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PROGRAM DESCRIPTION

Designed for physicians, nurse practitioners, nurses,
physician assistants, dentists, and pharmacists, SCOPE
of Pain will help you safely and competently manage
your patients with chronic pain. You'll meet Mary
Williams, a 42-year-old woman with painful diabetic
neuropathy and chronic low back pain. Through her
case, you'll learn how to: 1) determine the appro-
priateness of opioid analgesics; 2) assess for opioid
misuse risk; 3) counsel patients about opioid safety,
risks and benefits; 4) competently monitor patients
prescribed opioids for benefit and harm; 5) decide
on continuing, modifying, or discontinuing opioid
analgesics; 6) safely discontinue opioids when there
is too little benefit or too much risk and harm.

NEEDS ASSESSMENT

Healthcare practitioners (HCPs) who prescribe opioid
analgesics to treat chronic pain are in a key position
to balance the benefits and risks of chronic opioid
treatment. The importance of education for HCPs
cannot be overstated as, according to a 2011 report
by the Institute of Medicine (IOM), the social and eco-
nomic burden of pain nationwide is staggering. The
IOM report found that the annual health economic
impact of pain represents a $560 billion to $635 bil-
lion burden to the United States (US).! The escalation
of opioid prescribing and the corresponding increase
in opioid misuse (including, addiction, overdose, and
diversion) have been well documented by both regula-
tory agencies and the lay press.?

According to SAMHSA's 2010 National Survey of
Drug Use and Health report, among the US popula-
tion aged 12 or older, nonmedical use of prescription
pain relievers was the second most prevalent type of
illicit drug use after marijuana use.? In addition, mor-
tality rates from unintentional overdose of opioids
have increased dramatically. Despite these concerns,
according to the National Institute on Drug Abuse,
opioid pain medicines are safe and usually do not
cause addiction when managed well medically and
taken as prescribed.* However, HCPs struggle with
the need to assist their patients with adequate man-
agement of chronic pain while confronting the risks
associated with opioid prescribing.
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EDUCATIONAL OBJECTIVES
After taking part in this educational activity, clinicians
should be better able to:

® Employ a systematic approach to the assessment
of chronic pain and prescription opioid misuse risk,
including screening for unhealthy substance use

e Describe the role of opioids in the management of
chronic pain, including a discussion of opioid phar-
macology, formulations, efficacy, and risks

o |dentify and select individualized opioid regimens
based on patients' pain assessments and a balance
of benefits and potential risks for a given patient

e Implement office systems incorporating Universal
Precautions including the use of Patient Provider
Agreements with informed consent and plan of care
to meet best practice standards and medicolegal
requirements when treating patients with chronic
opioid therapy

INTENDED AUDIENCE
Physicians, nurse practitioners, nurses, physician
assistants, dentists, and pharmacists

ACCREDITATION STATEMENT

Boston University School of Medicine is accredited
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Dear Colleague:

Welcome to SCOPE of Pain: Safe and Competent Opioid Prescribing Education.
This monograph is part of a national initiative to educate clinicians in the safe use of opioid
analgesics when managing patients with severe chronic pain.

In 2011, the US Food and Drug Administration (FDA) mandated that manufacturers of
extended-release/long-acting (ER/LA) opioid analgesics make available comprehensive
prescriber education in the safe use of these medications as part of a Risk Evaluation and
Mitigation Strategy (REMS). This REMS education is based on the FDA curriculum known as
the Blueprint for Prescriber Education. Boston University School of Medicine was awarded
the first unrestricted educational grant to provide this education and has trained more than
25,000 clinicians since.

The following activity will take you through the case of Mary Williams, a 42-year-old
woman with painful diabetic neuropathy and chronic low back pain, which is designed to
enhance the way you:

e Determine the appropriateness of opioid analgesics

e Assess patients for opioid misuse risk

e Counsel patients on opioid safety, risks, and realistic benefits

e Better monitor patients who have been prescribed opioids

e Make decisions on continuing, modifying, or discontinuing opioid analgesics
e Safely discontinue opioids when there is too little benefit or too much risk

The evaluation of this SCOPE of Pain program has shown that it significantly improves
clinician knowledge, attitudes, confidence, and clinical practice in safe opioid prescribing.'

It is important to keep in mind, however, that the FDA is continually assessing for optimal
approaches to the complex challenge of chronic pain management and safe opioid
prescribing’ and providers should keep abreast of new requlations and recommendations
as they evolve. Educating ourselves about opioid analgesics is the best way to maximize
benefits and minimize harms for our patients.?

Sincerely,

KLO F Chg>

Daniel P. Alford, MD, MPH, FACP, FASAM

Associate Professor of Medicine and Assistant Dean of Continuing Medical Education
Boston University School of Medicine

Director of the Clinical Addiction Research and Education Unit

Boston Medical Center

Boston, Massachusetts
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Safe and Competent Opioid Prescribing Education

SCOPE of Pain:

Safe and Competent Opioid Prescribing Education

INTRODUCTION: THE SCOPE OF

THE CHALLENGE

Chronic pain is a common, costly, and
complex condition. As opposed to acute
pain, which is a life-sustaining symptom
that can often be adequately managed
with medication alone, chronic pain is
multidimensional and very much like a
chronic disease requiring a multimodal
therapeutic approach. Chronic pain is a
disorder of the somatosensory and pain
signaling system that results in maladap-
tive sensitization that persists well after
the acute tissue injury."! Therefore, man-
agement approaches designed for acute,
self-limited pain are inadequate for treat-
ing chronic pain.

Chronic pain affects approximately 100
million adults in the United States (US),
with an estimated annual cost of medical
treatments, lost income, and lost produc-
tivity totaling approximately $600 bil-
lion.? A survey conducted in over 1000
adults found that 57% had experienced
chronic pain in the previous year: 42%
reported pain lasting more than a year,
33% reported pain as disabling, and 63%
reported that they had seen a primary care
physician for treatment of their pain.?

The use of opioids has become increas-
ingly common in the treatment of chronic
pain. Although opioids have established
efficacy for acute pain management, they
also have a potential for misuse (eg, over-
dose, addiction, diversion). While more
data are needed regarding the effectiveness
of opioid therapy for chronic pain,
worrisome trends have been identified
(Figure 1).*7
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Data collected through the Researched
Abuse, Diversion, and Addiction-
Related Surveillance (RADARS)
System (http://www.radars.org/) indi-
cate that there has been a parallel rela-
tionship between the availability of
prescription opioid analgesics and the
diversion and misuse of these agents,
with a concomitant increase in adverse
outcomes.® The number of prescriptions
dispensed for opioid analgesics increased
from 47 million per quarter at the begin-
ning of 2006, to a peak of 62 million
during the fourth quarter of 2012, and
60 million in the last quarter of 2013.*
Results from the 2014 National Survey
on Drug Use and Health indicate that
about 15 million people aged 12 years or
older used prescription drugs nonmedi-
cally in the past year.” Between 2001 and
2011, the latest year for which data are
available, there was a 5-fold increase in
the number of admissions to addiction
treatment centers for problems related to
prescription opioids in patients 12 years
of age and older."” Opioid-related emer-
gency department visits more than dou-
bled from 2004 to 2011, with an
estimated 488,000 visits in 2011."

A systematic review of 38 studies
documented the extent of problematic
prescription opioid use in patients with
chronic pain: 26% of the studies were
conducted in primary care settings;

53% were in pain clinics.'* Rates of
opioid misuse, which was defined as use
contrary to the directed or prescribed
pattern of use (regardless of the presence
or absence of harmful effects), ranged



from 21% to 29% (95% CI, 13%-38%).
Addiction rates ranged from 8% to 12%
(95% CI, 3%-17%): addiction was
defined as a pattern of continued use
with experience of, or demonstrated
potential for, harm (eg, impaired control
over drug use, compulsive use, contin-
ued use despite harm, and craving).

In addition to their misuse potential,
opioids are high-risk medications related
to fatalities. In 2010, opioids accounted
for over 75% of overdose deaths in the
US." Deaths have more than tripled
since 1999, with an estimated 16,235
deaths attributable to prescription opi-
oids in 2013.* In addition, the incidence
of Neonatal Abstinence Syndrome
(NAS), which is most commonly associ-

ated with opioid withdrawal following
in utero exposure to opioids, tripled
from 2000 to 2009.° Although initially
associated with maternal illicit opioid
use, recent data indicate that NAS is now
most often associated with use of pre-
scription opioids.°

Despite these challenges, opioids have
a role in chronic pain management. The
American Academy of Pain Medicine
recommends chronic opioid therapy, not
as a first-line treatment, but for moderate
to severe pain that is not sufficiently
managed with more conservative meth-
ods." This monograph addresses the
appropriate use of opioid analgesics to
manage chronic pain in the context
of a hypothetical patient case.

FIGURE 1. Worrisome trends and associations in opioid-related morbidity and

mortality, 1999-2009*7
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CASE

STUDY Mary Williams: Presentation

Mary Williams, a 42-year-old woman,
presents to a new practice for the first time
to obtain a new prescription, at a higher
dose, of her opioid analgesic medication.
She has brought in her previous medical
records for review and explains that her
previous primary care provider moved out
of state, leaving her with barely enough
medication to last her 1 more week.

Her past medical history includes type 2
diabetes mellitus for 8 years (hemoglobin
A1C 7.4%), painful diabetic neuropathy for
2 years, spinal stenosis with chronic low
back pain, hypertension, obesity, tobacco
use disorder, and a remote history of
alcohol use disorder. Her current
medications are metformin 1000 mg twice
daily, lisinopril 10 mg once daily,
hydrochlorothiazide 12.5 mg once daily, and aspirin 81 mg once daily.

For pain, Mary is currently taking oxycodone 5 mg/acetaminophen (APAP) 325 mg 1 to
2 tablets every 4 to 6 hours and gabapentin 300 mg 3 times daily. In the past, her pain
has been treated with nonsteroidal anti-inflammatory drugs (NSAIDs), APAP, tricyclic
antidepressants (TCAs), tramadol, and APAP with codeine. However, none of these
medications provided adequate pain relief and some had intolerable side effects (eg,
upset stomach with NSAIDs; dry mouth with TCAs).

The social history reveals that Mary, who is a part-time (20 hours/week) receptionist
in a law office, is married to the manager of a hardware store and has 3 children aged 6,
12, and 15 years. She reports that she was an “alcoholic” but has been in recovery for the
past 10 years. Although she tried marijuana in high school, she denies any recent history
of illicit drug use. She continues to smoke, about 1 pack/day for the past 25 years. Her
family history is unremarkable, other than that her mother died from complications of
alcoholic cirrhosis.

Mary reports that she usually takes 4 to 8 oxycodone/APAP tablets per day, but 8
tablets provide the best pain relief, making it possible for her to go to work. Her previous
prescription was limited to 150 tablets/month (up to 5 tablets/day) because her previous
primary care provider feared that dose escalation would cause Mary to become addicted:
she is careful not to run out of her medication because, when she does, she experiences
nausea, vomiting, and diarrhea due to physical dependence.

MARCH 2016



ASSESSMENT OF CHRONIC PAIN

AND COMORBIDITIES

Further assessments are needed before
deciding on continuing or changing opi-
oid therapy. A key factor in obtaining an
adequate assessment of pain is establish-
ing trust between the provider and the
patient. Patients may assume that pain
complaints will not be taken seriously,
and so may exaggerate their level of
pain (eg, “20” on a 10-point scale)

and functional limitations (eg, “I can’t
do anything because of my pain!”).
Furthermore, patients who are getting
adequate pain relief may not believe it is
in their best interests to report that fact.”
Such beliefs may be fueled by the fear
that the provider might reduce the dos-
age of the opioid analgesic, or that the
provider may decrease efforts to identify

the source of pain despite a previously
thorough workup.

Providers can employ a variety of
strategies to build trust. The first step
is to take a thorough pain history. It is
important to educate the patient about
the need for accurate pain scores to
assess therapy and to discuss factors that
can worsen pain and limit treatment
options (eg, substance use, mental
health illness). It is also important to
show empathy for the patient’s experi-
ence of pain. Finally, it is important to
validate that you believe the patient’s
pain is real—but believing a patient’s
pain complaint does not mean opioids
are indicated. The decision to prescribe
opioids for chronic pain should be based
on a careful risk and benefit assessment,
as discussed later.

FIGURE 2. Pain, Enjoyment, General Activity (PEG) scale assessment

In the past week:

Pain on average?

y 1 2l HED DI ED XD XX

No pain

As bad as you
can imagine

Pain interfered with Enjoyment of life?

y 1 NI EDXDXDED

Does not
interfere

Completely
interferes

Pain interfered with General activity?

RPER)NN) ) 5 ) 6 ) 7 ) s ) 9 )0

Does not
interfere

Completely
interferes
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Chronic Pain Assessment

Pain scales provide a simple way to assess
pain. Unidimensional pain scales, which
may use numeric ratings, visual analogs,
or a “faces” scale, can be useful in the
assessment of acute pain'® but do not
provide enough information about
chronic pain and about whether treat-
ment is helping with function and
quality of life. Multidimensional
instruments, such as the McGill Pain
Questionnaire, Graded Chronic Pain
Scale, and Brief Pain Inventory (BPI),
can provide this kind of information but
are generally impractical for use in pri-
mary care settings and are reserved for
use in specialty pain management prac-
tices. However, the 3-question Pain,
Enjoyment, General activity (PEG) scale
is a multidimensional instrument that

was derived from the BPI, has been vali-
dated, and is well suited for use in pri-
mary care settings (Figure 2)."” The PEG
will not prove or disprove a patient’s
pain complaint and it cannot be used to
compare PEG scores among patients, as
one patient’s 8 is another patient’s 6. The
PEG is particularly useful because it can
be followed over time to assess the
patient’s response to new medications or
adjustments to the therapeutic regimen,
including the impact of nonpharmaceu-
tical interventions.

Screening for Depression and
Unhealthy Substance Use

Simple, single-item screening ques-
tions have been validated to identify
unhealthy alcohol and/or drug use in
the primary care setting (Figure 3).'%"

FIGURE 3. Screening for unhealthy substance abuse'"

Unhealthy
Alcohol and
Drug Use

No or Low Risk

*Substance use disorders

Image source: SBIRT Clinician’s Toolkit, www.MASBIRT.org.
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Alcohol
“Do you sometimes drink beer, wine
or other alcoholic beverages?”

“How many times in the past year have
you had 5 (4 for women) or more drinks
in a day?”

(positive: > never)

Drugs

“How many times in the past year have you
used an illegal drug or used a prescription
medication for nonmedical reasons?”

(positive: > never)



For alcohol, the first question is “Do
you sometimes drink beer, wine, or
other alcoholic beverages?” If yes, the
follow-up question is: “How many
times in the past year have you had

5 (4 for women) or more drinks in a
day?” Any number more than zero or
“never” is considered a positive screen
for unhealthy use of alcohol: further
questions (eg, AUDIT: Alcohol Use
Disorders Identification Test) are needed
to determine how severe their unhealthy
alcohol use is (ie, is the patient an at-
risk drinker or does the patient have an
alcohol use disorder).”® A similar single-
question screening test can be used for
illicit drug use or inappropriate use of
prescription medications."” In this case,
the screening question is: “How many
times in the past year have you used an
illegal drug or used a prescription medi-
cation for nonmedical reasons?” Again,
a response of 1 or more times is consid-
ered a positive screen and requires fur-
ther questions (eg, DAST: Drug Abuse
Screening Test) to determine if the
patient has a drug use disorder. Useful
information is more likely to be obtained
if questions are asked in a normative
manner, exactly as they were studied.
That is, it is important to ask: “How

TABLE 1. Psychiatric comorbidities?*?’

many times in the past year have you
...2” rather than to paraphrase it as, for
example, “In the past year, did you...?”.

The assessment must also consider
physical and psychosocial factors. While
2 patients may have the same pain score,
there may be complex differences, not
only in the sources of pain, but also in its
impact on their functioning and quality
of life. Chronic pain is more difficult
to assess than acute pain due to its far-
reaching effects'® and psychiatric and
medical comorbidities.?’ Patients often
report experiencing depression and other
psychiatric disorders, marital stress,
social withdrawal, sleep disorders,
impaired cognitive function, lack of
ability to work, and fatigue.'*?' Table 1
outlines the prevalence of psychiatric
comorbidities commonly seen in patients
with chronic pain.?*” These comorbidi-
ties make pain worse and pain makes
these psychiatric conditions worse. It is
therefore important to screen for and
comanage these conditions when they
are identified.

Screening for depression can be done
using the Patient Health Questionnaire
(PHQ).? The PHQ-2 is a simple, 2-item
screening-tool questionnaire that is more
suitable for busy primary care practices

Depression

Anxiety Disorders
Personality Disorders
PTSD

Substance Use Disorders

PTSD, posttraumatic stress disorder.

31% -

33% - 54%22
16.5% - 50%%2%

81 %25,26

49% veterans?’; 2% civilians?*

15% - 28%22%
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than the longer PHQ-9.?® The PHQ-2
simply asks: “Over the last 2 weeks, how
often have you been bothered by any of
the following problems?” Item 1: assesses
the degree of interest or pleasure in
doing things; item 2: assesses the extent
to which they feel down, depressed,

or hopeless.

For each of these 2 items, patients can
respond with: not at all, several days,
more than half the days, and nearly every
day, scored as 0, 1, 2, and 3, respective-
ly.?® A score of greater than or equal to
3 (or less if there are other signs of
depression) may indicate the full PHQ-9
is needed. The PHQ-2 is not meant to
monitor depression severity, assess
depression outcomes in response to
treatment, or establish a final diagnosis,
and unlike the PHQ-9, it does not
include all 9 symptom criteria to make a
DSM-5 depressive disorder diagnosis.
Nevertheless, the PHQ-2 has 83% sensi-
tivity and 92% specificity for a diagnosis
of depression.

Case Study

Physical
Assessment and
' Screening Results

When asked to describe her pain, Mary
reports mild lower back pain that is constant,
nagging, like a “dull toothache” without
radiation or weakness. It is exacerbated with
walking and standing and relieved with
sitting or lying. Her severe bilateral foot

pain (stocking distribution) is burning with
numbness and tingling and worse at night,
making it difficult to sleep.
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She states that her pain now is a “20" on
a scale of zero to 10 because it's the end of
the month and she’s only able to take 3 to
4 tablets per day. However, after being
reassured that the severity of her pain and
suffering is believed and that the primary
goal on this first visit is not necessarily to
decrease her pain medication regimen, Mary
states that her pain is 8 out of 10 (moderate
to severe) for each of the 3 PEG Scale
questions: Pain, Enjoyment of life, and
General activity. Other than a nicotine use
disorder, Mary screened negative for other
unhealthy substance use. She also screened
negative for depression.

The visit continues with a physical
examination. Mary is obese, weighing 220 |b
(body mass index [BMI] 32 kg/m?). There are
no signs of acute distress, and her vital signs
and cardiopulmonary examination are normal.
Spine alignment is normal, with no point
tenderness and a negative straight leg test.
Her neurologic exam is consistent with her
diabetic neuropathy. There is no Achilles
tendon reflex bilaterally, and although the
diabetic foot exam reveals no lesions or
ulcerations and normal pulses, there is loss of
protective sensation (LOPS) by vibration (tuning
fork) and pressure (monofilament) tests.

THE PLACE OF OPIOIDS IN CHRONIC
PAIN MANAGEMENT

The criteria for when opioids may be indi-
cated include: pain is severe, has a signifi-
cant impact on function and quality of
life, pain type is potentially opioid respon-
sive (eg, musculoskeletal and neuropathic
pain but NOT fibromyalgia or migraines),
nonopioid therapies have been tried and
found inadequate, and if the patient is
already on opioids (as in the case presented
here), there is documented benefit. Upon
reviewing Mary’s past history and current



pain assessment, it appears that opioids
may be indicated. Her pain is likely both
musculoskeletal and neuropathic; her PEG
score of 8/10 demonstrates that her pain is
severe and significantly impacting her
function and quality of life; and she has
been tried on nonopioid pharmacothera-
py, which has provided inadequate ben-
efit. However, her previous medical
records will need to be reviewed, and her
previous primary care provider contacted,
to assess for documented functional ben-
efit from opioid therapy. Nonetheless,
Mary believes that she is gaining an anal-
gesic benefit from the medication (ie, it
enables her to work and care for her chil-
dren), despite feeling that she needs more.
The questions, then, may be whether she
is receiving the optimal medical regimen

for her individual needs, whether her pain
might be better managed with other treat-
ment modalities or other medications, or
whether a different opioid class or formu-
lation should be considered.

Opioid Pharmacology
In addition to the naturally occurring
opiate compounds (morphine, codeine,
and thebaine), there are semisynthetic
and synthetic opioids (Figure 4).*
Semisynthetic opioids include diacetyl-
morphine (heroin), hydromorphone,
hydrocodone, oxymorphone, oxyco-
done, and buprenorphine; synthetic opi-
oids include fentanyl and methadone.

It is important to understand the phar-
macology of opioids to properly interpret
urine drug testing (UDT) results (see full

FIGURE 4. Natural opiates and semisynthetic and synthetic opioids

Natural Opiates
and Semisynthetic Opioids

Synthetic Opioids* o

[ cH,
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Methadone

Oxycodone
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i
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Meperidine Fentanyl

*Note: Synthetic opioids do not revert back to codeine or morphine and so will not result in a positive urine test for opiates.
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discussion of UDT below). Semisynthetic
opioids like hydrocodone, hydromor-
phone, oxycodone, oxymorphone, and
diacetylmorphine (heroin) are created by
molecular alterations to naturally occur-
ring opiates (morphine and/or codeine).
Urine opiate drug testing detects mor-
phine and codeine, as well as their semi-
synthetic derivatives, to differing degrees,
which revert back to morphine and/or
codeine (heroin reliably, oxycodone not
reliably) and thus yield a positive test for
opiates in the urine. By contrast, the syn-
thetic opioids (eg, methadone, fentanyl)
do not convert back to opiates (morphine
and/or codeine), and so do not test positive
for opiates (morphine and/or codeine) on
UDT. All opioids, however, whether
semisynthetic or synthetic, can be specifi-
cally tested for with immunoassays.

Opioid Receptor
Pharmacodynamics
Opioids also can be grouped according
to their actions at opioid receptors. Full
opioid agonists (eg, morphine, oxyco-
done) interact at receptors to produce a
response, while full opioid antagonists
(eg, naloxone, naltrexone) bind to recep-
tors but produce no functional response
and prevent an agonist from binding to
and activating the receptor. Partial opi-
oid agonists (eg, buprenorphine) bind
to receptors but produce only a partial
functional response, resulting in a “ceil-
ing effect.”®

Opioids produce analgesia by activating
opioid receptors at 4 principal sites: the
midbrain, where they turn on descending
inhibitory systems; the second order pain
transmission cells, where they prevent
ascending transmission of pain signals; the
dorsal horn of the spinal cord, where they
inhibit terminals of C-fibers; and in the
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periphery, where they inhibit the activa-
tion of nociceptors and cells that release
inflammatory mediators.** Opioids also
activate the “reward pathway” in the
midbrain, a dopaminergic system that
produces euphoria.

Physical Dependence and Tolerance
Opioid treatment for chronic pain will
often result in physical dependence and
tolerance.” These biologic adaptations to
being exposed to an opioid are not the
same as addiction (a behavioral maladapta-
tion—discussed below). Physical depen-
dence refers to the withdrawal symptoms,
such as anxiety, nausea, vomiting, diar-
rhea, sweating, muscle aches, and abdomi-
nal cramping, that can follow abrupt
discontinuation, rapid dose reduction, or
administration of an opioid antagonist (eg
naloxone, naltrexone). Although physical
dependence is expected after long-term
use, it can develop after as few as 48 hours
of use. Tolerance is characterized by the
need for increased amounts of opioid for
the desired level of pain relief due to the
diminished effect of the same opioid over
time. Tolerance develops reliably for seda-
tion and respiratory depression but less so
for constipation; the development of toler-
ance to the analgesic effects of opioids is
not well defined.

Opioid Formulations
Opioids can be divided into 2 categories:
immediate-release/short-acting (IR /SA)
and extended-release/long-acting (ER/
LA) formulations (Table 2). ER /LA
opioids, which are typically administered
twice a day or less, may be transdermal
or oral preparations.™

The distinction between IR /SA and
ER /LA opioids is based on their onset
and duration of action, which is depen-



dent on their formulation rather than any
difference in their molecular structure.
IR /SA opioids have a more rapid increase
and decrease in serum levels, whereas
ER/LA opioids are formulated to release
drug gradually and have a long half-life.*

While ER/LA opioid formulations are
designed to release drug gradually, phys-
ical tampering with the agent can con-
vert it to an IR, high-dose preparation.
This can result in opioid overdose. For
this reason, ER /LA opioid formulations
with such release systems may be dan-
gerous for patients at risk for substance
misuse, and patients should be informed
not to crush, split, or alter the tablet or
patch in any way.”

Which formulation is more effective
and which is safer? A meta-analysis
revealed that there was not enough evi-
dence to determine that ER /LA opioids,
when compared to each other or to IR/
SA opioid formulations, have different

TABLE 2. Opioid formulations*

Immediate- Extended-Release/
Release/Short- Long-Acting
Acting (IR/SA) (ER/LA)*
Morphine Morphine
Hydrocodone Hydrocodone
Hydromorphone Hydromorphone
Oxycodone Oxycodone
Oxymorphone Oxymorphone
Tramadol Tramadol
Tapentadol Tapentadol
Codeine Methadone

Fentanyl transdermal

Buprenorphine
transdermal

*Detailed product-specific information available at
http://dailymed.nIm.nih.gov/dailymed.

Alcohol-induced dose
dumping may result in
respiratory depression.

efficacy or adverse event rates when used
to treat chronic pain."*?*? IR /SA opioids,
since they have a shorter half-life, are
safer for initial therapy in opioid-naive
patients.'* Some experts advise that the
use of ER/LA opioids with around-the-
clock dosing may provide more consis-
tent pain control and better medication
adherence. However, there is insufficient
evidence to determine whether ER/LA
opioids are more effective or more likely
to result in tolerance, hyperalgesia, or
addiction than IR /SA opioids.*?

Therefore, treatment should be indi-
vidualized according to patient needs. In
general, if an opioid is deemed appropri-
ate for pain management, opioid-naive
patients should be started on a low dose of
an IR /SA opioid. For patients with inci-
dental and intermittent pain, the chronic
use of low-dose IR /SA opioids may be
appropriate. For patients with opioid tol-
erance with constant, around-the-clock
pain, the amount of IR/SA opioid needed
in a 24-hour period can be converted,
with a decrease in total dose due to
incomplete cross-tolerance, to dosing in a
more convenient ER /LA opioid follow-
ing a trial period of IR /SA opioid.

Some ER /LA opioids may rapidly
release drug when taken with alcohol,
posing a serious safety concern.* This is
known as “alcohol-induced dose dump-
ing.” Respiratory depression, which is
the most serious adverse effect of opioids,
may result when alcohol is combined
with ER /LA opioid dosage forms, lead-
ing to hypoxia and death.
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No adequate and well-controlled stud-
ies of ER/LA opioid analgesics have
been conducted in pregnant women.
Therefore, ER/LA opioid analgesics
should be used during pregnancy only if’
the potential benefit justifies the risk to
the fetus.

Selected Opioids With Unique
Properties

Transdermal Preparations. Fentanyl and
buprenorphine are available as transder-
mal patches; fentanyl patches provide
pain relief for 72 hours and buprenor-
phine patches provide pain relief for

7 days. Transdermal patches are conve-
nient for patients. However, their onset
of action is slow, and adequate subcuta-
neous fat, intact skin, and predictable
blood flow are required. The absorption
of the medication from the transdermal
patch into the bloodstream is affected by
body temperature, the presence of bro-
ken skin, or edema. Fever increases
absorption and edema decreases absorp-
tion. Some patches have metal foil back-
ings and cannot be left on during MR
studies. Even patches that are no longer
usable by the patient have residual drug
in them and need to be carefully dis-
posed of to avoid poisoning pets or chil-
dren. The use of a transdermal fentanyl
patch in young children warrants care-
giver education to avoid an exploratory
ingestion of the patch by a young child.
Methadone. Methadone is a mu opioid
agonist and an N-methyl-D-aspartate
(NMDA) receptor antagonist considered
to be a second- or third-line opioid in
the treatment of chronic pain.* It poten-
tially causes less analgesic tolerance and
has better efficacy in the treatment of
neuropathic pain. However, methadone
is a complex drug for providers to man-
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age due to its long, variable, and unpre-
dictable serum half-life (up to 120 hours)
in relation to the duration of its analgesic
effect (6 to 8 hours), its role in many
drug interactions, and the risk of QTc
prolongation leading to torsade de
pointes. For this reason, opioid switch-
ing to methadone should only be done
by providers who are familiar with
methadone’s pharmacology and are
experienced with using the medication.
Dual-Mechanism Opioids: Tramadol and
tapentadol. Tramadol is a centrally acting
opioid agonist, structurally related to
morphine and codeine, with 2 enantio-
mers.*® The combined actions of the 2
enantiomers (ie, agonism of the mu opi-
oid receptor and inhibition of norepi-
nephrine and serotonin uptake) results in
improved analgesic efficacy and tolerabil-
ity. Tramadol has minimal effects on
respiratory function as compared to mor-
phine and other opioids and has relatively
low gastrointestinal inhibition. Tramadol
is a schedule IV medication under the
Controlled Substances Act (Table 3).%
Tapentadol is also a dual-mechanism,
centrally acting opioid agonist, via ago-
nism of the mu opioid receptor and inhi-
bition of norepinephrine reuptake.’® This
medication is a schedule IT substance with
efficacy and adverse effects similar to
morphine and oxycodone.*

Opioid Efficacy in Chronic Pain
Despite the widespread use of opioids for
chronic pain, most of the literature
regarding their efficacy in this setting is
based on surveys and uncontrolled case
series.**** There are some data from ran-
domized clinical trials, but these studies
tend to be of short duration (<8 months),
with small sample sizes (<300 patients),
and most are pharmaceutical company—



sponsored. These randomized clinical
trials do show analgesia with opioids for
chronic pain as statistically significantly
better than with placebo. However, the
degree of pain relief, as with any medi-
cation or other treatments for chronic
pain, is modest. For example, a
Cochrane review of 2 controlled studies
with longer follow-up reported that
44.3% of participants (total N=442) had
at least 50% pain relief.* Furthermore,
outcomes in terms of function and qual-
ity of life are mixed, and none of these
studies have provided clinically useful
information about addiction potential.

Taking into account the risks that opi-
oids pose for substance misuse, adverse
effects, and increased risk for overdose-
related fatalities, opioids should not be
used as first-line therapy for chronic pain.
Instead, they should be second- or third-
line treatment. It is important to remember
that for chronic pain, chronic opioid thera-
py has been inadequately studied.*"*¢+

OPIOID SAFETY AND RISKS
Although opioid allergies are rare, and
organ toxicities are less common than
with other analgesics such as NSAIDs
and APAP, opioid adverse effects are
an important concern.*® Suppression
of the hypothalamic-pituitary-gonadal
axis is possible, and some patients
develop hypogonadism on chronic opi-
oids, resulting in poor bone health.*
Common adverse effects include: nausea,
sedation, constipation, urinary retention,
sweating, pruritus (due to histamine
release), and respiratory depression.***
Respiratory depression is of particular
concern in patients with underlying pul-
monary disease or sleep apnea. Opioid
analgesics interfere with ventilatory
control via depression of the medullary
respiratory center, resulting in hypercap-
nea, hypoxia, and decreased oxygen
saturation.” Sedation and bradypnea can
be warning signs of pending respiratory
depression. Because the risk is greatest

TABLE 3. Schedule classifications of medically approved opioids in the US3’

m Schedule I Schedule IV*

Hydrocodone
Methadone
Hydromorphone
Oxycodone
Meperidine
Fentanyl
Codeine
Oxymorphone
Morphine
Tapentadol

Tylenol with codeine
Buprenorphine

Tramadol
Butorphanol

Buprenorphine/naloxone

*High potential for abuse, which may lead to severe psychological or physical dependence. Verbal/oral order is permitted

in an emergency situation. No refills allowed.

*Moderate to low potential for psychological or physical dependence. Verbal/oral order is permitted. Up to 5 refills allowed

within 6 months from the date issued.

*Low potential for abuse and low risk for dependence. Verbal/oral order is permitted. Up to 5 refills allowed within 6 months

from the date issued.
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during sleep, when respiration is already
depressed, it is prudent for patients to
avoid dose increases at night until they
become tolerant of the respiratory
depression effect.

The Risk of High-Dose Opioids
Higher opioid doses may be indicated in
some patients, but these patients should be
managed as higher risk, with a corre-
sponding increase in monitoring and sup-
port. High dose is generally considered to
be more than 100 mg morphine equiva-
lents (eg, >67 mg oxycodone, >25 mg
hydromorphone, >100 mg hydroco-
done).!*405! There is evidence that these
doses may be associated with a range of
consequences, in terms of both individual
clinical outcomes and public health.

Higher doses of opioids have been
associated with higher levels of analgesic
tolerance®; conversely, higher doses of
opioids have been associated with an
increased incidence of opioid-induced
hyperalgesia (ie, increased pain).®*** In
addition, there is population data sug-
gesting that function is reduced with
higher doses of opioids.>*>® Finally, there
is evidence of a higher incidence of over-
dose deaths associated with higher doses
of opioids.*”-!

Management of Adverse Effects
Strategies for reducing adverse effects
associated with opioid use include more
conservative opioid prescribing prac-
tices and the “start low and go slow”
approach.®® Addressing specific adverse
effects of opioid therapy, despite selec-
tive prescribing and careful dosing,

is also needed. Constipation can be
addressed with stool softeners and/or
laxatives. Bulk laxatives, however, are
not recommended for the treatment of
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opioid-induced constipation, as they may
increase the likelihood of bowel obstruc-
tion in patients with already impaired
gastrointestinal motility.*?

Peripheral opioid receptor antagonists
(eg, methylnaltrexone and naloxegol)
reverse the impaired gut motility
induced by opioids. These agents do not
reverse central analgesia due to their
limited ability to cross the blood-brain
barrier: in the case of methylnaltrexone,
this is due to its structure (a quaternary
derivative of naltrexone); in the case of
naloxegol, this is due to its composition
of naloxone conjugated with a polyethyl-
ene glycol polymer.**®

Nausea and vomiting will usually
resolve within days. Although antiemet-
ics can be used, the downside of adding
such pharmacologic agents to opioid
therapy is that some antiemetics, such as
chlorpromazine, may cause additional
sedation and cognitive impairment.
Antiemetics, such as the 5-HT3 receptor
antagonists, may be preferred based on
their adverse effect profile.®® Figure 5
depicts strategies for managing some
of the more common opioid adverse
effects.*

Drug-Drug Interactions
A study of drug-drug interactions involv-
ing opioids used for treating chronic pain
revealed there are 3 major categories of
drug-drug interactions in this setting:
increased opioid adverse events (eg, seda-
tion, respiratory depression), central ner-
vous system (CNS) toxicities, and
decreased opioid effects (resulting in
withdrawal or loss of pain control).”’

In core messages regarding safer opioid
prescribing developed by the FDA to
be communicated to providers in its
Blueprint for Prescriber Education,® the



FDA highlights the following opioid drug

interactions:

* Other CNS depressants: The combina-
tion of an opioid with another drug
that causes CNS depression (eg, TCAs,
alcohol, sedatives, hypnotics, tranquil-
izers) can increase the risk of acute
opioid toxicity including respiratory
depression and sedation

* Alcohol: When exposed to alcohol,
some ER opioid formulations may
rapidly release opioid (“dose dump”);
alcohol can increase drug levels of
some opioid formulations without
dose dumping (consult individual
product labeling)

* MAOIs: The use of opioids with mono-
amine oxidase inhibitors (MAOIs) may
cause increased respiratory depression.
In addition, the combination of certain

opioids with MAOIs may result in
serotonin syndrome
¢ Diuretics: Opioids may reduce the
efficacy of diuretics via release of
antidiuretic hormone
* QTc prolongation: Some opioids
(eg, methadone, buprenorphine)
can prolong the QTc interval
» Cytochrome P450 metabolism: The use of
inhibitors or inducers of certain cyto-
chrome P450 enzymes can increase or
decrease blood levels of some opioids
Detailed information regarding poten-
tial interactions for specific medications
can be found at the DailyMed web-
site (http://dailymed.nlm.nih.gov/
dailymed/). This site is provided as a
public service by the National Library
of Medicine, as the official provider of
FDA label information (package inserts).

FIGURE 5. Managing opioid adverse effects*®

\ Nausea and Usually resolves in few days;
vomiting antiemetics, switch opioids

Sedation* Decrease dose

Retention

“Occurs mostly during initiation or change in dose.
*Most common adverse effect; should be anticipated.

Senna laxatives, bowel stimulants,
peripheral-acting opioid antagonists,
switch opioids; avoid bulking agents

Switch opioids, antihistamines

Switch opioids
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DailyMed provides a comprehensive,
up-to-date look-up and download
resource of the most recent drug label-
ing information submitted to the FDA; it
may include, for example, strengthened
warnings undergoing FDA review.

Age-Related Considerations

Elderly Patients. Chronic pain is a preva-
lent condition in the older adult popula-
tion, with 45% to 85% experiencing
moderate to severe chronic pain.®” There
are a number of barriers to safe opioid
use in the elderly. A less predictable
response to opioids is expected in this
population due to age-related changes,
including increased drug sensitivity and
adverse drug effects. Other concerns
include the presence of comorbidities
(eg, cognitive impairment, gait distur-
bance), polypharmacy use, and adverse
effects such as dizziness and sedation
posing an increased risk of falls.

The choice of an opioid analgesic in an
older adult can be made based on the
drug’s adverse event profile. Opioids
should be used with caution in frail older
adults with respiratory conditions (eg,
chronic obstructive pulmonary disease)
and risk factors for QT prolongation.®’
The overall message for opioid use in the
elderly is to use the lowest effective dose
and be aware of the potential for drug-
drug and drug-disease interactions.
Pediatric Patients. Although some IR /SA
opioid formulations have been approved
by the FDA for use in pediatric patients,
few ER /LA opioids are approved for use
in children. The only ER/LA opioid
products approved by the FDA for pedi-
atric use are transdermal fentanyl (2 years
and older) and ER/LA oxycodone (ages
11 to 16 years). Despite the FDA approv-
al for ER/LA oxycodone for children
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ages 11 to 16 years of age, opioids are
rarely used in multimodal approaches to
pediatric chronic pain.”""

OPIOID MISUSE AND ADDICTION RISK
In addition to managing pain, opioid
misuse risk is another factor that needs to
be examined prior to initiating or con-
tinuing opioid therapy. Problematic use
of opioids can be characterized as misuse
(intentional use of a drug in a way other
than prescribed), or addiction (opioid use
disorder: behavioral, cognitive, and psy-
chological experiences after repeated use
of a drug resulting in persistent drug use,
craving, and making the drug a priority
in life).”

As previously discussed, rates of pre-
scription opioid misuse and addiction
are 22% to 29% and 8% to 12%, respec-
tively.'”” Misuse was defined as opioid use
contrary to the directed or prescribed
pattern of use, regardless of the presence
or absence of harm or adverse effects.
Addiction was defined as a pattern of
continued use with experience of, or
demonstrated potential for, harm (eg,
impaired control over drug use, compul-
sive use, continued use despite harm,
and craving, or the “Four C’s of
Addiction”)."”*” These data highlight that
there is a need for a standardized approach
to assessing misuse and addiction.

Addiction (opioid use disorder) is char-
acterized by compulsive drug-seeking
behavior and related adverse conse-

The Four C's of Addiction

* Loss of Control

e Compulsive use

e Continued use despite harm
e Craving



quences.” There are several factors that
contribute to patients becoming addicted
to opioids. Opioids produce alterations
in brain function via activation of mid-
brain mu receptors, resulting in eupho-
ria. The dopaminergic system provides
the “reward system” reinforcing the need
for continued opioids. IR /SA opioids
may have more addictive potential than
ER /LA opioids due to a more rapid
increase of opioid concentrations in the
brain.”' ER/LA opioid formulations are
expected to be less rewarding due to
their slow onset of action, provided the
ER/LA release mechanism is not altered
by chewing or crushing.”

There are several risk factors for pre-
scription opioid misuse, as shown in
Table 4.7°7° A variety of opioid formula-
tions that are designed to be abuse-resis-
tant or -deterrent are in development.®*#!
These approaches include: novel formu-
lations and routes of administration that
aim to reduce drug rewards, as well as
aversive components that cause side
effects if taken in higher-than-prescribed

TABLE 4. Known risk factors for opioid
misuse’>7?

m Young age (<45 years)

m Personal history of substance use disorder
(illicit, prescription, alcohol, nicotine)

m Family history of substance use disorder

m Legal history (driving while impaired,
incarceration)

= Mental health problems

m History of sexual abuse

doses; prodrugs that do not release the
active opioid unless ingested orally; and
agonist-antagonist combinations in
which the antagonist is released if the
tablet is altered. However, while abuse-
deterrent or -resistant formulations have
been shown to decrease misuse,* there is
currently no opioid or opioid formula-
tion that is 100% resistant to misuse.

Opioid Misuse Risk Stratification
Assessment of an individual patient’s risk
for misuse of opioids should include UDT
as well as a check of state Prescription
Drug Monitoring Program (PDMP) data,
if available, to see where the patient has
been getting prescriptions (see more detail
below). It is also helpful to review the
patient’s medical records and, if possible,
talk to the previous provider.®

There are a number of validated ques-
tionnaires that can be used to help assess
opioid misuse risk, although no particu-
lar one is considered the “gold standard.”
The Opioid Risk Tool (ORT) is shown
in Figure 6*'; others include the
Screener and Opioid Assessment for
Patients With Pain (SOAPP) Version 1,
the revised SOAPP (SOAPP-R), and the
Diagnosis, Intractability, Risk, Efficacy
(DIRE) instrument. The SOAPP
Version 1, SOAPP-R, and ORT are
patient self-reported questionnaires
assessing the risk of aberrant drug-relat-
ed behaviors, whereas the DIRE is clini-
cian-administered to assess potential
efficacy and risks."

When the ORT is applied to risk-
stratify Mary Williams, she gets a total
of 5 points, indicating a moderate risk
for opioid misuse. This score should be
used to discuss the level of concern with
the patient: in this case, the provider
might say, “Despite being in recovery
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from alcoholism, which is commendable,
you're still at higher risk for developing
problems with this opioid pain medica-
tion. Therefore, I'm going to be really
careful when I prescribe it to you, and
I’'m sure that’s what you want me to do,
to keep you safe.”

Opioid risk stratification also indicates
what level of monitoring should be
implemented when opioid therapy is ini-
tiated. For example, how often should

FIGURE 6. Opioid Risk Tool®*

the patient be seen, and how often
should UDTs and/or pill counts be con-
ducted? High-risk patients may need to
agree that they’re willing to comply with
random callbacks, where they are
required to come in within 24 hours for
UDT and a pill count. This is probably
the highest level of monitoring that is
practical in a primary care setting.

In some cases, the risk stratification will
suggest the need for a pain or addiction

Female | Male

Family history of substance abuse

Alcohol a1 as

Illegal drugs a2 as

Prescription drugs Q4 Q4
Personal history of substance abuse

Alcohol a3 as

Illegal drugs Q4 Q4

Prescription drugs as as
Age between 16 and 45 years a1 a1
History of preadolescent sexual abuse as 4o
Psychological disease

ADHD, OCD, bipolar, schizophrenia a2 a2

Depression a1 a1

Scoring: 0-3, low risk; 4-7 moderate risk; >8 high risk.

ADHD, attention-deficit hyperactivity disorder; OCD, obsessive-compulsive disorder.
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medicine consult, if available. In other
patients, however, opioid analgesics may
simply be too risky. A case in point would
be someone with an active or recent opioid
use disorder: even though the patient has
severe pain that may be opioid responsive,
it might just be too early in their recovery
to prescribe an opioid analgesic safely.

Diagnosing Addiction (Opioid Use
Disorder)

As noted earlier, the diagnosis of addic-
tion is based upon the 4 “C’s”: control
(loss of), compulsive use, continued

use despite harm, and craving).”® It is
important to distinguish between addic-
tion and physical dependence. Physical
dependence is a biologic adaptation
when patients are on chronic opioid
therapy resulting in withdrawal symp-
toms when the opioid is stopped, whereas
addiction is a behavioral maladaptation
resulting in compulsive drug-seeking
behavior and related adverse consequen-
ces. The use of the American Psychiatric
Association’s Diagnostic and Statistical
Manual of Mental Disorders, Fifth Edition
(DSM 5) criteria® to diagnose opioid use
disorder can be complicated in patients
prescribed opioids for chronic pain.
Despite the exclusion of the first 2 symp-
toms of tolerance and withdrawal in this
population, some patients on opioids for
chronic pain may still meet some of the
other 9 criteria due to poorly controlled
pain rather than negative consequences
of the opioid (Table 5).

Opioids and Overdose

As discussed in the introduction, unin-
tentional opioid overdose deaths have
increased 4-fold in a decade.”® The vast
majority of prescription opioids that are
misused are not obtained by prescription

from a single doctor. Data from the 2013
and 2014 National Survey on Drug Use
and Health indicate that over 50% of peo-
ple who misuse prescription pain relievers
obtained them from family or friends for
free; only 22% obtained them from a doc-
tor (see Sidebar, Collateral Opioid Risk).*
The ready availability of opioids without
a prescription highlights the need to con-
tinue efforts to educate both patients and
providers about safe storage and disposal
of opioids; in addition, patients with acute
(vs chronic) pain should be given only
limited opioid supplies (eg, 2-3 days).

TABLE 5. Criteria for opioid use
disorder (OUD)®

m Tolerance*

= Withdrawal*

m Use in larger amounts or duration than
intended

= Persistent desire to cut down

m Giving up interests to use opioids

m Great deal of time spent obtaining, using,
or recovering from opioids

m Craving or strong desire to use opioids

m Recurrent use resulting in failure to fulfill
major role obligations

m Recurrent use in hazardous situations

m Continued use despite social or
interpersonal problems caused or
exacerbated by opioids

m Continued use despite physical or
psychological problems

Mild OUD: 2-3 Criteria

Moderate OUD: 4-5 Criteria

Severe OUD: >6 Criteria

*This criterion is not considered to be met for those

individuals taking opioids solely under appropriate medical
supervision.
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Collateral Opioid Risk

The presence of opioid analgesics in the home presents 2 risks: the risk for an exploratory
ingestion by a young child resulting in poisoning, and the intentional ingestion by an
adolescent leading to addiction or overdose.®’” Patients and caregivers need education to
take some simple steps to prevent these potentially fatal ingestions from occurring.
Storage of opioid analgesics, as with all medication, should be in a high location, out of
young children’s reach. As an added measure, for both the young child and the
adolescent, the medication should be stored in a locked box, such as a fishing tackle box
or another container that can be secured with a padlock.

The number for the National Poison Control Center National Hotline should be on all
phones (800-222-1222), and where available, naloxone should be provided to families
with opioids in the house. This opioid antagonist reverses the toxic effects of opioid
overdose and may be available through community-distribution programs. Many states
have adjusted their laws in order to increase access to naloxone. Updated information
regarding the use of and state regulations around naloxone prescribing can be found at

www.prescribetoprevent.org.

Case Study

Second
Office Visit

‘ Mary Williams" history
indicates that she has some prescription
opioid misuse risk factors (personal and
family history of a substance use disorder and
being less than 45 years old), with an Opioid
Risk Tool Score of 5 (moderate risk). As part
of the comprehensive opioid misuse risk
assessment, a UDT is ordered and she is
scheduled to return in 1 week when her
current opioid prescription will be completed.
During the week between visits, the new
provider is unable to contact Mary's previous
primary provider who moved out of state.
Mary's UDT is positive only for oxycodone, as
expected. In addition, the state prescription
drug monitoring program (PDMP) shows that

she has used only 1 provider and 1 pharmacy
for her opioid pain medication. Her medical
records are reviewed and her problem and
medication lists are reconciled. The radiology
reports indicate lumbar degenerative joint
disease and mild spinal stenosis. There is a
lack of adequate documentation in the notes
about any analgesic or functional benefits of
opioid treatment but there is also no evidence
of aberrant medication-taking behavior
suggestive of prescription opioid misuse.
When she comes in for her second office
visit, Mary's PEG Scale scores are unchanged
(8/10 for each PEG question: Pain, Enjoyment
of life, and General activity). She reports that
she has completed the remainder of her
previous prescription for IR/SA oxycodone/
APAP on schedule and is clearly worried
about the recurrence of pain symptoms.
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OPIOID CHOICE AND DOSING

It would be appropriate in this case to
consider switching the patient to an ER/
LA opioid since she has continual round-
the-clock pain, is not opioid-naive

(ie, has opioid tolerance), and is taking
multiple IR /SA opioid doses per day.
However, it is important to carefully
consider and discuss with the patient the
risks and benefits of treatment whenever
opioid therapy is initiated, continued,

or modified. In all circumstances, it is
important to always start with low doses
and make changes slowly.

The choice of agent and dose should
be guided by a variety of considerations.
The duration and onset of action should
match the patient’s pattern of pain
(ie, incident/intermittent or constant).
Factors related to receptor-binding pro-
files of opioids, pharmacokinetics, and
pharmacodynamics affect how individu-

al patients will respond to a specific opi-
0id.* Opioid metabolism is affected by
factors such as age, genetics, comorbid
conditions, and concomitant medica-
tions.*® There are more than 100 poly-
morphisms in the human mu opioid
receptor gene and different mu receptor
subtypes.*” Identifying specific opioids
that will be efficacious and tolerable for
the individual patient can be an imper-
fect science, leading to trials of several
opioids before finding one that balances
analgesia and adverse effects.®® That is, if
a patient does not respond to one opioid,
it is reasonable to try another before con-
cluding that the patient has pain that is
poorly opioid responsive.

The individual’s prior experience with
different opioids should also be consid-
ered. Biogenetic variations affect indi-
vidual sensitivities to different opioids in
terms of both analgesic effects and side

FIGURE 7. Schema for rational polypharmacy®**'
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*Tricyclic antidepressants (TCAs) remain first-line medication for neuropathic pain, followed by anticonvulsants, opioids, and

serotonin-norepinephrine reuptake inhibitors (SNRIs).
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effects. In addition, the patient’s level of
opioid tolerance should be considered,
and opioid-naive patients should not be
started on ER /LA opioid formulations.
The route of administration (oral vs trans-
dermal) is an additional consideration.
The euphorigenic potential of IR /SA
opioids should be considered especially
carefully in patients who have a history of
substance use disorders or addiction: the
faster the onset of the action, the greater
the reward potential. Finally, we need to
consider the cost of the medications,
whether there is full insurance coverage,
or whether it is self-pay.

Rational Polypharmacy
There is a role for rational polypharmacy
in chronic pain management—that is, the

combination of medications from differ-
ent drug classes following a well-thought-
out plan. Nevertheless, drug interactions
and dosing adjustments must be taken
into consideration when using combina-
tion regimens.”? Different medications act
at different points in the pain pathway
(Figure 7), so combining them may
exploit their synergism and allow for bet-
ter analgesia at lower doses.””! For exam-
ple, an opioid analgesic may be given
with an antidepressant or antiepileptic
agent, or a topical agent may be given
along with an oral medication.

The principle of rational polyphar-
macy was demonstrated in a study of
patients with neuropathic pain who were
given placebo, gabapentin, morphine,
and a combination of gabapentin and

FIGURE 8. Elements of multidimensional care
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TENS, transcutaneous electrical nerve stimulation; CBT, cognitive behavioral therapy; ACT, acceptance and commitment therapy.
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morphine. Although each treatment
showed incremental decreases in inten-
sity of pain from baseline, the greatest
decrease in pain intensity was seen with
combination treatment. Furthermore,
the dose requirement for both gabapen-
tin and morphine was lower when the
medications were combined.”

Multimodal Care

One of the complexities in management
of chronic pain is that it does not typically
respond to single therapeutic measures

(eg, medications) that effectively treat acute
pain.?! Chronic pain management should
be multimodal and go beyond pharmaco-
logic treatments alone (Figure 8). It should
start with self-care and be accompanied by
psychobehavioral (eg, cognitive behavioral
therapy), physical (eg, physical therapy),
and/or procedural interventions (eg, ste-
roid injections).

Self-care measures may include exercise,
stress reduction, pacing activities, cold/
heat packs, and stretching, among other
activities.”® Patients also should be encour-
aged to seek treatment to address any
coexisting conditions such as depression or
anxiety that may contribute to pain. The
response to medication may be improved
when other nonpharmacologic therapies
are integrated into the patient’s care.”

It is, of course, important to educate
patients about which complementary
therapies are evidence-based and to warn
them that even apparently benign herbal
supplements promoted for pain relief
may cause harm from the standpoint of
both toxicity and drug-herbal interac-

.96 Patients also can be directed to

tions.
the American Chronic Pain Association
website (www.theacpa.org) for guidance
about pain-management tools and self-

care skills that can help cultivate well-

being, contribute to reduced pain and
restored function, and help improve
quality of life.

SAFE OPIOID PRESCRIBING

A variety of strategies can be employed
to prescribe opioids safely. These include
the use of universal precautions, includ-
ing patient prescriber agreements with
informed consent and plan of care,
PDMP, UDT, pill counts, and evaluation
for drug-drug interactions, as well as the
use of formulations that make snorting,
injecting, or smoking oral opioid formu-
lations more difficult.

Universal Precautions in Pain
Medicine

Although appropriate opioid treatment
should be individualized, universal pre-
cautions should be employed whenever
opioid therapy is initiated, continued, or
modified. The prediction of opioid mis-
use risk is imprecise. Therefore, applying
a consistent controlled substance policy
reduces stigma for individual patients
while it helps protect the patient, public,
and community health.””

The application of universal precau-
tions should begin with a comprehensive
pain assessment, including an assessment
of the risk for misuse of prescription opi-
oids, along with a diagnostic formulation
of the source of pain and any contribut-
ing factors.”” Regular face-to-face visits
should be planned and the use of opioids
should be conceptualized as a trial or test
of care that can be continued depending
on how the patient progresses toward
the goals of treatment or if the patient
encounters challenges related to opioid
therapy.” Framing the opioid therapy as
a trial or test, where decisions to con-
tinue opioid therapy are made every 1 to
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3 months, allows the patient to gain an
understanding of why or when a modifi-
cation in therapy may be warranted.”
Regular in-office visits and clear, well-
documented communications are neces-
sary to ensure a thorough assessment of
the risks and benefits of opioid therapy.

Patient Prescriber Agreements

A Patient Prescriber Agreement (PPA)
with informed consent and a plan of care
(Table 6)'"*'"" should be signed by the
both the patient and the provider. This
document should be written at a level that
patients can easily understand. A copy
should be given to the patient to serve as a
“Patient Counseling Document.”

TABLE 6: Elements of PPA plan of care
documents'0%191

m Engagement in other recommended
treatments

m Policies — monitoring, refills

m Permission to communicate with
key others

= No illegal drug use, avoid sedative use

= Notifying provider of all other medications
and drugs

m Discuss birth control, periodic monitoring
for pregnancy

= Medication management:

— Use exactly as directed (no adulteration
of pills or patches, guidance on missed
doses)

— Protect from theft, safe storage (away
from family, visitors, pets)

— Safe disposal (read product-specific
information for guidance)

— No diversion, sharing, or selling
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Elements of informed consent include the
diagnosis, purpose of the proposed treat-
ment, and risks and benefits.'"> The
patient should be advised that monitoring
for adherence, misuse, and diversion
includes UDT, pill counts, and data from
the PDMP. Patients should also be coun-
seled to read and follow all directions
regarding their medication, including
directions for storage and disposal, in the
medication guide for any products
obtained from the pharmacist.

Informed consent goes beyond the
simple formality of signing a paper out-
lining risks and treatment plans. The
provider must discuss all aspects of prop-
er opioid use and treatment adherence

Neonatal Abstinence
Syndrome

Infants being born to mothers who
use prescription opioids or illegal
opioids can put the infant at risk for
Neonatal Abstinence Syndrome
(NAS). NAS can present in different
ways ranging from problems with
feeding, sleeping, and temperature
regulation to seizures, failure to
thrive, respiratory distress, and
general central nervous system
hyperirritability.®'° Long-term
use (>30 days) and late use (ie,
extending into third trimester) are
associated with a greater risk for
NAS." When clinicians consider
the use of opioids in pregnant
women, the duration and timing of
opioid therapy should be minimized
if clinically indicated and risk
factors should be explored.'%31%



with the patient, including the proposed
treatment plan, risks of addiction, and
physical dependence; they also must ver-
ify the patient’s understanding of the
plan of care and address any questions
that may arise.””!001!

Included in the informed consent is
the setting of realistic goals such as
reducing (rather than eliminating) pain
and increasing function. Goals should be
SMART: that is Specific, Measurable,
Action-oriented, Realistic, and Time-
sensitive. Potential risks should be dis-
cussed, including: side effects and
physical dependence; drug interactions/
oversedation; possible impairment (eg,
driving) when dose changes are being
made; addiction and/or overdose; pos-
sible hyperalgesia (increased pain); and
victimization by others seeking opioids.
In women of childbearing potential, it is
also important to discuss the significant
risk of neonatal abstinence syndrome
(see Sidebar, Neonatal Abstinence
Syndrome).t10-104

When discussing universal precautions
with the patient, the provider should use
a health-oriented risk-benefit frame-
work that judges the effectiveness of the
opioid treatment, not the patient. The
emphasis should be patient-centered,
recognizing that each patient is unique
and should be involved in safe decision-
making. The provider’s focus should be
on whether the benefits of opioid thera-
py outweigh the risks for the specific
patient (or for society).'"”® This is in con-
trast to a judgmental approach in which
the provider’s framework for deciding to
treat with opioids rests on whether the
patient is good or bad, if the patient
deserves opioids, if the patient should be
rewarded or punished, and if the patient
can be trusted.

Case Study

When discussing the PPA's plan of care, the
new provider explains that there are various
opioid regimens that might be considered.
Mary is able to tolerate her oral IR/SA
oxycodone formulation, with good analgesia
and no sedation at a dose of about 40 mg/day
in divided doses. However, she is experiencing
periodicity of effects (on-off response) that
may be causing a withdrawal-mediated
increase in pain. Her provider suggests that
analgesia might be improved by achieving
more stable blood levels of oxycodone using
an ER/LA formulation at a lower dose (eg,

15 mg twice daily); the provider also
recommends increasing the dose of
gabapentin to 400 mg/day for synergy.

Mary agrees to this change in regimen,
with the understanding that this is a test and
that the treatment plan can be changed
based on her response.

MONITORING STRATEGIES

Whether initiating or continuing opioid
therapy, multifaceted monitoring, with
regular face-to-face interactions, is
essential not only to assess pain relief
and functional improvement but also to
identify adverse effects and to know
when dosage adjustments or changes in
regimen are needed. It may be helpful to
frame the discussion of monitoring as a
way to help protect the patient from
getting harmed by opioid medications
analogous to monitoring done for other
medications that carry risk (eg, measur-
ing renal function in patients on an ACE
inhibitor for hypertension).
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Although monitoring should be indi-
vidualized to match patient risk, it is
important to use a consistent approach
employing Universal Precautions (see
above). Figure 9 outlines an approach to
monitoring during office visits that is based
on assessment of the Six A’s. Assessment
of analgesia and activities ensures that the
patient is making progress toward pain
relief and functional activity goals without
experiencing intolerable adverse effects.'”
It is also important to assess any aberrant
medication-taking behavior, carefully
review adherence to the treatment regi-
men, and evaluate the patient’s affect (eg,
depression, anxiety).

FIGURE 9. Regular monitoring during
office visits'"’

Six A’s
Analgesia
Activities

Adverse effects

Aberrant behaviors
Affect

Adherence

Also review...
e Opioid use using a 24-hour
inventory
e Objective information
= Urine drug tests
= Pill counts
u PDMP
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In addition, patients should be asked
for a 24-hour inventory of their opioid
use. 1198199 There is evidence that such
behavioral observations may improve
adherence and decrease illicit drug
use.'"2 It is important to keep in mind,
however, that no monitoring strategy
can prevent a dedicated deceiver from
diverting their medication. For example,
they may save the right number of medi-
cations and bring them to every appoint-
ment, falsify urine given for a UDT, or
fill their prescriptions across state lines to
avoid prescription data showing up on
their state PDMP. Nevertheless, consis-
tently applied monitoring strategies can
reduce the risk of diversion and misuse.

Urine Drug Tests
Urine drug testing (UDT) provides
objective evidence of medication adher-
ence or absence of other substance use
(Figure 10).*"17" It is recommended
that initial testing be done by immuno-
assays, as they are inexpensive and ade-
quate for monitoring patients over time.
However, immunoassay testing has
important limitations. Labs and point
of care drug testing kits vary as to the
detectable drugs, the list of cutoff values
for the detectable drugs and their metab-
olites (which may lead to false negative
results), and the risk of false positives due
to cross-reactivity between medications.
In addition, UDT does not provide valid
drug levels to determine the amount of
opioid ingested. Due to these variables,
unexpected results found with immuno-
assay screening tests should be confirmed
with gas chromatography/mass spectro-
scopy (GC/MS).'"®

GC/MS, while more expensive, is
more sensitive and specific than immu-
noassay tests: as shown in Figure 11, it



FIGURE 10. Rationale for urine drug testing*171"7
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can identify specific opioid mole-
cules."®12 It is critical to have a toxi-
cologist or a clinical pathologist who
can be consulted to help interpret UDT
and to help decide on the need for
appropriate confirmatory testing. Useful
references for UDT can be found at
www.pharmacomgroup.com/udt/
udt5.pdf.

Conducting Pill Counts

Pill counts are a helpful strategy to confirm
the patient’s adherence to the prescribed
dosing schedule and to minimize the
potential for diversion (Table 7). Using a
28-day rather than a 30-day prescription
prevents patients from running out of
medication on the weekends as well as
from accumulating extra medication
between refills. For example, using a
28-day process means that when a pre-
scription is written on a Wednesday, it will
be due for a refill in exactly 4 weeks on a
Wednesday. If concerns arise in the course
of treatment—for example, if it appears
that a patient is diverting their medications
or running out early—the patient can be
asked to come in within a specified period

TABLE 7: Strategy for conducting
pill counts

To confirm medication adherence

and minimize diversion:

m Prescribe 28-day supply, rather than
30-day supply

m Prescribe so that patient should have
residual medication at appointments

m Ask patient to bring in medications at
each visit

m For identified risks or concerns, request
random callbacks for immediate counts
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of time for an immediate count of their
medications. Another approach is to con-
duct random callbacks in which the patient
knows that they will be called and asked to
come in within 24 hours for a pill count.

Prescription Drug Monitoring
Program Data

Prescription drug monitoring programs
(PDMPs) are statewide electronic data-
bases with controlled substances prescrip-
tion data that allow providers to monitor
for patients who are going to multiple pro-
viders and pharmacies to obtain controlled
substances.'”? These data are available to
providers and pharmacists and include

12 months of data: date dispensed, patient
name, provider name, pharmacy name,
medication, and dose. Each state varies in
terms of how quickly reports are gener-
ated (some are in real time; others may
take days to weeks). Updated information
on state PDMP programs can be obtained
at http://pdmpassist.org/content/
stateterritorydistrict-contacts. Several
studies suggest an association between
PDMP use and positive outcomes related
to improving prescribing and reducing
prescription drug abuse.'*

Office Systems and Documentation
In order to optimize the office visit, sys-
tems need to be in place that support
appropriate, safe opioid prescribing and
that are consistent with federal and state
guidelines and regulations regarding opi-
oid prescribing, which are available at
http://www.deadiversion.usdoj.gov/
index.html. These tools, including con-
trolled substance policies, PPA (informed
consent and plan of care), management
flow sheets, patient registries, and a list
of referral and support sources, can be
challenging to set up initially. However,



Safe opioid prescribing
is a lot of work.

optimizing office systems can save time
in the long-term. In addition, well-
implemented office systems provide doc-
umentation that acts as a silent witness to
address any future medicolegal issues.
Documentation of clinical and diagnos-
tic impressions and the rationale behind
decisions protects the provider from a
medicolegal standpoint and documents
appropriate patient care.'”’

Office staff, including nurses, pharma-
cists, behavioral health specialists, and
medical assistants, can provide valuable
input into the development of these
systems. Keep in mind, however, that
having optimal office policies and proce-
dures in place for opioid therapy is not
helpful without a candid 2-way discussion
with patients about their past medical and
addiction histories and what their expec-
tations are regarding therapy. Just as with

informed consent, the process is not sim-
ply having the patient sign a paper outlin-
ing risks and treatment plans.

Patients With Past History of
Addiction

Special consideration should be given to
patients with history of a substance use
disorder. First and foremost is careful
selection of treatment with adequate tri-
als of nonopioid therapy, using medica-
tions that are less rewarding and may be
less risky for the patient; there should
also be adequate trials of nonmedication
treatments. If all other options have been
tried and opioids are indicated, the
intensity of supervision should be
heightened.'** Fundamental ways to
increase the structure of care for patients
on opioid therapy are outlined in Figure
12. These include the Five S’s: the
Setting of care, Supporting frameworks
for recovery, Selecting treatments with
care, Supplying medications as appropri-
ate, and Supervising at an appropriate
intensity level.

FIGURE 12. Increased structure of care for patients with past history of addiction’*
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Setting and Supports. It is important to
consider whether opioid therapy can be
safely coordinated in the primary care
setting, or whether a specialized setting
may be more appropriate. In some cases,
patient care may be enhanced by the care
coordination and expertise available in
psychiatric, mental health, or pain treat-
ment settings. Whatever the setting, it is
vital that the patient and provider both
recognize that addiction is a challenging
health issue.

In terms of supports, the provider
should express admiration for the
patient’s recovery and acknowledge their
desire to remain sober and ensure that
they receive the supports they need for
their recovery. In some cases, it may be
appropriate to require that the patient be
engaged in mutual-help groups (eg,
Alcoholics Anonymous, Narcotics
Anonymous), counseling, or other
approaches while they are receiving
opioids. Similar principles apply for
individuals with mental health disorders,
who may be at risk for misusing their
opioids.

Opioid Selection, Supply, and Supervision.
When selecting opioids for a patient with
a history of addiction, one option is to
prescribe them on a less rewarding
schedule. IR /SA opioids, for example,
should be carefully supervised. The sup-
ply of medications also may be very
important. For many patients, it is pru-
dent to require medication renewals on a
weekly or every-2-week basis instead of
monthly. It may also be beneficial to
increase the intensity of supervision,
including more frequent face-to-face
visits, pill counts, and UDT. For many
patients in recovery, it is a support to
know that they are going to undergo
objective testing of adherence.

34 MARCH 2016

Case Study

Response to
. New ER/LA
' Opioid Regimen

Mary initially responded well to the switch
from IR/SA to ER/LA oxycodone, reporting
somewhat more consistent pain relief
without bothersome sedation. However, she
continued to experience end-of-dose pain,
which interfered with her concentration,
about 9 hours after taking her medication.

Her provider increased the ER/LA
oxycodone dose to 20 mg every 12 hours
to reduce end-of-dose failure. The nurse
contacted her 1 week later and confirmed
that that this new regimen was providing
effective pain relief without sedation. Mary
reported that she was more active and better
able to concentrate on her work.

Mary continued to do well on this regimen,
which included gabapentin 400 mg 3 times
daily, for nearly 1 year. She remained adher-
ent with monitoring and did not exhibit any
issues of concern such as aberrant medica-
tion-taking behavior.

However, after 11 months, she began to
experience increased leg and back pain and
started taking an extra oxycodone tablet in
the afternoon. When her prescription ran out
early, she presented at the emergency
department (ED) of her local hospital,
requesting an early ER/LA oxycodone refill.
The ED physician noted that she was in
moderate to severe opioid withdrawal and
gave her a prescription for enough oxycodone
to last until her scheduled appointment with
her provider the next week.

At this scheduled visit, she explains why
she ran out of oxycodone early (ie, she took
extra tablets due to increase in her pain level)



and says she is concerned that her body has
become “used” to her current dose. She is
upset that her husband has called her
“"addicted.” Her work has been affected, and
she is having trouble sleeping. She wants to
increase her dose of oxycodone.

ASSESSING AND MANAGING ABERRANT
MEDICATION-TAKING BEHAVIOR

The challenge here is to determine why
the patient has requested an increase in
her opioid dose. One issue may be that
she has unrealistic expectations. If
patients expect that opioids will elimi-
nate their pain, they may think that
more opioids will equal more pain relief.
This can lead to unsanctioned dose esca-
lation and/or continued requests for
higher doses. In this situation, it is
important to re-educate patients about

realistic treatment goals and potential
opioid risks.!®

Monitoring for opioid misuse (eg,
unsanctioned dose escalation) is necessary
during opioid therapy, although the opti-
mal monitoring intervals are unclear."
Various tools are available in addition to
strategies such as pill counts, UDT, and
monitoring PDMP data. In some in-
stances, family members can provide
honest, straightforward, objective infor-
mation; however, there are instances in
which family members provide inaccurate
information for secondary gain.

Patient questionnaires, such as the
Current Opioid Misuse Measure
(COMM), can be useful in assessing
the presence of aberrant drug-related
behavior.'?® Unlike instruments such as
the ORT, the COMM questionnaire,

which contains 17 self~-administered

FIGURE 13. Aberrant medication-taking behaviors'?
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items, was not designed to predict the
risk of substance misuse; instead, it
evaluates how patients are currently
using their medication.”

Differential Diagnosis of Aberrant
Medication-Taking Behaviors

The possibility of worsening pain, addic-
tion, diversion, opioid-induced hyperal-
gesia, and analgesic tolerance are some of
the concerns when a patient displays
aberrant medication-taking behavior.
The reasons for this behavior can be bro-
ken into 3 categories, as illustrated in
Figure 13—the patient may be secking
pain relief, drugs, or both.'?

Pain-Relief Seeking

The differential diagnosis of aberrant
medication-taking behaviors needs to
consider the issue of worsening pain.
Pain may worsen due to disease pro-
gression, opioid analgesia tolerance, or
opioid-induced hyperalgesia (OIH).
Analgesic tolerance is a right shift in

the dose-response curve, requiring an
increasing dose to get the same level of
analgesia. Analgesic tolerance has been
demonstrated in animal models, but
human studies find opioid doses can
stabilize long-term. Therefore, it is rea-
sonable to assume opioid analgesic toler-
ance is not common but may happen.'”
Increasing the opioid dose slightly should
overcome the analgesic tolerance.

There are, however, cases in which
increasing opioid doses improves analge-
sia but only temporarily. In such cases,
one should consider OIH. OIH is a para-
doxical enhanced pain sensitivity in
patients on chronic opioid therapy.'*®
The underlying pathophysiology is com-
plex and not clearly understood, and the
true incidence is unknown. There are
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also no official criteria or guidelines for
diagnosing OIH. Clinically, OIH pres-
ents as generalized pain that is diffuse,
ill-defined, and not necessarily located at
the source of original pain; tapering off
opioids should improve the pain
Syn,lpton_ls.Sél,lZ‘),l}()

Drug Seeking
Drug seeking can be suggestive of addic-
tion (opioid use disorder), self~-medicat-
ing other conditions, and diversion. As
previously noted, the diagnosis of addic-
tion is based on the four C’s (ie, loss of
Control; Compulsive use; Continued
use despite harm; and Craving), which
manifest in aberrant medication-taking
behaviors; again, it is important to keep
in mind that addiction is not the same as
physical dependence. Some patients will
take opioids for nonpain-related symp-
tom relief; for example, opioids can
improve symptoms of depression and
anxiety. It is important to assess this with
the patient, as there are safer medications
(selective serotonin reuptake inhibitors
[SSRIs], serotonin-norepinephrine reup-
take inhibitors [SNRIs]) that should be
used to treat these symptoms.
Diversion—that is, when a patient
gives or sells their medications to oth-
ers—can be hard to detect, but it should
be considered with patients who refuse
to comply with pill counts, have pill
counts that are unexpected, or have
UDTs that do not show presence of the
opioid being prescribed. Unfortunately,
patients of most concern may have a
combination of both pain-relief seeking
and drug seeking; for example, the
patient with severe pain who has devel-
oped an opioid addiction and is selling
part of their prescription to supplement
their disability payments.



Aberrant Medication-Taking
Behaviors Concerning for Addiction
Aberrant medication-taking behavior
can present in many different ways: using
opioids more than prescribed, forging
prescriptions, selling prescriptions,
unexpected UDT results, concurrent use
of alcohol or illicit drugs, requests for
early refills, visits to multiple doctors for
opioid prescriptions, and reported lost/
stolen prescriptions, just to name a few.*
Particularly concerning behaviors for
addiction—arranged on a scale of yellow
to red alerts in order from worrisome to
alarming—are listed in Table 8."

MANAGING LACK OR LOSS OF BENEFIT
In this patient’s case, it is possible that the
aberrant medication-taking behavior was
related to a lack or loss of benefit from the
current opioid regimen. The factors that
may be contributing to the pain should be
reassessed to confirm opioid treatment is,
indeed, appropriate or whether there may

be alternate treatments that have not yet
been given an adequate trial. Any comor-
bidities, including psychiatric disorders,
should also be reassessed. A test of dose
escalation or the addition of adjuvant
medications also should be considered, as
should the addition of breakthrough
medication or possible opioid rotation.
However, it should be remembered that
not all chronic pain is opioid responsive
and increasing the dose may simply
increase the risk of adverse effects.

Breakthrough Pain

When starting ER /LA opioids, it should
not be assumed that breakthrough medi-
cation is needed. However, when consid-
ering the use of breakthrough medication
(rescue doses), the first choice should be
nonopioids (eg, NSAIDs, APAP, adjuvant
medications), followed by dual-mecha-
nism opioids or IR /SA opioids. Figure
14 depicts an algorithm for a stepwise
approach to breakthrough pain."

TABLE 8. Concerning behaviors for addiction™!

Spectrum: Yellow to Red Flags

OO0OO0OO0O0

Requests for increase opioid dose

Requests for specific opioid by name, “brand name only”
Nonadherence with other recommended therapies (eg, PT)
Running out early (ie, unsanctioned dose escalation)

Resistance to change therapy despite AE (eg, oversedation)

Deterioration in function at home and work

Nonadherence with monitoring (eg, pill counts, UDT)

Multiple “lost” or “stolen” opioid prescriptions

lllegal activities (eg, forging scripts, selling opioid prescription)

Modified from Portenoy RK. J Pain Symptom Manage. 1996;11(4):203-217.
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Opioid Rotation

If a patient does not have adequate pain
relief from an opioid or if there are adverse
effects from a particular agent, switching
to a different opioid may be warranted.
Opioid rotation is based on the under-
standing that there is a large intraindividual
variation in response to different opioids,
presumably due to genetic variants of mu
opioid receptors and pharmacokinetics (ie,
opioid metabolism). This understanding is
based largely on surveys and anecdotal evi-
dence but it has yet to be validated in con-
trolled studies."*-%

‘When converting from one opioid to
another, it is customary to refer to an equi-
analgesic conversion table. Although many
conversion tables and calculators (www.
globalrph.com/opioidconverter2.
htm) exist, there is no universally accepted
method for converting between opioids.
The so-called equianalgesic tables that
exist are derived from relative potency
ratios using single-dose analgesic studies in
opioid-naive rats. They do not reflect clin-

ical realities of chronic opioid administra-
tion and are not reliable due to individual
pharmacogenetic differences. In addition,
most do not adjust for incomplete cross-
tolerance. Consequently, patients can
experience unmanaged pain, toxicity, and
possibly overdose when dosing conversions
are done.**"” While improved studies and
resources emerge for opioid conversion,
awareness of the risks associated with opi-
oid conversions is necessary to prevent
adverse outcomes associated with this
practice. The safest approach is to decrease
the “equianalgesic” dose of the new opioid
by at least 50% to take into account incom-
plete cross-tolerance.

Continued Lack of Benefit
Unfortunately, not all chronic pain is
responsive to opioids. More opioid does
not always lead to better analgesia—and
even if pain relief is improved, the risks
associated with higher doses may out-
weigh the potential benefits. It is impor-
tant to discuss continued lack of benefit

FIGURE 14. Considerations for breakthrough medication?

FIRST CHOICE:
Nonopioid

IR/SA Opioid

IR/SA Opioid "
(dual mechanism) .
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with the patient, empathizing with the
severity and impact of their pain. This
discussion should focus on the patient’s
strengths and encourage therapies that will
help them cope with the pain; it is impor-
tant to let patients know that you are
abandoning opioids, not the patient, and
that you remain concerned about them
and their pain, even without opioids.

In some cases, it can be helpful to discuss
difficult cases with a colleague, or to con-
sider referral to a pain specialist, if avail-
able. Situations that may warrant a referral
to a pain management specialist include
uncertainty about a pain diagnosis or other
treatment options, or for a second opinion
about opioids in an individual patient. In
some parts of the country, experts in the
evaluation, diagnosis, and treatment of
different types of pain offer a wide range of
multimodal services, including counseling,
physical therapy, and interventional treat-
ments; patients should be advised about
what services may be available. Pain man-
agement specialists can be found through
state medical association websites and the
American Academy of Pain Medicine
website (www.painmed.org). In addi-
tion, free mentoring and education are
available through the federally funded
(Substance Abuse and Mental Health
Services Administration) Providers’
Clinical Support System for Opioid
Therapies (PCSS-O) (Www.pcss-0.0rg).

Concerns for Prescription Opioid
Addiction

It is essential to give patients specific and
timely feedback whenever a patient’s
behaviors raise concern for possible
addiction; for example, loss of control,
compulsive use, or continued use despite
harm. Nevertheless, it is important to
maintain a risk/benefit mindset, remem-

bering that patients may suffer from both
chronic pain and addiction. It may be
necessary to “agree to disagree” with the
patient if you perceive that the benefits
of opioid therapy no longer outweigh the
risks. You can make a statement such as,
“I cannot responsibly continue prescrib-
ing opioids, as I feel it would cause you
more harm than good.”

Patients who are thought to have
developed an addiction should always be
offered referral to addiction treatment.
Specific situations that should prompt
referral to an addiction medicine special-
ist include when the patient is using illic-
it drugs, experiencing problems with
other prescription medications (eg, ben-
zodiazepines), or is addicted to alcohol.
Referral to an addiction specialist is also
indicated if a patient agrees they have an
opioid addiction and wants help, such as
referral to medication-assisted treatment
(eg, methadone, buprenorphine, naltrex-
one), and/or has dual or trio diagnoses of
pain, addiction, and psychiatric disease.

Resources to identify addiction treat-
ment centers include the national
Substance Abuse and Mental Health
Services Administration (SAMHSA)
website (Wwww.samhsa.gov/treatment),
along with various local resources. State
medical societies and/or state departments
of health should be able to provide listings
of places where patients can be referred
for acute detoxification and long-term
residential treatment programs. They
should also be able to give information
about methadone maintenance treatment
programs along with practices offering
office-based treatment with buprenor-
phine or naltrexone. Finally, there are a
host of free Alcoholics Anonymous and
Narcotics Anonymous programs available
in every community.
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Tapering or Discontinuation
of Opioids
There may be instances where tapering
and discontinuation of opioid therapy are
necessary: suspected addiction, diver-
sion, toxicity, diminished efficacy, nega-
tive impact on quality of life, persistent
nonadherence with agreed-upon treat-
ment, resolution of the source of the
pain, or reduced ability to function.
Opioid withdrawal syndrome is a risk
faced when patients on chronic opioid
therapy have developed physical depen-
dence and their therapy is discontinued.
These symptoms start 2 to 3 half-lives
after the last dose of an opioid and
include anxiety, restlessness, tremor, dia-
phoresis, piloerection, cardiovascular
effects (hypertension, tachycardia), gas-
trointestinal symptoms (nausea, abdomi-
nal cramping, diarrhea, anorexia),
myalgias/arthralgias, rhinorrhea, sneez-
ing, lacrimation, and yawning."®

Before considering tapering an opioid,
identify if there is a definitive need for
the tapering. If there is no physical
dependence (eg, in patients who take
intermittent IR /SA opioids), then taper-
ing is not needed. In patients with physi-
cal dependence (eg, in patients taking
around-the-clock opioids), opioid taper-
ing is required. The speed of tapering
contributes to the development of with-
drawal symptoms. For example, despite
the paucity of published literature on
tapering long-term opioid treatment in
cancer patients, one center published its
practice of decreasing the original dose
by 10% every 5 to 7 days until 30% of
the dose is reached, followed by a weekly
decrease of 10% of the remaining dose."*®
These providers found that their practice
rarely precipitated withdrawal symptoms
and promoted adherence.
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Withdrawal symptoms may be treated
with a centrally acting alpha-adrenergic
agonist such as clonidine or tizanidine,
although the use of these medications for
treating withdrawal symptoms is off-
label."” During the taper, alternative
pain treatment modalities need to be
instituted. Some patients may be reluc-
tant to taper their opioids, despite expla-
nation that the opioids are not offering
enough benefit or are causing harm.
These patients may make some of the
following statements: “But I really, really
need opioids,” “Don’t you trust me?,” “I
thought we had a good relationship/I
thought you cared about me,” “If you
don’t give them to me, I will drink/use
drugs/hurt myself,” or “Can you just
give me enough to find a new doctor?”
Your response to these statements should
be: “I cannot continue to prescribe a
medication that is not helping you (or is
hurting you, or both).”

Case Study

Case Outcome
After Next
' 12 Months

Following her presentation to the ED

after running out of her oxycodone, Mary'’s
regimen was adjusted. She was rotated off of
ER/LA oxycodone 40 mg daily and converted
to ER/LA morphine, with a 50% reduction

in the equianalgesic dose to account for
incomplete cross-tolerance to ER/LA
morphine 15 mg twice daily. Gabapentin was
titrated to 600 mg 3 times daily. Amitriptyline
10 mg at night and ibuprofen 400 mg every
8 hours for breakthrough pain were added to
the regimen.




Mary joined a monthly chronic pain
support group, which she says provides
psychologic support and has helped her
develop new pain-coping strategies. She has
had good improvement in pain and function,
with PEG scores remaining between 5 and
6 out of 10 at her regular assessments, and
she has been able to stay employed. She has
been adherent with the treatment plan and
monitoring without aberrant medication-
taking behaviors and has regularly scheduled
follow-up visits.

SUMMARY AND CONCLUSIONS

As illustrated by this hypothetical case,
safe opioid prescribing requires careful
assessment, monitoring, reassessment
with appropriate changes in the treat-
ment plan, and documentation. Opioids
should not be used as first-line therapy
for chronic pain, but for patients with
severe pain that is not improved with
nonopioid therapies, opioids can provide
pain relief and improve some patients’
daily function and quality of life. They
should be considered as just one tool in a
multimodal approach that includes self-
care and synergistic treatments, includ-
ing nonpharmacologic therapies.

Additional Resources

Although care must be individualized,
it is essential to employ universal precau-
tions due to the considerable misuse
potential and risk of adverse events with
opioid analgesics. Treatment should be
initiated as a trial aimed at achieving
defined functional goals—and it should
be continued, modified, or discontinued
depending on the patient’s response and
clinical indications.

Patients must be continually closely
monitored to address the balance of ben-
efit to risk, which can change over time.
Regular office visits should be scheduled
to determine whether to continue, mod-
ify, or discontinue therapy. The provider
must remain vigilant for signs of aberrant
medication-taking behavior that may
signal drug misuse or inadequate ben-
efit—or a combination of both.

In summary, opioids can be beneficial
for some patients—but harmful for oth-
ers. Side effects are common but usually
manageable and typically diminish over
time. Opioids do carry significant risks
for overdose death and addiction—but
many of these risks, including the misuse
potential, can be addressed through a
systematic approach to patient assessment
and monitoring.

Following is a list of links to selected tools that may be of particular value in establishing office systems
and assessing patients who may be candidates for chronic opioid therapy.

* A wide range of tools and resources to facilitate safe opioid prescribing are available at the
SCOPE of Pain website, www.scopeofpain.com/tools-resources/

e The FDA Blueprint for Prescriber Education for Extended-Release and Long-Acting Opioid
Analgesics is available at www.accessdata.fda.gov/drugsatfda_docs/rems/ERLA _

opioids_2015-10-23_FDA_Blueprint.pdf

e Detailed information regarding specific medications can be found at the National Library of
Medicine’s DailyMed website, www.dailymed.nlm.nih.gov/dailymed/
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POSTTEST

Instructions: To receive CME credit, please register and complete the posttest online at www.scopeofpain.com/folio/create-an-account.php

1. Which of the following is NOT a risk factor 7. Before prescribing ER/LA oxymorphone, one
for prescription opioid misuse? should first ensure that:
A. Age less than 45 years A. Patient is opioid-tolerant
B. Personal history of substance use disorder B. Patient has failed other ER/LA opioids
C. Family history of substance use disorder C. Patient has acute pain
D. History of unemployment D. Patient has intermittent, occasional
chronic pain
2. Some extended-release or long-acting
(ER/LA) opioid formulations are rapidly 8. When prescribing ER/LA opioid analgesics,
released when the patient ingests alcohol, prescribers should:
referred to as “dose dumping.” A. Use a Patient-Prescriber Agreement only
A. True if the patient is at high risk for opioid
B. False addiction
B. Use a legally binding contract with the
3. All of the following regarding methadone patient that ensures that he/she will not
are true EXCEPT: resell the opioids

C. Use a Patient-Prescriber Agreement as the
basis for counseling the patient

Use a legally binding contract to protect
the prescriber from accusations of patient
abandonment

A. Serum half-life is long and highly variable
(up to 120 hours) D

B. Analgesic effect of 6 to 8 hours '

C. It may shorten the QTc interval

D. Itis an NMDA receptor antagonist

9. You get an anonymous call that your
patient is selling the ER/LA opioid you
have prescribed. You:

4. When starting transdermal fentanyl,
inform patients:

A ;0 use on an "as-needed” basis when they A. Fire the patient from your practice
ave pan ) - B. Report the patient to state police
B. That they will get maximum effects within diversion unit
10-15 minutes of applying patch C. Call the patient in for a random pill
C. That the patch should not be exposed to count and urine drug testing (UDT)
heat or put on broken skin D. Ignore the call

D. When patch is removed, drug levels drop

to zero within 4 hours
10. When opioid therapy is initiated, both the
atient and provider should expect:
5. One of ER/LA opioid analgesics' most severe P P ) ] p
adverse effects is: A. A short-term trial/test of opioid therapy

B. Long-term use of the opioid therapy

A. Respiratory depression C. Continued opioid th il adequat
B. Diarrhea and dehydration ‘ oirr: |rnl|1ief i0plor|]i y edrapy ntil adequate
C. Thromboembolism and stroke pain retiet 1s achieve . .

' D. Continued opioid therapy until the patient

D. Myocardial infarction shows signs of addiction

6. In which situation would ER/LA opioid
prescribing be appropriate?
A. Acute pain
B.  Chronic constant pain in a patient with
opioid tolerance
C. Chronic intermittent/episodic pain
D. All of the above correct (posttest continued on next page)
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POSTTEST

11.

12.

Match each tool to its use described below:

1.

A
B.
C.
D

. ORT scale

PEG scale
COMM scale
PHQ-2

Used as a quick assessment for assessing
pain and measuring benefits from opioid
therapy

Used to assess risk of prescription opioid
misuse in a patient being considered for
opioid therapy

Used to assess risk of prescription opioid
misuse in a patient currently on opioid
therapy

Used as a quick screen for depression

Match each effect to its correct description

below:

A. Opioid-induced hyperalgesia only

B.  Opioid tolerance only

C. Both opioid-induced hyperalgesia and
opioid tolerance

1. Patient on chronic opioids presents with
worsening pain

2. Should get sustained improvement with
increase in opioid dose

3. May get worse with increase in opioid dose

13.

14.

15.

Physical dependence:

A. Is equal to addiction

B. Results in withdrawal if the opioid is
discontinued without a taper

C. Results in the need for increased opioid
doses to achieve the same effect

D. Occurs when patients have inadequately
treated pain

Your patient increases his opioid dose
because his pain is “8 out of 10” and he
appears oversedated. What would you do?

A. Increase dose of opioid because he still has
severe pain

B. Continue current opioid dose until tolerance
to sedation is reached

C. Decrease current opioid dose because of his
oversedation

D. Stop the current opioid because the patient
is likely addicted

All opioid equianalgesic tables adjust for
incomplete cross-tolerance in opioid rotation.

A. True
B. False



