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INTRODUCTION

he opioid epidemic is a complex problem with a
multitude of contributing factors, including under-
treated pain, prescribing practices, illicit drug use
and stigmatization. Therefore, solutions that only
address one component of the issue risk exacerbating other
features of the epidemic in unintended ways. One consider-
ation of particular importance is the impact of current solu-
tions on the chronic pain patient population. These patients
are at risk when policies, prescribing guidelines and pub-
lic perception take a singular approach to such a complex
problem. In fact, approaches to address the opioid epidemic
that fail to consider the specific needs of this population may
backfire and worsen the epidemic itself, causing devastating
consequences for these patients and their families. As such,
instead of a one-size-fits-all approach, it is worth consider-
ing ways in which we can mitigate risks to this population
while ensuring their pain management needs are met.

Guidelines have emerged to address how to best man-
age pain, including appropriate opioid prescribing. The
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2016 introduction of the Center for Disease Control (CDC)
Guidelines on Opioid Prescribing highlights the association
of the prevalence of chronic pain with the opioid addiction
epidemic .! The confluence of these two factors has driven
the ongoing effort to establish the Federal Pain Research
Strategy,” which is in development through leadership of the
NIH Interagency Pain Research Coordinating Committee.
While there is general agreement that the opioid epidemic
requires a national response to optimize prescribing prac-
tices and support for the development of prescribing stan-
dards, there is dissatisfaction among some pain management
professionals regarding the process by which the guidelines
were established. There are also ongoing concerns regarding
implementation and interpretation and /or misinterpretation
of the guidelines that may impact access for patient popula-
tions for whom opioid pharmacotherapy is appropriate and
indicated—particularly for the chronic pain population .?

While several key important consensus documents reiter-
ate the dual objectives of curtailing the opioid crisis and
effectively managing pain for those who rely on opioids as
part of their treatments,* the importance of maintaining this
balance has not been fully captured in the ongoing national
conversation. On the contrary, the emphasis appears heavily
weighted toward addressing the opioid addiction/overdose
problem, while the problem of chronic pain is often lost in

1. “CDC Guideline for Prescribing Opioids for Chronic Pain—United States 2016,”
Centers for Disease Control and Prevention, 2016. http://www.cdc.gov/mmwr/vol-

umes/65/rr/rr6501el.htm.

2. For more information, see the Committee’s website at https://iprcc.nih.gov/FPRS,
FPRS.htm.

3. See, e.g., Joseph V. Pergolizzi, Jr. et al., “Comments and Suggestions from Pain
Specialists Regarding the CDC'’s Proposed Opioid Guidelines,” Pain Practice 16:7
(2016), pp. 794-808. https://doi.org/10.1111/papr.12475; and Alan L. Gordon and
Seamus L. Connolly, “Treating Pain in an Established Patient: Sifting Through the
Guidelines,” Rhode Island Medical Journal 100:10 (2017), pp. 41-44. http://www.rimed.
org/rimedicaljournal/2017/10/2017-10-41-cont-gordon.pdf.

4. See, e.g., Interagency Pain Research Coordinating Committee, “Federal Pain
Research Strategy Overview,” National Institutes of Health, 2017. https://iprcc.nih.gov/
Federal-Pain-Research-Strategy/Overview; and “CDC Guideline for Prescribing Opi-
oids for Chronic Pain—United States 2016.” http:/www.cdc.gov/mmwr/volumes/65

rr/rr6507el.htm.
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the shuffle. Further, there is growing concern that the chron-
ic pain patient population is increasingly stigmatized, which
can introduce additional barriers to medical treatment and
contribute to opioid misuse and abuse.

The principles of harm reduction have already been effective
to address other national public health emergencies, such as
illicit drug use and addiction. Accordingly, they may also be
successfully applied to chronic pain management involving
opioids.

CHRONIC PAIN RECOGNITION AND INITIAL
TREATMENT APPROACH

The term “chronic pain” represents a wide variety of con-
ditions that range from, but are not limited to, rheumatoid
arthritis, diabetic neuropathy, low back pain, chronic head-
ache, fibromyalgia and irritable bowel syndrome. Chronic
pains have distinct pathologies and are quite often differen-
tial in their responsiveness to pain relievers. They are bur-
densome for the individual, their family members and soci-
ety as a whole. The presence of chronic pain in patients also
increases the risk for depression and anxiety,® and it has been
estimated that the prevalence of suicide attempts is between
two and three times greater in the this population of patients.
Suicidal fatalities are twice as common.® All of these charac-
teristics underscore the complex problem of chronic pain as
anational public health crisis.

The publication of the Institute of Medicine’s report on the
state of Chronic Pain in the United States in 2011 and the
subsequent introduction of the National Pain Strategy by
the Office of the Assistant Secretary of Health and Human
Services in March of 2016 highlight the nation’s increasing
attention to the problem of chronic pain.” The aforemen-
tioned documents report the number of Americans affected
by chronic pain at 100 million and the annual national eco-
nomic burden at 565-600 billion. Although the magnitude of
these numbers has been challenged,? there is agreement that
chronic pain is an important global problem.

5. Ana Miriam Velly et al., “Epidemiology of pain and relation to psychiatric disor-
ders,” Progress in Neuropsychopharmacology & Biological Psychiatry (2017). https://
doi.org/10.1016/].pnpbp.2017.05.012.

6. See, e.g., Mélanie Racine, “Chronic pain and suicide risk: A comprehensive review,”
Progress in Neuropsychopharmacology & Biological Psychiatry (2017). https://doi.
0rg/10.1016/}.pnpbp.2017.08.020; Nicole K. Tang et al., “Suicidality in chronic pain: a
review of the prevalence, risk factors and psychological links,” Psychological Medicine
36 (2006), pp. 575-86. https://doi.org/10.1017/S0033291705006859.

7. See, e.g., “Relieving Pain in America: A Blueprint for Transforming Prevention,

Care, Education, and Research,” Military Medicine 181:5 (2016), pp. 397-99. https://doi.
0rg/10.7205/MILMED-D-16-00012; And Office of the Assistant Secretary for Health,
“National Pain Strategy: A Comprehensive Population Health Level Strategy for Pain,”
U.S. Dept. of Health and Human Services, 2016. pp. 13-14. https://iprcc.nih.gov/sites
default/files/HHSNational_Pain_Strategy 508C.pdf.

8. Laxmaiah Manchikanti et al., “Responsible, Safe, and Effective Prescription of Opi-
oids for Chronic Non-Cancer Pain: American Society of Interventional Pain Physicians
(ASIPP) Guidelines,” Pain Physician 20:2S (2017), pp. S3-S92. http:/www.painphysi-

cianjournal.com/current/pdf?article=NDIwMg==&journal=103.

Traction for recognition of the importance of pain and pain
management first emerged in the 1990s and momentum
for public awareness of the problem was achieved in early
2000 when the United States Congress passed H.R. 3244°
and, with consent of the Executive Branch, declared the
“Decade of Pain” (2001-2010). It was anticipated that such
recognition would raise awareness of the problem of pain
and that expanded support for associated research would
materialize.!”

In 2001, the Joint Commission on Accreditation of Health
Care Organizations introduced a requirement that pain be
assessed for all patients together with standard vital signs."
Advocacy for this practice was engendered during the 1990s
by pain management national leadership, which resulted in
a comprehensive educational effort to encourage healthcare
professionals to assess pain level in all patients and provide
treatment as needed.’? Such an effort is thought to have sig-
nificantly increased the general understanding of pain and
to have revealed the inadequacies in available effective and
safe treatments for pain management,® particularly for those
who suffer chronic pain.

Subsequently, in 2004, the World Health Organization
(WHO), the International Association for the Study of
Pain (IASP) and the European Federation of IASP Chap-
ters (EFIC) organized the first “Global Day Against Pain” in
Geneva Switzerland, where leadership introduced the con-
cept of pain control as a human right.'* In 2010, the IASP,
WHO and EFIC held a second “Global Day Against Pain,”
which was comprised of 230 representatives from IASP
chapters in 64 distinct countries.'® Here, the international
membership of the TASP ratified its commitment to inter-
national pain management through the “Declaration of
Montreal,” which states that access to pain management is
a fundamental human right—a principle that was recently

9. Section 1603 of H. R. 3244 states that: “The calendar decade beginning January 1,
2001, is designated as the ‘Decade of Pain Control and Research.” PL 106-386—0Oct.
28, 2000. https://www.congress.qov/106/plaws/publ386/PLAW-106publ386.pdf.

10. Roxanne Nelson, “Decade of pain control and research gets into gear in USA,” The
Lancet 362:9390 (2003), p. 1129. http:/www.thelancet.com/journals/lancet/article
PIIS0140-6736(03)14505-9/abstract.

11. Peter Lanser and Sabina Gesell, “Pain management: the fifth vital sign,” Healthcare
Benchmarks 8:62 (2001), pp. 68-70. https:/www.ahcmedia.com/articles/70942-
guest-column-pain-management-the-fifth-vital-sign.

12. Ibid.; and James N. Campbell, “APS 1995 Presidential Address,” The Journal of Pain
5:1(Spring 1996), pp. 85-88. http:/www.jpain.org/article/S1082-3174(96)80076-6,
abstract.

13. Natalia E. Morone et al.,“Pain adversely affects outcomes to a collaborative care
intervention for anxiety in primary care,” Journal of General Internal Medicine 28:1
(2013), pp. 58-66. https:/www.ncbi.nlm.nih.gov/pmc/articles/PMC3539032.

14. Arthur G. Lipman, “Pain as a Human Right: The 2004 Global Day Against Pain,”
Journal of Pain and Palliative Care Pharmacotherapy 19:3 (2005), pp. 85-100. https://
doi.org/10.0180/J354v19n03_16.

15. Michael J. Cousins and Mary E. Lynch, “The Declaration Montreal: access to pain
management is a fundamental human right,” Pain 152:12 (2011), pp. 2673-74. https://
insights.ovid.com/pubmed?pmid=21995880.
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reaffirmed internationally.!® Further, the declaration indi-
cated that withholding access to pain management repre-
sents non-compliance with the United Nations’ 1961 “Single
Convention on Narcotic Drugs,” which stated that medical
narcotics are often necessary for the alleviation of pain.

Following the recognition that chronic pain is a quality-of-
life issue that requires proper management, doctors began
to increase prescribing of opioid therapies for patients who
presented with various forms of pain. More recently, how-
ever, as the rates of opioid addiction have escalated, public
support for their use has diminished and opioid prescribing
practices have come under scrutiny as a primary cause of the
current epidemic.

THE CHANGED NATURE OF TODAY’S
OPIOID EPIDEMIC

In 2016, the rate of prescription opioid abuse was high—an
estimated 15 million people.” However, it is important to
note that among those adults who reported opioid abuse,
69.9 percent used them without a prescription and 40.6 per-
cent obtained prescription opioids for free from friends or
relatives.!® Such numbers clearly demonstrate that a substan-
tial amount of misuse and abuse has arisen not from individ-
uals using opioids appropriately and under the supervision
of a medical professional to treat their pain, but rather from
use without any prescription or outside of the prescribed
instructions.

It is also important to consider that, in response to concerns
regarding opioid over-prescribing that emerged in the 1990s
and early 2000s, doctors have recently been more likely to
suggest alternative remedies for patients whose pain is man-
ageable by other means. As aresult, opioid prescription rates
have fallen continuously since their peak in 2010. In fact,
although prescriptions had more than quadrupled from 180
morphine milligram equivalents per-capita in 1999 to 782 in
2010, they were down to 640 by 2015. Despite the decrease in
prescriptions, however, the number of opioid-related deaths
has remained relatively stable (with only minimal changes
recently). This is because, since 2010, a disproportionate-
ly large increase in deaths now involves heroin and other
synthetic opioids obtained without prescriptions. These
are cheaper to make and therefore easier to introduce into
the illicit market. Heroin overdose deaths had previously

16. Ibid.; and Frank Brennan et al., “Access to Pain Management-Still Very Much a
Human Right,” Pain Medlicine 17:10 (2016), pp. 1785-89. https://doi.org/10.1093/pm
pnw222.

17. Center for Behavioral Health Statistics and Quality, “Behavioral health trends in the
United States: Results from the 2014 National Survey on Drug Use and Health,” Dept.
of Health and Human Services, 2015. https:/www.samhsa.gov/data/sites/default
files/NSDUH-FRR1-2014/NSDUH-FRR1-2014.htm.

18. Beth Han et al., “Prescription Opioid Use, Misuse, and Use Disorders in U.S. Adults:
2015 National Survey on Drug Use and Health,” Annals of Internal Medicine 167:5
(2017), pp. 293-301. https://doi.org/10.7326/M17-0865.

remained relatively low from 1999 until 2010. However,
from 2010-2015, as prescriptions for opioids were declining,
heroin overdose deaths increased four-fold, which included
a20.6 percent increase from 2014 to 2015 alone. In addition,
state information from 2016 and 2017 confirms that heroin
and fentanyl currently account for more than 50 percent of
overdose deaths in some states.”

Thus while opioid prescribing certainly had a role in con-
tributing to the opioid epidemic initially, that issue has now
been overshadowed by other factors. For this reason, strict
limitation or restriction of opioid prescribing alone will not
solve the current opioid epidemic. In fact, it may instead have
the unintended consequence of limited or ineffective pain
management for chronic pain patients who might then turn
to illicit drug use for pain control. From a public health per-
spective, this would represent a transition to riskier behavior
with less oversight and regulation. The increased danger to
patients could potentially worsen the lethality of the opioid
epidemic.

CHRONIC PAIN AS A UNIQUE DISEASE STATE

The global problem of pain has been long recognized by the
International Association for the Study of Pain (IASP), which
for many decades, together with the World Health Organiza-
tion (WHO) and others, has spearheaded efforts to develop
consensus around research priorities and global prescribing
guidelines.?® It has also worked to codify the very definition
of pain itself as “an unpleasant sensory and emotional expe-
rience associated with actual or potential tissue damage, or
described in terms of such damage.”” The presentation of
acute pain is frequently a key factor that motivates patients
to seek medical evaluation and thus it is often an important
aspect of diagnosing primary disease. Therefore, pain has
traditionally been viewed as a symptom, rather than as its
own disease state.

However, for a substantial segment of the population, the
transition from acute to chronic pain represents an experi-
ence that is clearly independent of additional disease pathol-
ogy. Under these conditions, residual or ongoing pain is
unrelated to any other identifiable primary disease. In these
cases, the neurobiological changes that are often associated
with such persistent pain may better match an independent

19. Julie K. O’Donnell et al., “Deaths Involving Fentanyl, Fentanyl Analogs, and
U-47700 - 10 States, July-December 2016,” Morbidity and Mortality Weekly Report
66:43 (2017), pp. 1197-1202. https://www.ncbi.nIm.nih.gov/pmc/articles/PMC5689219.

20. Michael J. Cousins and Mary E. Lynch, “The Declaration Montreal: access to pain
management is a fundamental human right,” Pain 152:12 (2011), pp. 2673-74. https://
insights.ovid.com/pubmed?pmid=21995880.

21. Harold Merskey and Nikolai Bogduk, Classification of Chronic Pain: Descrip-
tion of Pain Syndromes and Definitions of Pain Terms, 2nd edition (Interna-
tional Association for the Study of Pain, 1994), p. 209. https:/locatorplus.gov/
cai-bin/Pwebrecon.cqi?DB=local&v1=1&ti=11&Search_Arg=94230598&Search
Code=0359&CNT=20&SID=1.
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categorization and, for this reason, it has been proposed that
chronic pain should be reclassified as a disease state of its
own.*

Support for such a push emerged through the advent of
imaging capabilities, through which it was established that
chronic pain patients have altered brains in terms of chang-
es in basic function, structure and neurochemistry.?® Such
alterations are consistent with a disease-state profile and, in
fact, have led to the recognition of other conditions as inde-
pendent diseases, as in the case of the classification of addic-
tion as a disease.

However, the concept of chronic pain as a disease is not
yet universally embraced, particularly by other medical
specialties,** and thus the proposal remains an area of ongo-
ing debate.?> However, the implications of such a consensus
definition are important not only for how it might impact
resource allocation but also as it would help to distin-
guish chronic pain patients and the pain they experience
as a unique category worthy of a unique approach to anal-
gesic therapeutics—one that might safely include, rather
than blanketly prohibit supervised and responsible opioid
therapy.?

Addiction and Opioid Use in Chronic Pain Patients

The characterization of addiction as a disease first came
about in 1980 after the third edition of the Diagnostic and
Statistical Manual of Mental Disorders (DSM III) defined
substance-use disorders independently from other mental
health conditions.?” As this theory emerged, neuroanatomi-
cal and physiological studies confirmed that there was a bio-
logical basis for the idea that repeated exposure to drugs of

22. See, e.g., Phillip J. Siddall and Michael J. Cousins, “Persistent pain as a disease
entity: implications for clinical management,” Anesthesia & Analgesia 99:2 (2004),
pp. 510-20. https://insights.ovid.com/pubmed?pmid=15271732; John D. Loeser

and Ronald Melzack, “Pain: an overview,” The Lancet 353:9167 (1999), pp. 1607-09.
http://www.thelancet.com/journals/lancet/article/PlIS0140673699013112/abstract;
David Niv and Marshall Devor, “Chronic pain as a disease in its own right,” Pain
Practice 4:3 (2004), pp. 179-81. http://onlinelibrary.wiley.com/doi/10.1111/j.1533-
2500.2004.04301.x/abstract; Jane C. Ballantyne, “Opioids for chronic nonterminal
pain,” South Medical Journal 99:11 (2006), pp. 1245-55. https:/www.ncbi.nim.nih.gov,
pubmed/17195420: and Allan |. Basbaum and David Julius, “Toward better pain con-
trol,” Scientific American 294 (2006), pp. 60-67. https://www.scientificamerican.com
article/toward-better-pain-contro.

23. Irene Tracey and M. Catherine Bushnell, “How neuroimaging studies have chal-
lenged us to rethink: is chronic pain a disease?”, The Journal of Pain 10:11 (2009), pp.
M3-20. http://www.jpain.org/article/S1526-5900(09)00712-3/abstract.

24. Ann Margaret Taylor et al., “Is Chronic Pain a Disease in Its Own Right? Discus-
sions from a Pre-OMERACT 2014 Workshop on Chronic Pain,” The Journal of Rheuma-
tology 42:10 (2015), pp. 1947-53.10.3899/irheum.141328.

25. Milton Cohen et al., “Is chronic pain a disease?”, Pain Medicine 14:9 (2013), pp.
1284-88. https://doi.ora/10.1111/pme.12162.

26. See, e.g,, Taylor et al. https://doi.org/10.3899/irheum.141328.

27. Sean M. Robinson and Bryon Adinoff, “The Classification of Substance Use Dis-
orders: Historical, Contextual, and Conceptual Considerations,” Behavioral Sciences
(Basel) 6:3 (2016), p. 18. https://www.ncbi.nIm.nih.gov/pmc/articles/PMC5039518.

abuse induces changes in the brain that manifest in compul-
sive-like behaviors.

Likewise, the biological mechanisms underlying the pro-
pensity for misuse and transition to opioid addiction have
been studied extensively in both human and animal mod-
els.?® During the transition from misuse or abuse of drugs
to addiction there are simultaneous alterations in dopamine
neurotransmission to the parts of the brain that are primarily
responsible for reward processing and in the part primarily
responsible for driving brain stress and aversive systems.?
While the primary alterations in dopamine neurotransmis-
sion that result from binge cycles of drug use drive behaviors
of increasing drug consumption, it is the resulting pathologi-
cal stress responses that occur in the extended amygdala that
are the hallmark of the transition to an addictive state.

However, particularly with respect to chronic pain patients,
itis of key importance to understand that opioid use is not the
same thing as opioid misuse or abuse. Opioid misuse is dis-
tinct and defined as “taking more or in a different way than
prescribed.” Opioid abuse is further distinguished as “inten-
tional use for non-medical purposes.”*® Such distinctions are
key not only to managing the opioid epidemic but also to
ensuring that patients for whom opioid use is indicated and
appropriately managed are not prohibited or restricted from
access.

An extensive pre-clinical literature demonstrates that self-
administration to commonly prescribed analgesic opioids is
altered under conditions of chronic pain.* For example, anal-
gesic drugs that are typically not addictive, like clonidine,
become reinforcing under conditions of chronic pain.®? Fur-

28. George F. Koob and Michel Le Moal, “Neurobiological mechanisms for opponent
motivational processes in addiction,” Philosophical Transactions of the Royal Society
London: Biological Sciences 363:1507 (2008), pp. 3113-23. https://www.ncbi.nlm.nih.
gov/pmc/articles/PMC2607326.

29. See, e.g., Kathleen Chu et al., “Dependence-induced increases in ethanol self-
administration in mice are blocked by the CRF1 receptor antagonist antalarmin and
by CRF1 receptor knockout,” Pharmacology Biochemistry and Behavior 86:4 (2007),
pp. 813-21. https:/www.ncbi.nlm.nih.gov/pmc/articles/PMC2170886; Nicholas W. Gil-
pin et al., “Effects of CRF1-receptor and opioid-receptor antagonists on dependence-
induced increases in alcohol drinking by alcohol-preferring (P) rats,” Alcoholism,
Clinical and Experimental Research 32:9 (2008), pp. 1535-42. https://www.ncbi.nlm.
nih.gov/pmc/articles/PMC2583093; Angelo Contarino and Francesco Papaleo, “The
corticotropin-releasing factor receptor-1 pathway mediates the negative affective
states of opiate withdrawal,” Proceedings of the National Academy of Sciences USA
102:51 (2005), pp. 18649-54. https://www.ncbi.nlm.nih.gov/pmc/articles/PMCI1317931;
and George F. Koob, “Neurobiological substrates for the dark side of compulsivity in
addiction,” Neuropharmacology 56:Suppl 1(2009), pp. 18-31. https:/www.ncbi.nlm.
nih.gov/pmc/articles/PMC2637927.

30. Stephen Butler, The IMMPACT factor or IMMPACT strikes again! Pain 154, 2243-44
(2013). https:/www.ncbi.nlm.nih.gov/pubmed/23911698.

31. Thomas J. Martin et al., “Opioid self-administration in the nerve-injured rat: rel-
evance of antiallodynic effects to drug consumption and effects of intrathecal analge-
sics,” Anesthesiology 106:2 (2007), pp. 312-22. http://anesthesiology.pubs.asahg.or
article.aspx?articleid=1931186.

32. Eric E. Ewan et al., “Analgesics as reinforcers with chronic pain: Evidence from
operant studies,” Neuroscience letters 557 Pt A, 60-64 (2013). https://www.ncbi.nlm.
nih.gov/pmc/articles/PMC3858505.
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ther, other studies have demonstrated that the establish-
ment of chronic pain itself alters reward pathways, which
suggests that pain states may decrease the brain’s responses
to rewarding stimuli.® In animal models, the neurobiology
of the reward pathways under strictly controlled conditions
of chronic pain can be illuminated. However, the complex-
ity and intrinsic variability of the human experience, which
includes sociological and biological factors, results in more
diverse patient outcomes.

Since the pain pathways represent an essential warning sys-
tem to indicate pending damage to an organism, it stands to
reason that chronic inhibition of pain signaling through the
use of opioids results in compensatory changes that heighten
the ability of the patient to detect pain. Such a disruption in
homeostasis results in a generalized hypersensitivity called
“hyperalgesia.” Opioid-induced hyperalgesia is increasingly
recognized as an emergent pain state associated with chronic
opioid use.

Distinct from—but parallel to—this response, the homeosta-
sis of an emotional state of an individual is thought to be
disrupted in both chronic pain patients and patients with
opioid use disorder who are in a state of withdrawal or absti-
nence.** These various forms of homeostatic disruption lead
to an escalation of emotional distress. Left unaddressed,
this condition is thought to render individuals susceptible
to addiction. Therefore, it has been suggested that disrup-
tion of homeostasis with either insufficiently controlled pain
(with restricted access to or sub-therapeutic doses of anal-
gesics) or over-controlled pain (with too high a dose of opi-
oid) may lead to an addictive state through the development
of hyperkatifeia, or the unstable emotional and behavioral
state that underlies addiction.* This suggests that, in chronic
pain patients in particular, under-prescribing of opioids may
actually be counterproductive to addiction avoidance. It also
reinforces the commonly understood notion that the use of
opioids with the appropriate supervision and care of a doctor
is always preferable to the risk that people will self-medicate
in the absence of that option._

What’s more, the concept of addiction is somewhat more
problematic with respect to chronic pain patients, as
the mechanisms that underlie it are separate from other

33. Anna MW. Taylor et al., “Mesolimbic dopamine signaling in acute and chronic
pain: implications for motivation, analgesia, and addiction,” Pain 157:6 (2016), pp.
1194-98. https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4866581; Keiichi Niikura
et al., “Neuropathic and chronic pain stimuli downregulate central mu-opioid and
dopaminergic transmission,” Trends in Pharmacological Sciences 31:7 (2010), pp.

299-305. http://www.cell.com/trends/pharmacological-sciences/fulltext/S0165-

6147(10)00062-3.

34. Joseph Shurman et al., “Opioids, pain, the brain, and hyperkatifeia: a framework
for the rational use of opioids for pain,” Pain Medicine 11 (2010), pp.1092-98. https://
www.ncbi.nlm.nih.gov/pmc/articles/PMC2907890.

35. Ibid.

physiological responses to opioids, such as tolerance and
dependence and, in contrast, do not resolve upon cessation.*

In 2001, the American Academy of Pain Medicine, the Amer-
ican Pain Society, and the American Society of Addiction
Medicine composed the following consensus definitions on
Tolerance, Dependence, and Addiction:

Tolerance: Tolerance is a state of adaptation in which
exposure to a drug induces changes that result in a
diminution of one or more of the drug’s effects over
time.

Physical Dependence: Physical dependence is a state
of adaptation that is manifested by a drug class spe-
cific withdrawal syndrome that can be produced by
abrupt cessation, rapid dose reduction, decreasing
blood level of the drug and/or administration of an
antagonist.

Addiction: Addiction is a primary, chronic, neuro-
biological disease, with genetic, psychosocial, and
environmental factors influencing its development
and manifestations. It is characterized by behaviors
that include one or more of the following: impaired
control over drug use, compulsive use, continued use
despite harm and craving.®”

All three of these various states may be observed in opioid
users, but it is essential to correctly identify which state a
particular patient is in and then adjust accordingly, as each
requires a different approach.

Indeed, historical conflation of these issues may have unin-
tentionally led to an interpretation that chronic pain patients
are “addicted” to opioids, when in fact, that may not be the
case. Using a stricter definition of addiction and with care-
ful diagnosis, rates of addiction resulting from pain manage-
ment are thought to be on the lower end of the spectrum at

36. Nora D. Volkow and A. Thomas McLellan, “Opioid Abuse in Chronic Pain--Mis-
conceptions and Mitigation Strategies,” The New England Journal of Medicine 374:13
(2016), pp. 1253-63. http:/www.nejm.org/doi/full/10.1056/NEJMral507771.

37. “Definitions Related to the Use of Opioids for the Treatment of Pain: Consensus
Statement of the American Academy of Pain Medicine, the American Pain Society,
and the American Society of Addiction Medicine,” American Society of Addic-

tion Medicine, 2001. https://www.asam.org/docs/default-source/public-policy-
statements/lopioid-definitions-consensus-2-011.pdf.
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8 percent or less with a rate of misuse (taking more or in a
different way than prescribed) between 15 to 26 percent.?®

In light of this, as policies and programs are put into place to
address the opioid epidemic, the importance of proper diag-
noses is imperative. Evaluation of neurological mechanisms
and behavioral responses following the onset of pain shows
that while opioid use for pain management does result in
dependence and tolerance, it does not guarantee a transi-
tion to addiction.

The fact is that there are a variety of populations affected
by opioid addiction that can range from acute pain patients
to recreational drug users. Each of these populations is dis-
tinct and thus requires a thoughtful, targeted approach to
address their unique needs in order to be effective. In par-
ticular, chronic pain patients are at risk when policies and
prescribing guidelines take a singular approach that effec-
tively treats all opioid users as abusers. Instead, the specific
circumstances and needs of this population and their pain
must be considered in order to help combat the broader opi-
oid epidemic.

The Problem of Stigmatization

Such amisunderstanding of the distinctions between appro-
priate and inappropriate use of opioids has also exacerbated
the problem of stigmatization around chronic pain patients
and even the medical professionals who treat them. This,
too, is counterproductive to effective opioid management.

Despite decades-long efforts by the healthcare professional
societies and patient advocacy groups to address and reverse
stigmatization, patients with pain remain at high risk for
being maligned culturally and clinically.** Moreover, pain
management healthcare professionals may encounter the
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same risks of social maligning, which can lead to fear of pre-
scribing*® Highly publicized cases of lawsuits and criminal
prosecution impact policy, medical practice and medication
development.* The perceived conflict of interest of between
pain management and professional research societies and
the undue influence of pharmaceutical manufacturers fur-
ther extends the stigmatization to patients, pain manage-
ment and research advocacy groups. However, absent a com-
prehensive description of the full mission and educational,
research and consensus-development accomplishments of
such independent societies, activist advocacy groups actu-
ally do a disservice to pain patients and pain management
providers by undermining the ultimate goal, which is a com-
prehensive approach that may include the use of opioids.*?
All forms of stigmatization may contribute to insufficient
diagnosis, the under-treatment of chronic pain** and the
limited development of alternative pain treatments—all of
which are counterproductive both to serving patients and
to combating the opioid epidemic.

It has been previously noted that through the process of
reviewing the factors that may or may not have contribut-
ed to the emergence of the opioid epidemic, the tone of the
national conversation frequently shifts to assigning blame—
whether to the pharmaceutical industry, various profes-
sional societies, healthcare professionals or individuals .*
However, such a tendency for lawmakers and law enforce-
ment to frame solutions in binary terms frequently misses
the complexity of both chronic pain and opioid addiction.*®
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On the contrary, instead of stigmatization and dismissal, we
must seek to more clearly understand the complexities of
chronic pain as a disease, the particularities of its effective
management and the ways that harm reduction strategies
can help to address the related issues.

HARM REDUCTION PRINCIPLES

Given the complexity of addiction and the challenge of how
to best manage or treat it, there is a growing interest in the
use of harm reduction approaches to mitigate the nega-
tive consequences associated with opioid use. Rather than
attempting to change or disrupt drug use,*® harm reduction
targets the consequences and behaviors associated with it.
These techniques meet users “where they are,” as opposed to
where others may wish they would be. Extensive literature
has found that harm reduction strategies have many benefi-
cial results, such as decreased disease transmission, reduced
opioid overdose and increased entry into treatment.*’

Successes-To-Date

Historically, harm reduction programs have evolved as new
threats have emerged. For example, the first clean syringe
access programs (SAP) in the mid 1980’s came about as the
link between injection drug use and HIV was discovered
and a lack of access to clean needles exacerbated transmis-
sion of the infectious disease. The decreased incidence of
HIV following the implementation of these programs lends
proof of the efficacy of harm reduction approaches that aim
to decrease specific consequences of risk behaviors.

Still, in areas where the threat of negative consequences may
not be perceived or the political climate is such that imple-
mentation is difficult, harm reduction programs are lacking,.
Such gaps can reveal community vulnerabilities that may be
unexpected. An example related to HIV transmission recent-
ly emerged in Scott County, Indiana, which lacked SAPs until
an outbreak of HIV concentrated among injection drug users

46. G. Alan Marlatt and Katie Witkiewitz, “Update on harm-reduction policy and
intervention research,” Annual Review of Clinical Psychology 6 (2010), pp. 591-606.
https://doi.org/10.1146/annurev.clinpsy.121208.131438.

47. See, e.g., Christopher Rowe et al., “Neighborhood-Level and Spatial Character-
istics Associated with Lay Naloxone Reversal Events and Opioid Overdose Deaths,”
Journal of Urban Health 93:1 (2016) pp. 117-30. https://www.ncbi.nIm.nih.gov/pmc,
articles/PMC4794468; Katy M. Turner et al., “The impact of needle and syringe
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treatment on mortality among heroin users,” American Journal of Public Health 91:5
(2001), pp. 774-80. https://www.ncbi.nIm.nih.gov/pmc/articles/PMC1446673.

occurred.* To control the spread of these viruses, then-Indi-
ana Health Commissioner, Dr. Jerome Adams, implemented
syringe access, which brought effective control to the out-
break. While the timing of the implementation in this case
has been widely criticized,” it is argued that, unfortunate-
ly, without such an outbreak, to implement an SAP would
not have been possible because the need was not previously
appreciated.®®

Likewise, the availability of SAPs in Vancouver, British
Columbia helped decrease needle sharing among HIV-posi-
tive injection drug users from 37 percent in 1996 to 2 percent
in 2014. Difficult access to clean needles makes it 3.5 times
more likely that a person will share them, while access to
SAPs makes it less than half as likely that a person will do
so0.”! Extending these findings to incidence of HIV supports
the idea that decreased needle-sharing results in decreased
transmission of infectious diseases. Indeed, in New York
City, syringe-exchange rates have correlated strongly with
decreases in HIV incidence.’ In 2002, HIV incidence rates
decreased by 300 percent—just ten years after needle distri-
bution increased from 750,000 to 3 million.*

Moreover, tangible harm reduction programs like syringe
access have had a positive impact in decreasing the stigma
associated with drug use in general. Studies have already
shown that people who inject drugs are more likely to “trust”
healthcare providers in a syringe-access setting than in a
clinical one.* It is therefore plausible that such increased
trust contributes to the successful outcomes that harm
reduction programs offer. In fact, several analyses of existing
programs conclude that, rather than tacitly tolerating drug
use and allowing addiction to take over communities, harm
reduction programs actually correlate with increased entry
into treatment. In Baltimore, for example, people who visit
SAPs are more likely to enter treatment that those who do
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not,” while in Seattle, people who use SAP services are more
likely to remain on methadone treatment.

Such successes show great promise as applied to the opioid
epidemic, as well. For example, the dramatic increase in drug
overdose deaths since 2013 has become a very public topic of
concern. Many of these cases also involve synthetic opioids,
such as fentanyl and its associated derivatives. In light of this,
naloxone distribution for those who are at risk of overdose
and fentanyl test strips to reduce the risk of using fentanyl-
laced heroin are harm reduction strategies that can mitigate
some of the dangers. In fact, recently naloxone distribution
programs have been more widely promoted as a response to
historical increases in opioid overdose deaths.”” Consider, for
example, that even when administered by people who are not
medically trained, Narcan was able to reverse 26,000 opioid
overdoses between 1996 and 2014.5

Application to Chronic Pain Management

With these successes in mind, consideration of the complex-
ity of the characteristics and unique needs of the chronic
pain patient populations can ensure effective and meaningful
policies and programs to address the opioid epidemic. Part
of that approach must include harm reduction approaches
to minimize the risks associated with opioid use in these
patients. These risks include, but are not limited to, conver-
sion to addiction, overmedication and overdose for all popu-
lations of chronic pain patients who receive opioid medica-
tion.

In response to the opioid epidemic, in 2016, the Centers for
Disease Control released a series of guidelines for opioid
prescribing to reduce the supply of prescription opioids and
possible overmedication. Included in these guidelines are
recommendations to consider opioids only when the ben-
efits of use outweigh the risks; to establish treatment goals
for acceptable pain levels and daily functioning; and asso-
ciated recommendations for opioid selection, dosing regi-
men, duration and discontinuation. However, the only harm
reduction strategy for chronic pain management found in
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61:6 (2012), pp. 101-05. https:/www.ncbi.nlm.nih.gov/pmc/articles/PMC4378715.

the report suggests that clinicians should prescribe naloxone
alongside opioids if the patient meets a series of risk factors.

That said, some states have initiated strategies that fall with-
in a continuum of harm reduction. For example, in North
Carolina, 75 percent of their counties implemented a number
of initiatives to address the opioid epidemic including, but
not limited to 1) public awareness education regarding opi-
oid overdose; 2) healthcare-professional education regard-
ing pain management; 3) emergency-department training
to reduce opioid analgesic prescribing and to ensure use of
prescription drug monitoring programs; 4) development
of systems to recover unused opioid medications to reduce
diversion; 5) patient support groups; 6) expansion of access
and use of naloxone; and 7) increasing access to addiction
medications such as methadone and buprenorphine.*® Some
of these strategies were associated with lowered overdose
mortality, such as provider education and strict emergency
department prescribing policies. It is expected that greater
effects will be more evident as the implementation time is
extended and as barriers to implementation are resolved.
Furthermore, advocacy for co-prescription of naloxone with
opioid medications has resulted in reduced anticipated over-
doses.*

Upon review, most harm reduction strategies related to opi-
oid prescribing recommended to date (by the National Safety
Council, the CDC, and the Institute of Medicine) address
prescribing in acute settings, such as emergency depart-
ments or for acute conditions such as post-surgical pain.
However, there is a critical need to further consider harm
reduction strategies for chronic pain patients for whom opi-
oids are the most effective pain management strategy. Cur-
rently, there are minimal harm reduction strategies for this
population.

As in the case of chronic pain itself, when considering harm
reduction strategies that can mitigate the opioid epidemic,
the role that stigmatization plays in exacerbating the prob-
lem cannot be overlooked. Stigma is thought to play lead-
ing role in creating barriers to accessing medical services,
harm reduction services and treatment facilities. Further,
drug use creates an environment of social isolation, which
increases the likelihood that a person will use drugs in high-

59. Apostolos A. Alexandridis et al., “A statewide evaluation of seven strategies to
reduce opioid overdose in North Carolina,” Injury Prevention 24:1 (2018), pp. 48-54.
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risk situations where spread of infection or overdose are
common.*

Communication and language are also thought to have a
significant impact on pain management. For example, the
use of stigmatizing language around pain and addiction can
lead to the undertreatment of pain patients,* put them at
risk for misusing prescriptions (taking more than prescribed
to relieve pain) or seeking illicit sources. Additionally, stig-
matized language can prevent people from seeking help in
the first place,® which increases the likelihood that pain
patients will inappropriately self-medicate. To be effective,
approaches must therefore guard against stigmatization and
use respectful language in order to be tailored specifically for
this patient population.

As the CDC guidelines are implemented and as local govern-
ments develop customized guidance to address the epidem-
ic, ensuring that health care professionals have the appropri-
ate training, as well as prescribing authority, and dosing and
duration flexibility will be essential. From a public health
perspective, insufficient pain management may exacerbate
the epidemic in ways that have not been fully considered.
Concerns have been raised that pain patients whose pre-
scriptions have been limited or curtailed (as in the case of
chronic pain patients on established treatment)** or denied
(as in the case of chronic pain patients with substance-use
disorder), may begin or escalate use of prescription opioids
illegally or may resort to heroin or other illicit or unregulated
alternatives.®® These high-risk practices may contribute to
the escalation in heroin and high-potency illicit opioid use.’
Therefore, as approaches are proposed and implemented to
address the epidemic, such potential adverse impacts must
be fully considered.
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CONCLUSION

The current state of the opioid epidemic is devastating. The
National Institute on Drug Abuse (NIDA) has reported that
over 53,000 people died in 2016 from opioid overdose—a 32
percent increase from the previous year. In response to these
increasingly alarming statistics, in the fall of 2017, the White
House declared the opioid crisis a public health emergency
and, in April 2018, the Surgeon General issued a national
advisory on the matter.”” Such recognition of the problem at
the highest leadership level provides an important beacon
for the development and implementation of comprehensive,
data-driven solutions.

Overall, the current data support that prescription opioids
provided for the treatment of chronic pain do not comprise
a substantial component of the opioid addiction epidemic.
In light of this, policies that restrict prescribing across the
board can have significant negative impact on these popula-
tions and may exacerbate the epidemic from other angles.
Further, whereas opioid prescription restriction may have
merit in the general population or in acute pain settings, opi-
oids remain a gold standard and essential component of an
effective chronic pain management regimen.

Unfortunately treatment for chronic pain that involves opi-
oid use has become controversial, in part due to its conflation
with the use of opioids for recreational purposes, the fear of
addiction and the worsening of the opioid epidemic. How-
ever, it is essential that we do not abandon our moral obliga-
tion to meet the needs of the chronic pain patient population,
understanding that the goal remains to restore health and
quality of life for those in chronic pain. This is a humanitar-
ian objective with broad sociological benefit.

Effectively treating chronic pain patients while address-
ing the opioid epidemic and mitigating risks to patients is
a complex problem that must consider the unique needs of
this population in order to be effective. This requires mul-
timodal, complex solutions that engender an “All Hands on
Deck” national call to action.®® And, with strategic design and
implementation, harm reduction strategies hold promise to
have a significant positive impact when applied to the use of
opioids in the treatment of chronic pain.
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