviews within 10 guidelines were of poor
or fair quality (19, 44, 47-56). The APS-AAPM review
was of excellent to outstanding quality, the review by the
Canadian National Opioid Use Guideline Group was of
good to excellent quality, and the review by the Depart-
ment of Veterans Affairs and Department of Defense (VA/
DoD) was of good quality (Appendix Table 3, available at
www.annals.org) (13, 45, 46).

Reasons for lower scores included limited information
about whether inclusion criteria were selected beforehand,

Annals of Internal Medicine | Volume 160 ¢ Number 1
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whether at least 2 reviewers participated in study selection
and data extraction, whether more than 1 database was
searched, search terms used, inclusion criteria, lists of in-
cluded studies, whether the scientific quality of the studies
was assessed, how information from different studies was
combined, and whether publication bias was considered.

Guideline Synthesis and Analysis

The Table compares recommendations from 10
guidelines about mitigating risks when prescribing opioids
(3 guidelines had little relevant content). The APS-AAPM,
Canadian National Opioid Use Guideline Group, Ameri-
can Society of Interventional Pain Physicians, and VA/
DoD guidelines make explicit links between each recom-
mendation and original research evidence more frequently
than the other guidelines do (13, 45, 46). Among recom-
mendations in the Table, only upper dosing thresholds are
reported to be supported by evidence from randomized,
controlled trials; others are supported by lower-quality ev-
idence or expert opinion. Even the higher-quality guide-
lines typically relied on modest numbers of lower-quality
observational studies for many recommendations (13, 45,
47, 57, 60). Nonetheless, many recommendations are con-
cordant across the guidelines.

Eight guidelines concur that higher doses require cau-
tion (19, 44, 45, 47, 50, 57, 59, 60). Four consider higher
doses to be 200 mg of morphine equivalents per day, on
the basis of randomized, controlled trials showing that
most patients achieve pain control with lower doses and
observational data showing that the prevalence of adverse
effects increases at higher doses (45, 47, 57, 60). Because
recent observational studies detected more overdoses with
doses greater than 100 mg, the American Society of Inter-
ventional Pain Physicians guideline (2012) recommends
staying below 90 mg unless pain is intractable (49, 59).
The University of Michigan Health System guideline
(2012) advises that patients receiving more than 100 mg be
treated by pain specialists (44).

Ten guidelines—6 of which cite observational data—
agree that methadone poses risks for dose-related QT¢ pro-
longation and respiratory suppression due to a long half-
life and unique pharmacokinetics (13, 19, 44—47, 49, 50,
52, 55, 57, 60). These guidelines generally recommend
that only knowledgeable providers prescribe methadone.
Eight guidelines recommend caution with the fentanyl
patch, including limiting use to opioid-tolerant patients
and being aware that unpredictable absorption can occur
with fever, exercise, or exposure to heat (19, 44, 45, 47, 49,
50, 55, 60, 61). Cited evidence includes an observational
study investigating fentanyl overdoses in Ontario, Canada,
as well as case reports submitted to the U.S. Food and
Drug Administration (47, 49, 60, 63).

Ten guidelines make variable consensus-based state-
ments about initiating and titrating opioids, such as using
a trial period, individualizing therapy, engaging mulddis-
ciplinary pain management teams, increasing doses slowly,
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and scheduling regular follow-up visits (13, 19, 4448,
50, 52, 55, 59).

Regarding switching from one opioid to another, 7
guidelines agree that reducing doses by at least 25% to
50% is necessary to avoid inadvertent overdose; the guide-
line by Fine and colleagues provides nuanced recommen-
dations (13, 45, 47, 48, 50, 54, 55, 60). Two guidelines
cite a systematic review of observational studies, which
found that patients respond variably to different drugs (13,
54). Five guidelines mention that many persons of Cauca-
sian or Chinese ancestry cannot metabolize codeine to
morphine and are therefore less responsive to its analgesic
effects and cannot develop tolerance (19, 45, 47, 59-61).
Conversely, 5 guidelines note that some patients metabo-
lize codeine to morphine ultra-rapidly, potentially resulting
in overdose (19, 47, 49, 59, 60); certain ethnicities are at
greater risk, particularly persons from North Africa and the
Middle East (45).

Ten guidelines concur, on the basis of observational
data, that benzodiazepines and opioids are a high-risk com-
bination, particularly in elderly adules (13, 19, 44, 45, 47,
48, 50, 52, 55, 59-61). Five recommend against prescrib-
ing both together unless clearly indicated (19, 44, 49, 52,
60, 61). Six guidelines describe pharmacokinetic interac-
tions between other medications and opioids, particularly
methadone, fentanyl, oxycodone, and tramadol (19, 45,
47-49, 55). Six guidelines mention the accumulation of
active, toxic metabolites of morphine among patients with
kidney disease (19, 45, 47, 49, 50, 60). Ten guidelines
consider the leading risk factors for overdose or misuse as
having a personal or family history of substance abuse and
having psychiatric issues (13, 44, 45, 47-49, 52, 55, 59—
61); 3 cite observational studies (13, 52, 60, 61). Seven
guidelines identify obstructive respiratory disorders as risk
factors for overdose, also on the basis of observational data
(13, 19, 44, 45, 48, 50, 59-61).

In terms of mitigating risks, the evidence for opioid
risk assessment tools, treatment agreements (“contracts”),
and urine drug testing is weak, but recommendations vary
in strength from “may consider” to “must.” Nine guide-
lines recommend considering or using opioid risk assess-
ment tools and treatment agreements on the basis of ob-
servational studies and expert consensus (13, 44, 45, 47,
48, 50, 52, 55, 59-61). Eight guidelines mention or pro-
vide specific risk assessment instruments for use when ini-
tiating therapy with long-term opioids, such as the
Screener and Opioid Assessment for Patients with Pain
(SOAPP), version 1 (64); the revised SOAPP (65); and the
Opioid Risk Tool, or monitoring tools for use during
follow-up, including the Pain Assessment and Documen-
tation Tool (66, 67) and the Current Opioid Misuse Mea-
sure (44, 45, 47-50, 55, 57, 60, 68). For detecting aber-
rant drug-related behaviors, the self-administered SOAPP,
version 1, and the Current Opioid Misuse Measure per-
formed well in higher-quality observational studies (57).
Treatment agreements may improve adherence and provid-
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ers’ willingness to prescribe opioids, on the basis of a few
small, observational studies (49, 57, 60).

Nine guidelines find urine drug testing to be helpful,
but recommendations vary (13, 19, 44, 45, 47, 48, 55, 59,
60). Two recommend mandatory testing for all patients
(19, 49), another advises testing for patients at higher risk
for substance abuse disorders (13), and 2 comment that
screening low-risk populations increases false-positive re-
sults and is less cost-effective (13, 60, 61). False-negative
results can occur because a common test, the enzyme-
linked immunoassay, does not consistently detect hydro-
codone, fentanyl, hydromorphone, oxycodone, metha-
done, or certain benzodiazepines; gas chromatography or
mass spectrometry will identify specific substances when
requested (44, 46, 50, 60—62). Nonadherence, diversion,
tampering, and lactic acidosis can also cause unexpected
negative results. The differential for unexpected positive
results includes abuse, consulting multiple physicians, self-
treatment of uncontrolled pain, interference by other med-

ications, eating poppy seeds, and laboratory error (13, 44,
406, 49, 59-62).

Discussion

Increasing overdoses on prescription opioids have
prompted efforts to redefine standards of care, particularly
for patients with chronic pain, who may be prescribed opi-
oids for long-term use. We evaluated the quality of 13
guidelines on using opioids to treat chronic pain and com-
pared recommendations related to mitigating risks for
overdose and misuse. Two guidelines received high ratings:
one by APS-AAPM (13) and another by the Canadian
National Opioid Use Guideline Group (46). Both apply to
a broad range of adults, were developed using comprehen-
sive systematic reviews and rigorous methods for formulat-
ing recommendations, and frequently link recommenda-
tions to evidence. Our appraisers found 7 other guidelines
to be of intermediate quality and recommended against
using the remaining 4. Systematic reviews supporting 10
guidelines were judged, on the basis of publicly available
information, to be of poor to fair quality.

Although the guidelines involve varied development
methods and clinical emphases, a consensus has emerged
across them on several issues. They generally agree about
the need for caution in prescribing doses greater than 90 to
200 mg of morphine equivalents per day, having knowl-
edgeable clinicians manage methadone, recognizing risks
associated with fentanyl patches, titrating with caution,
and reducing doses by at least 25% to 50% when switching
from one opioid to another. They also agree that opioid
risk assessment tools, written treatment agreements, and
urine drug testing can be helpful when opioids are pre-
scribed for long-term use. Recommendations from earlier
guidelines are generally similar to those published recently.
Most of these recommendations are based on epidemio-
logic and observational studies showing associations be-
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tween certain exposures, such as drugs or doses, and greater
risks for overdose or misuse. Few studies seem to have
directly addressed questions of whether changing practice
decreases risk. Given the pressing need to address opioid-
related adverse outcomes, which some have described as an
epidemic (69), developers seem to agree on forging recom-
mendations based on relatively weak or indirect evidence
now rather than waiting for more rigorous studies.

It may be unusual for muldple guidelines to make
such similar recommendations, but the variability in
guideline quality that we observed is not. For example,
among 19 breast cancer guidelines, AGREE II rigor-of-
development scores were 16.7% to 89.6%, clarity-of-
presentation scores ranged from 52.8% to 94.4%, applica-
bility scores were 6.3% to 83.6%, and editorial
independence scores ranged from 12.5% to 79.2% (70).
Among 3 migraine guidelines, AGREE 1I rigor-of-
development scores were 35% to 93%, clarity-of-
presentation scores ranged from 6% to 92%, applicability
scores were 20% to 88%, and editorial independence
scores ranged from 29% to 86%; overall scores were 2 to 6,
and appraisers recommended against using 1 guideline
(71). Among 11 mammography guidelines evaluated using
the original AGREE instrument and AMSTAR, appraisers
recommended against implementing 5 guidelines, and 5
systematic reviews performed poortly (72).

Compared with these previous guidelines, the current
opioid guidelines received lower scores on “applicability”:
None scored higher than 56%. Applicability includes con-
sideration of potential barriers to and facilitators of imple-
mentation, strategies to improve uptake by providers, and
resource implications of applying the guideline. Barriers to
implementation are a major reason that physicians are of-
ten slow to incorporate clinical guidelines into their deci-
sion making (73). To identify such barriers, guideline de-
velopers and implementers are starting to use the
GuideLine Implementability Appraisal (GLIA) tool (74—
76), which assesses “executability” (know what to do), “de-
cidability” (can tell when to do it), validity, flexibility,
effect on process of care, measurability, novelty or innova-
tion, and “computability” (can be operationalized in an
electronic health record system) (77). Although GLIA is
labor-intensive (76), it probably requires fewer resources
than pilot testing and is preferable to issuing a guideline
that is not used. Developers of opioid guidelines could
incorporate GLIA into the next updating process, thereby
improving applicability.

Although we selected guidelines that had been up-
dated within the past 6 years, some evidence has already
started to change, particularly regarding the risk for over-
dose. Five guidelines published before 2012 consider doses
greater than 200 mg of morphine equivalents per day to
confer higher risk. Three observational studies from 2010
and 2011 show that, compared with patients receiving no
more than 20 mg, the risk for serious or fatal overdose
increases 1.9- to 3.1-fold with doses of 50 to 100 mg and
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increases dramatically with doses greater than 100 to 200
mg (78-80). Guidelines published in 2012 use thresholds
of 90 to 100 mg. In 2007, the state of Washington imple-
mented workers’ compensation guidelines recommending
evaluation by a pain management expert for patients re-
ceiving more than 120 mg/d as well as other risk mitiga-
tion strategies that are similar to or, in some areas, more
restrictive than those of the guidelines reviewed here. Al-
though pain control has not been described, the number
of patients receiving opioids and the doses prescribed
started decreasing in 2007 and fatal overdoses decreased in
2010 (4).

Given that overdoses occur even at lower doses, some
may wonder about the overall risks and benefits of using
opioids for chronic pain. According to previous systematic
reviews of randomized, controlled trials, oral opioids are
substantially more effective than placebo or nonsteroidal
agents, with 30% to 50% decreases in pain severity and
significant improvements in functional status (14, 81-83).
However, study quality has not been high, and the dura-
tion of follow-up has often been limited (14, 84). At least
one third of patients stop opioid use because of adverse
effects (46, 81, 82, 85). Abuse occurs in 0.43% to 3.27%
of patients and addiction affects 0.042%, but 11.5% en-
gage in aberrant drug-related behaviors or illicit use (14,
85, 86). This evidence has generally been incorporated into
the guidelines and is reflected in the supportive but cau-
tious approach that they take toward long-term opioid
therapy.

Our evaluation has several limitations. First, we relied
on publicly available information, so we were unable to
evaluate several guidelines (17, 40—43, 87) or the clarity of
the proprietary Work Loss Data Institute guideline. Al-
though AGREE scores can improve when developers pro-
vide supplemental information (88), the IOM recently
outlined guideline development standards stating, “The
processes by which a [clinical practice guideline] is devel-
oped and funded should be detailed explicitly and publicly
accessible” (32). Second, neither the IOM nor AGREE
stipulate how guidelines should select topics. To be useful,
guidelines should address the challenges that clinicians face
in practice, but developers may exclude clinically impor-
tant topics when available evidence does not meet mini-
mum standards.

In conclusion, rigorous clinical practice guidelines
could help providers to attenuate the increasing rates of
opioid misuse and overdose among patients with chronic
pain. Recent guidelines make similar recommendations
about strategies for reducing these risks despite variability
in development methods, suggesting a clinical consensus
for practices that could be adopted until more evidence
becomes available. They agree on using upper dosing
thresholds; cautions with certain medications; attention to
drug—drug and drug—disease interactions; and risk assess-
ment tools, treatment agreements, and urine drug testing.
Although such recommendations can guide practice now,
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future research should directly examine the effectiveness of
opioid risk mitigation strategies, including effects on pain
control and overdose rates.
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Appendix Figure. Summary of evidence search and selection.

Records identified through database searches (n = 1270)
National Guideline Clearinghouse: 375
Web sites of 12 specialty societies: 203*
MEDLINE: 3031
11 international guideline search engines: 378+
State workers' compensation Web sites: 3
Hand-search: 8

| Duplicate or part of another record (n = 138)

Unique records eligible for screening (n = 1132)

Excluded (n = 1113)

Foreign language: 28

Not a guideline: 371
>| Last updated before 2007: 7
Not on pain management: 491
Not on opioid use: 24
Limited to a specific situation: 191
Under development: 1

A

Full-text guidelines considered for evaluation (n = 19)

Excluded (n = 6)
Development methods not available: 5
Derived entirely from another guideline: 1

Y
Guidelines evaluated using AGREE Il and AMSTAR (n = 13)§

AGREE II = Appraisal of Guidelines for Research and Evaluation II;
AMSTAR = A Measurement Tool to Assess Systematic Reviews.

* Includes the American Academy of Family Physicians, American Acad-
emy of Pain Medicine, American Academy of Physical Medicine and
Rehabilitation, American College of Occupational and Environmental
Medicine, American College of Physicians, American Geriatrics Society,
American Society of Addiction Medicine, American Society of Anesthe-
siologists, American Society of Interventional Pain Physicians, Associa-
tion of Military Surgeons of the United States, National Medical Asso-
ciation, and Society of Medical Consultants to the Armed Forces.

T The exact PubMed search terms were “analgesics, opioid”[MeSH],
“opioid”[tiab], “opioids”[tiab], “opioid analgesic”[tiab], “opioid analge-
sics”[tiab], “opiate”[tiab], “opiates”[tiab], “chronic pain”[MeSH],
“chronic pain”[tiab], “pain management’[MeSH], and “pain manage-
ment”[tiab] combined with “guideline”[Publication Type], “guideline*”
[tiab], “position statement*”[tiab], “practice parameter*”[tiab], “position
paper*”[tiab], and “consensus statement*”[tiab].

F Includes the Guidelines International Network; National Institute for
Health and Care Excellence; Canadian Medical Association Infobase:
Clinical Practice Guidelines; Clinical Practice Guidelines Portal of the
Australian Government; Scottish Intercollegiate Guidelines Network;
New Zealand Guidelines Group; Biblioteca de Gufas de Practica Clinica
del Sistema Nacional de Salud (Library of Clinical Practice Guidelines
from the Spanish National Health System); German Agency for Quality
in Medicine; German National Disease Management Guidelines Pro-
gramme: German Disease Management Guidelines; British Columbia
Ministry of Health; and Australian Government National Health and
Medical Research Council: Guidelines and Publications.

§ The American Geriatrics Society updated its guideline in 2009 and
stated that the 2002 guideline, which covers slightly different material,
was still up to date. When counting guidelines, we considered these to be
components of 1 document.
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Appendix Table 1. Guidelines Meeting All Selection Criteria and Included in Quality Appraisal

Guideline

ACOEM Guidelines for Chronic Use of Opioids

Pharmacological Management of Persistent Pain
in Older Persons

The Management of Persistent Pain in Older
Persons

Clinical Guidelines for the Use of Chronic Opioid
Therapy in Chronic Noncancer Pain

Practice Guidelines for Chronic Pain Management:
An Updated Report by the American Society of
Anesthesiologists Task Force on Chronic Pain
Management and the American Society of
Regional Anesthesia and Pain Medicine

American Society of Interventional Pain Physicians
(ASIPP) Guidelines for Responsible Opioid
Prescribing in Chronic Non-Cancer Pain

Canadian Guideline for Safe and Effective Use of
Opioids for Chronic Non-Cancer Pain

Chronic Pain Disorder Medical Treatment
Guidelines

Establishing “Best Practices” for Opioid Rotation:
Conclusions of an Expert Panel

Assessment and Management of Chronic Pain

Managing Chronic Non-Terminal Pain in Adults,
Including Prescribing Controlled Substances

Utah Clinical Guidelines on Prescribing Opioids for
Treatment of Pain

Clinical Practice Guideline for Management of
Opioid Therapy for Chronic Pain

Pain (Chronic)t

Development Group

ACOEM

AGS Panel on Pharmacological
Management of Persistent Pain
in Older Persons

AGS Panel on Persistent Pain in
Older Persons

APS-AAPM

ASA

ASIPP

NOUGG
Colorado DWC

Department of Pain Medicine and
Palliative Care, Beth Israel
Medical Center and
Department of Anesthesiology,
Pain Research Center,
University of Utah School of
Medicine

ICSI

UMHS

UDOH
VA/DoD

WLDI

Guideline Last
Reviewed

2011

2009

2009

2009

2010

2012

2010

2011

2009

2011
2012

2009

2010

2011

Systematic Review Updated

References to primary literature
dated 2007 or earlier*

References to primary literature
dated 2008 or earlier

October 2008

2009

References to primary literature
dated 2012 or earlier

July 2009
November 2011

References to primary literature
dated 2007 or earlier

August 2011
January 2010

References to primary literature
dated 2007 or earlier
March 2009

Not reported (no references)

Reference

55

52

51
13,57, 58

53

49, 59

46, 60-62
19

54

47
44

48, 50
45

56

AAPM = American Academy of Pain Medicine; ACOEM = American College of Occupational and Environmental Medicine; AGS = American Geriatrics Society; APS =
American Pain Society; ASA = American Society of Anesthesiologists; ASIPP = American Society of Interventional Pain Physicians; DoD = Department of Defense;
DWC = Division of Workers’ Compensation; ICSI = Institute for Clinical Systems Improvement; NOUGG = National Opioid Use Guideline Group; UDOH = Utah
Department of Health; UMHS = University of Michigan Health System; VA = Veterans Affairs; WLDI = Work Loss Data Institute.
* Excludes such sources as references to other guidelines, narrative and systematic reviews, government reports, and book chapters because these are often identified through

means other than systematic reviews of the literature.

t From The Official Disability Guidelines product line (including ODG Treatment in Workers Comp), which is updated annually.
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