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Abstract

This article describes historical and political reasons for—and
devastating consequences of—US opioid prescribing policy since the
1990s, which has restricted opioid prescribing for pain less than for
treating opioid use disorder (OUD) treatment. This article considers
merits and drawbacks of a new diagnostic category and proposes a
regulatory and clinical framework for prescribing long-term opioid
therapy for pain and for prescribing opioids to treat OUD.

The American Medical Association designates this journal-based CME activity for a maximum of 1 AMA PRA
Category 1 Credit™ available through the AMA Ed Hub™. Physicians should claim only the credit
commensurate with the extent of their participation in the activity.

Approved Uses of Opioids

There are 2 US Food and Drug Administration (FDA)-approved uses for opioid
medications: the treatment of moderate to severe pain and opioid use disorder (OUD).
Current best practices call for limiting opioid prescribing for pain to acute situations,
terminal illness, and certain chronic conditions wherein other medications or treatments
are ineffective.12 Conversely, clinical guidelines for treating OUD call for expanding
access to long-term medications, with opioid agonists or partial agonists—limited in the
United States to methadone and buprenorphine—being first-line treatment.3 Contrary to
available evidence, current US regulatory policies restrict access to opioids for OUD
treatment more than for to opioids prescribed for pain.

Treatment guidelines for the management of chronic pain with opioids and for OUD have
fluctuated over time due to changing drug policies and historical developments that
impact medical practice and disproportionately affect minoritized communities through
treatment disparities and stigma.456.7.8 While the use of opioids to control pain has long
been recognized,? their use in treating OUD remains controversial, highlighted by the
misnomer “medication-assisted treatment.”10 Opioid-agonist medications for OUD are
not assisting treatment; they are the first-line treatment. In this paper, we explore the
impact of treatment guideline fluctuations on patients and clinicians and provide an
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ethical analysis for maximizing benefits and minimizing risks arising from long-term
opioid prescribing for pain and for OUD.

Not New

To gain insight into our current situation and identify potential treatment improvements
for the future, it is crucial to possess a basic understanding of the historical context of
opioid use in the United States. Modern opioid use emerged in the 19th century with the
isolation of morphine. Its use for the treatment of acute trauma was advanced by the
invention of the hypodermic syringe, leading to its widespread battlefield use during the
Crimean War and US Civil War.11 An unregulated patent medicine market and physician
prescribing, mostly to women, throughout the second half of the 19th century increased
opioid dependence within the general US population.1t Concurrently, while people with
narcotic dependence, mostly White, were considered medically ill and in need of
treatment and were treated in psychiatric facilities, individuals with cocaine
dependence, who were putatively disproportionately Black, were vilified; they were
described as murderers, perverts, and drug fiends and were incarcerated—or worse.12

Initial efforts to reduce opioid misuse arose through public concern about morphine.
Arguably, the early 20th-century US progressive and temperance movements did more
to reduce opiate importation and consumption than did enactment of state laws
designed to limit access.13 Government efforts to control and regulate the influx and
distribution of products containing opium and cocaine included the Pure Food and Drug
Act of 1906 and the Harrison Narcotics Tax Act of 1914.1415 The former, the first law at
the federal level to regulate dangerous goods, required product labeling and allowed the
federal government to set purity standards covering 10 addictive ingredients.
Misrepresentation of the latter statute as a prohibitive act by law enforcement had dire
consequences, including increased stigma directed against people using the regulated
drugs and the assumption that addiction was a moral failing.16 Two Supreme Court
rulings in 1919 upheld that opioids could not be used to treat OUD.17.18.19 Within 4
years, and against the backdrop of a wave of prosecutions against prescribing
physicians, “maintenance clinics” providing morphine were shuttered nationally and life
expectancies of patients with OUD plummeted.13.2021 Between 1935 and 1974, 2 large
federal facilities devoted to treating people with addiction were operated jointly by the
US Public Health Service and the Federal Bureau of Prisons (so-called “narcotic
farms”).22 Treatment was provided to both those who were voluntarily seeking treatment
and those serving drug-related sentences, highlighting the long-standing tug-of-war
between conceptualizing addiction as a medical condition deserving of treatment or as a
moral failing deserving of punishment. In 1962, a Supreme Court ruling held that
addiction was a disease and not an act deserving of punishment.23

In the 1960s, the United States saw an increase in illegally trafficked opioids, and
heroin addiction became widespread among young American men.11 Heroin use further
increased with easy access to the drug among soldiers serving in the Vietham War.11.13
In response, small trials using medications for OUD (MOUD) treatment were conducted
and demonstrated the potential effectiveness of methadone, a long-acting full
agonist.24.25 Treatment centers, largely operating under investigational new drug
regulations, scaled up methadone treatment from a handful of patients in 1968 to 73
000 by 1973.26 Fears of inappropriate use, diversion, and profiteering, however, led to
the creation of the current closed system under the Narcotic Addict Treatment Act of
1974, in which only clinics registered with the Substance Abuse and Mental Health
Services Administration can dispense methadone and patients, especially early in
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treatment, are required to visit almost daily to obtain their medication.2? In the 50 years
since the passage of this act, the burdensome regulations have limited access to and
acceptability of methadone and stigmatized it—even as it has become all but universally
recognized as safe and effective.28.29.3031.32.33 These regulations were relaxed only at the
start of the COVID-19 pandemic.34

During the period when methadone was being underutilized to treat OUD, there was one
positive development. In 1966, the long-acting, partial agonist buprenorphine was
discovered, along with its analgesic properties,35 and, as early as 1978, its potential use
for treating narcotic addiction was reported.3¢ Buprenorphine ultimately proved to be an
excellent candidate for MOUD,37 given its safety profile, lower abuse potential, and
effectiveness. However, even with these advantages and its Schedule Il drug
classification, the Drug Addiction Treatment Act of 2000 mandated that prescribers
undergo extensive training and limited the number of patients they could treat.38 These
restrictions were substantially more onerous than those required to prescribe opioids for
pain. Moreover, widespread stigma directed toward both patients using buprenorphine
and prescribers remains a barrier to expanded prescribing, with people of color
disproportionately denied access to MOUD.39

Meanwhile, the use of opioids to treat pain increased. Until the 1980s, opioid use
focused primarily on acute pain and palliation of terminal diseases like cancer.40
Beginning at that time, however, there was growing recognition that patients
experiencing pain healed more slowly when their pain went untreated.4142 To promote
more liberal prescribing of opioids for pain, interested physicians and physician
administrators had to overcome decades of fear of prosecution and lack of training in
medical schools. Nonetheless, pain became a “fifth vital sign” in assessing patient
health.43.44 As it provided effective pain relief in certain circumstances, long-term opioid
therapy (LTOT) increased, including for conditions with little evidence of benefit. This
range of conditions for which opioids were prescribed—combined with the development
of synthetic opioids, time release formulations, and aggressive marketing strategies
from the pharmaceutical industry45—led to a fivefold increase in morphine milligram
equivalents prescribed between 1999 and 2010.46 Opioid overdose deaths rose in
parallel, increasing nearly fourfold during the same period.47.48 The exponential rise in
opioid overdose deaths prompted efforts—reminiscent of a century prior—to reduce
access to opioids. Guidelines recommending a limit to opioid prescribing were
promulgated as early as 2009, while other supply-side efforts to reduce opioid use relied
on law enforcement, civil litigation, and reformulation of high concentration opiates to
be more tamper resistant.4® After peaking in 2012, high-dosage opioid prescribing fell
almost 50% by 2017.50

Nevertheless, total opioid overdose deaths continued to rise. Although the consequence
of a supply-side only approach should have been anticipated, little was done initially to
provide demand-side increases in the availability—or to promote the acceptability—of
either form of MOUD.51 Between 2010 and 2015, deaths involving heroin tripled, and
from 2014 to 2015, deaths from fentanyl and its congeners increased 72%.52 As
recently as 2016, the Centers for Disease Control and Prevention (CDC) prescribing
guideline seemed to prioritize tapering or discontinuation of prescribing, with referral to
treatment for OUD being the last of 12 recommendations.¢ Moreover, the guideline
offered no indication of which forms of treatment should be promoted or discouraged.®
Individuals dependent on opioids increasingly turned to illegal drug markets, and
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outbreaks of HIV and hepatitis increased.>3 Between the release of the CDC guideline in
2016 and 2021, annual opioid overdose deaths roughly doubled to over 80 000.54

Influences on Patients and Clinicians

Interwoven throughout the history of opioids outlined above is the intersection of law
and health care. Negative consequences arise when medical treatment is stipulated by
an impersonal legal system and the sociocultural powers that drive it. These regulations
have struggled to keep pace with current evidence, instead being informed by a
misplaced belief that a chronic condition like OUD can be cured through short-term
abstinence. A proper understanding of drug control and prohibition legislation, which is
beyond the scope of this short report, places the spotlight on political strategies, such as
propaganda and mass incarceration, that were utilized to demonize people who use
drugs and make draconian legislation palatable to the majority.5556 These laws set the
stage for reliance on a criminal justice approach, which disproportionately affects the
most vulnerable and takes precedence over a public health perspective. This approach
has also allowed medical professionals, even those acting in good faith, to become
targets of the criminal justice arm of drug control efforts, just as they had in the 1920s
following Supreme Court interpretations of the Harrison Narcotics Tax Act.57.5859 To say
that this approach has failed—with over 80 000 opioid-related deaths in 202154—feels
like an understatement.

Guidelines for Better Practice

In 2022, responding to the tidal wave of opioid deaths, the CDC revised its 2016
guidelines on the use of opioids for chronic pain to emphasize patient-centered care,
slow tapering of opioids with consideration of a switch to buprenorphine, and
assessment for OUD with initiation of or referral to treatment.2 Correspondingly, and
prompted by the COVID-19 pandemic, MOUD regulations saw the first major relaxation
in mandated methadone treatment practices since 1975, including termination of the
moratorium on mobile methadone units in 2021, and a substantial easing of the Drug
Addiction Treatment Act’s restrictions on buprenorphine prescribing.6061 In parallel, the
US Department of Health and Human Services’ Overdose Prevention Strategy has
incorporated harm reduction principles and best practices as 1 of its 4 pillars. The
expanded distribution of naloxone kits and fentanyl test strips to prevent overdose—
along with the establishment of safe injection sites, sterile syringe programs, and
funding for research on innovative harm reduction approaches—represents a significant
and encouraging policy advance aimed at addressing the current opioid crisis.

Nonetheless, while opioids are less likely to be initiated for treating pain than in the
past,52 the range of FDA-approved opioid formulations available for treating chronic pain
remains wide, which is not the case for OUD treatment. OUD treatment is limited in the
United States to just 2 opioid-agonist formulations (and one opioid antagonist), and
there is little discussion of (or research dollars going toward) expanding options for
those who do not tolerate or accept the current FDA-approved choices. The FDA,
mandated to prioritize safety, seems to assume that approved medications for OUD will
be misused or diverted.

Consistent with this assumption, the FDA has put in place onerous risk evaluation and
mitigation strategies (REMS) requirements that limit access to lifesaving medications.
For instance, the stringent requirements imposed on 6-month subcutaneous
buprenorphine implants in 2016, including a skills assessment for clinicians, arguably
reflected contemporary bias against people treated with MOUD and their prescribers.
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Despite a buprenorphine implant being a simple outpatient procedure similar to an
etonogestrel implant (an implantable birth control medication), no such clinician
assessment was required for contraceptive implants. The buprenorphine implants were
withdrawn in 2020 due to low uptake, not safety concerns.e3 The FDA’s approach to
long-acting injectable buprenorphine products also involves restricting distribution and
access through REMS certification for specialty pharmacy distributors and clinics. This
approach lacks flexibility and risk tolerance compared to opioids for pain and potentially
overlooks the high prevalence of substance use disorders in the general population
receiving controlled substances for non-SUD indications. The consequences of stringent
regulations for public health, clinician training, and public health literacy are not
adequately considered.28

Outside the United States, however, there are a greater number of options for treating
OUD. In Canada, for example, as early as 2018, slow-release oral morphine (SROM), a
24-hour formulation, became a guideline-recommended second- or third-line treatment
for OUD, based upon moderate-quality evidence.®4 And, in 2019, recognizing that the
emergence of fentanyl might require further alternative treatments, a Canadian
guideline review committee published guidance on the use of injectable opioid agonist
treatments for OUD.5 The committee recommended that individuals with severe OUD
who inject opioids and who have not adequately benefited from oral opioid agonist
treatments be considered for injectable diacetylmorphine or hydromorphone
treatment,®s and the government approved both treatment options.éé Similarly, several
countries in the European Union offer alternatives to methadone and buprenorphine,
including SROM and diacetylmorphine.6?

Recent moves in the United States to bring guidance, legislation, funding, practice, and
treatment access more in line with the evidence base for both chronic pain and OUD are
indeed promising and have helped moderate the ethical quandaries we have described.
Yet they remain insufficient. More flexible, patient-centered access to MOUD should be
made available. Additionally, a clear path forward to expanding the number of MOUD
options should be outlined. As early as 2019, the National Academies of Sciences,
Engineering, and Medicine proposed exactly this solution—but noted that many of these
options would require changes to the Harrison Narcotics Tax Act of 1914.28 As of this
writing, these changes have not been made.

Ethics and Evidence

There is now an ethical imperative to rethink our approach to the management of opioid
prescribing. Conceptualizing chronic pain treated with LTOT as different than OUD, from
both clinical and regulatory perspectives, is problematic and has led to a 2-tiered system
that confuses clinicians, patients, and regulators.

Both OUD and long-standing debilitating pain are chronic conditions with strong
evidence bases for appropriate treatment. Opioids have evidence of benefit for relief of
acute pain and treatment of OUD.37.68 In contrast, accumulating evidence supports
alternatives to LTOT for most chronic pain conditions.2 For those currently prescribed
such treatment, however, tapering opioids to discontinuation is often difficult, risks
substantial harm, and forces clinicians to fit patients’ experiences into regulatory—rather
than clinical—boxes. lllustratively, researchers are now proposing a new diagnostic
category instead of using the robustly validated OUD diagnostic criteria in the fifth
edition of the Diagnostic and Statistical Manual of Mental Disorders (DSM-5) for
patients on LTOT who demonstrate an inability to taper prescription opioids despite
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awareness of the high risk of harm and low functional benefité® because the stigma of
OUD attached to patients and prescribers is substantial and reflected in regulations.?©
Proponents of the new diagnosis recommend excluding not only DSM-5 criteria of
tolerance and withdrawal, which are currently excluded in the case of long-term opioid
prescribing for pain, but also the criterion of “persistent desire or unsuccessful efforts to
reduce use” because difficulty tapering is also “normal, expected” in the context of
LTOT. Exclusion of this latter criterion “better aligns with patients’ experience on LTOT”
and helps patients avoid a “stigmatizing and confusing experience of being incorrectly
diagnosed with OUD.”6° Generally, meeting 3 of the well-validated SUD criteria is
sufficient to diagnose mild OUD. Yet, rather than working to change discrepant
regulations between prescribing opioids for pain and prescribing opioids for OUD, those
in favor of creating LTOT as a new diagnosis tend to discount the continuum of severity
already embedded in DSM-5 diagnostic criteria.

We propose that approaching both chronic pain and OUD as the chronic conditions they
are provides an ethical and practical framework for addressing these diagnostic
inconsistencies. This framework would include complete evaluation and diagnostic
workup; patient-centered consent, with discussion of risks and benefits of various
treatment options; monitoring for safety; and reevaluation of the clinical plan at regular
intervals. It would also require regulatory bodies and research funding agencies to
consider other opioid formulations for OUD and less restrictive REMS and distribution
requirements. It would also require expanding the number and kind of settings in which
MOUD treatment can be prescribed and dispensed. Chronic conditions require
consideration of pathophysiology and related evidence-base treatments, relative harm,
an integrated and collaborative health care system, and a treatment team that
leverages patient characteristics and preferences to maximize patient self-management.
Conceptualizing and managing both OUD and chronic pain requiring LTOT as chronic
medical conditions could help address diagnostic inconsistencies, clinical confusion,
and stigma experienced by patients.
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