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To be awarded MOC points, you must obtain a passing score, complete the corresponding activity
evaluation, and provide required information necessary for reporting.
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InforMed has joined the Elite Learning family

Two of the nation’s top healthcare education providers have joined forces with one goal in mind: to offer physicians a
state-of-the-art learning experience that fulfills your state requirements and empowers you with the knowledge you need
to provide the best patient care.

Here's what you can expect from our new partnership:

e COURSES: In addition to the mandatory courses you need to renew your state license, you'll now have access to dozens of hours
of elective courses and an expanded content library.

e ACCOUNTS: You'll also have access to a personalized learner account. In your account you can add, organize, and track your
ongoing and completed courses. For instructions on how to set up your account, email us at office@elitelearning.com.

e BOOK CODES: You may notice a book code on the back cover of the latest InforMed program you've received in the mail. When
entered on our new site, this code will take you directly to the corresponding self-assessment. See more information below.

How to complete

Please read these instructions before proceeding.

Read and study the enclosed courses and answer the self-assessment questions. To receive credit for your courses, you must
provide your customer information and complete the mandatory evaluation. We offer three ways for you to complete. Choose an
option below to receive credit and your certificate of completion.

@ Online

Go to BOOK.CME.EDU. Locate the book code AZ22CME found on the back
of your book and enter it in the box then click GO. If you would like to choose
a different program option, use the table below and enter the corresponding
code in the box.

Enter book code
e If you already have an account created, sign in to your account with your Infor r@ !
username and password. If you do not have an account already created,

you will need to create one now. If you need help finding your code,
Browse Book Code FAQs

¢ Follow the online instructions to complete your self-assessment. Complete the
purchase process to receive course credit and your certificate of completion.
Please remember to complete the online evaluation.

Program Options Code Credits | Price
Entire Program AZ22CME 15 $75.00
Course 1 AZ22CME-50 3 $50.00
@ By mail @ By fax
Fill out the answer sheet and evaluation found in Fill out the answer sheet and evaluation found in the back
the back of this booklet. Please include a check or of this booklet. Please include credit card information and
credit card information and e-mail address. Mail to e-mail address. Fax to 1-800-647-1356.

InforMed, PO Box 2595, Ormond Beach, FL 32175-2595.
e All completions will be processed within 2 business days
e Completions will be processed within 2 business days from of receipt and certificates will be e-mailed to the address
the date it is received and certificates will be e-mailed to the provided.
address provided.
® Submissions without a valid e-mail will be mailed to the
e Submissions without a valid e-mail will be mailed address provided.
to the address provided.

BOOK.CME.EDU BOOK CODE: AZ22CME ¢, 1-800-237-6999
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Arizona Professional License Requirements

CONTINUING MEDICAL EDUCATION FOR LICENSE RENEWAL

Allopathic Physicians (MD) must complete forty (40) credit hours of continuing medical
education during the two calendar years preceding license renewal. All of these credits
must be AMA PRA Category 1 Credits™ or equivalent. For allopathic physicians (MD)
who are renewing their license in 2024, their current CME cycle is 1/1/2022 - 12/31/2023.

Osteopathic Physicians (DO) must complete forty (40) credit hours of continuing medical
education during the two years preceding license renewal. This must include at least
twenty-four (24) credits of AOA Category 1-A and the remaining credit hours may consist
of AMA PRA Category 1 Credits™ or equivalent. Currently for all licensed osteopathic
physicians (DO) their license will expire on December 31 in even or odd years.

Physician Assistants (PA) must complete forty (40) credits of continuing medical education
during their two year licensure period. All of these credits must be AMA PRA Category 1
Credits™ or equivalent. Currently, for all licensed physician assistants (PA) their license will
expire at midnight on their birthday in even or odd years.

MANDATORY CME ON CONTROLLED SUBSTANCES

All licensed physicians (MD/DO) and physician assistants (PA) who have an active DEA
registration, must complete a minimum of three (3) AMA PRA Category 1 Credits™ or equivalent
related to opioids, substance abuse or addiction.

We are a nationally accredited CME provider.
For all board-related inquiries please contact:

Arivona Medical Board COMPLETION DEADLINE | 3 CREDITS REQUIRED LICENSE TYPES:
1740 W Adams St, Suite 4000 o MD/DO
Phoenix, AZ 85007 MD/DO: 12/31/2023 |  SPicids: Substance oA
P: (480)-551-2700 use or Addiction.

F: (480)-551-2702

Disclaimer: The above information is provided by InforMed and is intended to summarize state CE/CME license requirements for

informational purposes only. This is not intended as a comprehensive statement of the law on this topic, nor to be relied upon as
authoritative. All information should be verified independently.




MOC/MIPS CREDIT INFORMATION

In addition to awarding AMA PRA Category 1 Credits™, the successful completion of enclosed activities may award the
following MOC points and credit types. To be awarded MOC points, you must obtain a passing score and complete the
corresponding activity evaluation.

Table 1. MOC Recognition Statements

Successful completion of certain enclosed CME activities, which includes participation in the evaluation component, enables the
participant to earn up to the amounts and credit types shown in Table 2 below. It is the CME activity provider's responsibility to submit
participant completion information to ACCME for the purpose of granting MOC credit.

Board Programs

Q) ® ABA American Board of Anesthesiology’s redesigned Maintenance of Certification in
M\J( A Anesthesiology™ (MOCA®) program, known as MOCA 2.0®
ABIM
m ABIM American Board of Internal Medicine’s Maintenance of Certification (MOC) program
ACCREDITED

ABO American Board of Ophthalmology’s Maintenance of Certification (MOC) program

American Board of Otolaryngology — Head and Neck Surgery’s Continuing Certification
ABOHNS
program (formerly known as MOC)

ABPath American Board of Pathology’s Continuing Certification Program

CME for
:ﬂ ABPath CC

PART 2
MOC ABP American Board of Pediatrics’ Maintenance of Certification (MOC) program

THE AMERICAN BOARD of PEDIATRICS

Table 2. Credits and Type Awarded

AMA PRA Category 1

Activity Title Credits™

ABA ABIM ABO ABOHNS | ABPath ABP

Effective Management of
Acute & Chronic Pain with
Opioid Analgesics

3 AMA PRA Category 1 | 3 Credits | 3 Credits | 3 Credits 3 Credits | 3 Credits | 3 Credits
Credits™ LL MK LL & SA SA LL LL+SA

Existing and Emerging 12 AMA PRA Category 1| 12 Credits | 12 Credits | 12 Credits 12 Credits | 12 Credits | 12 Credits
Patient Safety Practices Credits™ LL & PS MK & PS | LL, SA, & PS | SA & PS LL LL+SA

Legend: LL = Lifelong Learning, MK = Medical Knowledge, SA = Self-Assessment, LL+SA = Lifelong Learning & Self-Assessment, PS = Patient Safety

Table 3. CME for MIPS Statement

Completion of each accredited CME activity meets the expectations of an Accredited Safety or Quality Improvement Program (IA
PSPA_28) for the Merit-based Incentive Payment Program (MIPS). Participation in this Clinical Practice Improvement Activity (CPIA) is
optional for eligible providers.




EFFECTIVE MANAGEMENT OF
ACUTE AND CHRONIC PAIN
WITH OPIOID ANALGESICS

COURSE DATES:

MAXIMUM CREDITS:

FORMAT:

Release Date:10/2021
Exp. Date: 9/2024

3 AMA PRA
Category 1 Credits™

Enduring Material
(Self Study)

TARGET AUDIENCE

This course is designed for all physicians and other health care
professionals involved in the management of patients with pain.

COURSE OBJECTIVE

This CME learning activity is designed to increase physician
knowledge and skills about guideline-recommended principles of pain
management, the range of opioid and non-opioid analgesic treatment
options, and specific strategies for minimizing opioid analgesic

prescription, diversion, and abuse.

LEARNING OBJECTIVES

Completion of this course will better enable the course participant to:
1. Identify the range of therapeutic options for managing acute and chronic pain, including non-pharmacologic

approaches and pharmacologic therapies.

HOW TO RECEIVE CREDIT:

e Read the course materials.

e Complete the self-assessment
questions at the end. A score of

70% is required.

® Return your customer information/
answer sheet, evaluation, and
payment to InforMed by mail,
phone, fax or complete online at

program website.

2. Explain how to integrate opioid analgesics into a function-based pain treatment plan individualized to the needs of

the patient, including counseling patients and caregivers about the safe use of opioid analgesics.

3. Discuss recommendations and rationale for incorporating emergency opioid antagonists into prescribing practice for
training patients and family members on the use of naloxone.
4. ldentify medications currently approved for the treatment of opioid use disorder and the ways these medications
differ in terms of mechanisms of action, regulatory requirements, and modes of administration.

ACCREDITATION STATEMENT

InforMed is accredited by the Accreditation Council for Continuing Medical Education (ACCME) to provide continuing

medical education for physicians.

DESIGNATION STATEMENT

InforMed designates this enduring material for a maximum of 3 AMA PRA Category 1 Credits™. Physicians should claim
only the credit commensurate with the extent of their participation in the activity.

1




FACULTY
COURSE SATISFIES

Paul J. Christo, MD, MBA

Associate Professor, The Johns Hopkins University School of Medicine
Director, Multidisciplinary Pain Fellowship Program (2003-2011)

Director, Blaustein Pain Treatment Center (2003-2008)

Division of Pain Medicine

Annette Skopura, PHD Opioids/Substance

Medical Writer Abuse/Addiction
EnlightenMed

ACTIVITY PLANNER SPECIAL DESIGNATION

This course satisfies the mandatory
Michael Brooks CME requirement for three (3) AMA
CME Director PRA Category 1 Credits™ on opioids,
InforMed substance abuse or addiction.

The Arizona Boards of Medicine,
Osteopathic  Examiners and Physician

DISCLOSURE OF INTEREST Assistants require all licensees with an
active DEA registration to complete three
In accordance with the ACCME Standards for Commercial Support (3) AMA PRA Category 1 Credits™ or

equivalent related to opioids, substance

of CME, InforMed implemented mechanisms, prior to the planning abuse or addiction

and implementation of this CME activity, to identify and resolve
conflicts of interest for all individuals in a position to control content
of this CME activity.

FACULTY/PLANNING COMMITTEE DISCLOSURE

The following faculty and/or planning committee members The following faculty and/or planning committee

have indicated they have no relationship(s) with industry to members have indicated they have relationship(s) with
disclose relative to the content of this CME activity: industry to disclose:

* Annette Skopura, PHD e Paul J. Christo, MD, MBA has received honoraria from
e Michael Brooks GlaxoSmithKline and Eli Lilly.

STAFF AND CONTENT REVIEWERS

InforMed staff, input committee and all content validation reviewers involved with this activity have reported no relevant
financial relationships with commercial interests.

DISCLAIMER

*2023. All rights reserved. These materials, except those in the public domain, may not be reproduced without permission
from InforMed. This publication is designed to provide general information prepared by professionals in regard to the
subject matter covered. It is provided with the understanding that InforMed, Inc is not engaged in rendering legal, medical
or other professional services. Although prepared by professionals, this publication should not be utilized as a substitute for
professional services in specific situations. If legal advice, medical advice or other expert assistance is required, the service
of a professional should be sought.



The challenge of pain management

Physicians caring for patients in pain face an
unusually daunting set of challenges. As with many
other chronic conditions, clinicians must carefully
balance expected benefits of treatment with the
potential for harm from such treatments. Treating
pain, however, involves an additional level of
complexity because one of the most commonly-used
classes of pain medications—opioids—are at the
center of national efforts to stem the epidemic of
opioid-related abuse, addiction, and overdose.’

The United States has seen three successive
waves of opioid overdose deaths related to both
legal and illegal opioids (Figure 1).? The first began
in the 1990s and was associated with steadily rising
rates of prescription opioids. In 2010, deaths
from heroin increased sharply, and by 2011 opioid
overdose deaths reached “epidemic” levels as
described by the Centers for Disease Control and
Prevention (CDC).> The third wave began in 2013
with a sharp rise in overdose deaths attributed
to synthetic opioids, particularly those involving
illicitly-manufactured fentanyl.

In late 2020, the CDC announced that 81,230
drug overdose deaths occurred in the 12 months
ending in May, 2020, which was the highest
level of overdose deaths ever reported.* The
surge was primarily driven by a 34% increase in
overdose deaths related to synthetic opioids,
primarily fentanyl.* Overdose rates appear to
have accelerated during the COVID-19 pandemic.®
Between 1999 and 2019, the CDC estimates that
nearly 500,000 people in the United States died
from such overdoses.®

Coupled with rising rates of overdose death
are equally dramatic increases in the number of
people misusing or abusing opioids. As many as
1 in 4 patients on long-term opioid therapy in a
primary care setting are estimated to be struggling
with opioid use disorder (OUD), also called opioid
addiction.”® In 2016 approximately 11.5 million
Americans reported misusing prescription opioids
in the previous year."® According to the federal
Substance Abuse and Mental Health Services
Administration (SAMSHA), approximately 80% of
heroin users started on their path to addiction after
using oral opioid analgesics (either prescribed to
them or llicitly)."

Although the rates of opioid prescriptions have
leveled off or declined slightly in recent years, the
average days of supply per opioid prescription has
continued to rise '

It is against this background that providers
must make daily decisions about how best to
treat their patients in pain. Unfortunately, many
providers are unfamiliar with the growing evidence
base suggesting that opioids are actually not very
effective for relieving chronic non-cancer pain in
the long-term and, in fact, may be associated with
harms such as increased pain, reduced functioning,
and physical opioid dependence.'?"® Providers may
also not be aware of the expanding range of both
non-opioid medications and non-pharmacological
therapies shown to be effective in reducing many
common chronic pain conditions.

This CME learning activity discusses the
management of chronic and acute pain in a variety
of patient populations and is structured to conform

to the latest Food and Drug Administration (FDA)
Blueprint for Health Care Providers Involved in
the Treatment and Monitoring of Patients with
Pain (2018). It reviews evidence for non-opioid
therapies, including non-drug and non-opioid drug
options, as well as current evidence regarding
opioid efficacy, harms, and overdose prevention
with naloxone, and how to slowly and safely taper
opioid doses.

Key opioid-related terms

Opioid: any psychoactive chemical resembling
morphine, including opiates, and binding to opioid
receptors in the brain. This term describes opioid
and opiates.

Opiate: “natural” opioids derived from the opium
poppy (e.g., opium, morphine, heroin).

Semi-synthetic opioids: analgesics containing
both natural and manufactured compounds
(e.g., oxycodone, hydrocodone, hydromorphone,
oxymorphone).

Synthetic opioids: fully-human-made compounds
(e.g., methadone, tramadol, and fentanyl).

Types of Pain

Differentiating  between  nociceptive  and
neuropathic pain is critical because the two respond
differently to pain treatments. Neuropathic pain,
for example, may respond poorly to both opioid
analgesics and non-steroidal anti-inflammatory
(NSAID) agents." Other classes of medications,
such as anti-epileptics, antidepressants, or local
anesthetics, may provide more effective relief for
neuropathic pain."

Figure 1. Opioid-related overdose deaths by type in the United States®
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Another important dimension of pain is its
effects beyond strictly physiological functioning.
Pain is currently viewed as a multi-dimensional,
multi-level process similar in many ways to other
disease processes which may start with a specific
injury but which can lead to a cascade of events that
can include physical deconditioning, psychological
and emotional burdens, and dysfunctional behavior
patterns that affect not just the sufferer, but their
entire social milieu (illustrated in Figure 2).®

Although pain is expected after injury or surgery,
the patient pain experience can vary markedly. The
intensity of pain can be influenced by psychological
distress (e.g., depression or anxiety), heightened
illness concern, or ineffective coping strategies
regarding the ability to control pain and function
despite it."” It may also be shaped by personality,
culture, attitudes, and beliefs.

Evaluating pain

Take a history

The patient’s self-report is the most reliable
indicator of pain.”® Physiological and behavioral
signs of pain (e.g., tachycardia, grimacing) are
neither sensitive nor specific for pain and should
not replace patient self-report unless the patient
is unable to communicate. Therefore, talking to
patients and asking them about their pain (i.e.,
obtaining a “pain history”) is integral to pain
assessment.

The pain history usually is obtained as part
of the patient history, which includes the patient’s
past medical history, medications, habits (e.g.,
smoking, alcohol intake), family history, and
psychosocial history. Obtaining a comprehensive
history provides many potential benefits, including
improved management, fewer treatment side
effects, improved function and quality of life, and
better use of health care resources.

Figure 2. The Biopsychosocial Model of Pain'
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Figure 3: PEG scale?

What number best describes your pain on average in the past week?

Assessing the impact of pain on functional
status and sleep and screening for mental health
conditions potentially related to pain or treatment
adherence (e.g., depression, anxiety, and memory
issues) may provide useful information for pain
management.' Depression in older patients,
for example, sometimes presents with somatic
complaints of pain. Pain complaints may resolve
when the underlying depression is treated. Patients
can also be screened for known risk factors for OUD
(see below).

Tools

Many tools have been developed to document
and assess pain. Initial approaches to assessing
pain severity use a numerical rating scale (NRS)
rating pain from O (no pain) to 10 (worst pain
you can imagine) (some scales use a 0 to 100
scale). Such scales are often used in clinical
trials of pain therapies, and the minimal clinically
important difference using these scales is generally
considered a 20%-30% change from baseline (i.e.,
2-3 points on a 0-10 scale or 20-30 points on a
0-100 scale).”

Multidimensional tools, such as those described
below, include questions relating to quality of life
and participation in daily activities. Such tools
can provide a more comprehensive approach to
assessing pain and response to treatment. The
selection of a pain assessment tool must balance
the comprehensiveness of the assessment obtained
with the time and energy required to use the tool in
a real-world practice setting.

Brief pain inventory

The Brief Pain Inventory (BPI) is used frequently
in clinical trials to assess pain. Specifically developed
for patients with chronic pain, the BPI more fully
captures the impact of pain on patient function and
quality of life than simple VAS scales.?' By including
a pain map, the BPI allows tracking of the location
of pain through the course of management. The BP!
is self-administered but somewhat time-consuming,
which may limit its role in a busy clinical practice.

PEG scale

The PEG scale (Pain average, interference with
Enjoyment of life, and interference with General
activity) is a three-item tool based on the BPI and is
practical for clinical practice (Figure 3).

0 1 2
No pain

3 4 5 6 7

8 9 10

Pain as bad as
you can imagine




Zero-to-10 scales are used to assess pain,
enjoyment of life, and general activity. PEG can be
self-administered or done by the clinician and is
relatively brief. 22

Assessing acute pain

Acute pain intensity can be assessed with
unidimensional tools such as the VAS and the
Wong-Baker FACES Pain Rating Scale (faces
depicting increasing levels of pain). While useful
for a quick assessment, these scales alone may
not appropriately identify patients with pain-related
suffering driven by functional limitations, worry, or
other factors, and may not detect some patients
with clinically significant pain.”

Although developed for patients with chronic
pain, the BPI is also applicable to patients with
acute pain. Completed by the patient, the BPI
captures ways that pain impacts function and
quality of life, although, like most multidimensional

questionnaires, it requires more time (about 10
minutes) and concentration to complete, which may
limit its utility in some elderly patients.?’

Pain in patients with dementia

Although ~ patients  with  mild-to-moderate
dementia can report their pain and its location,
those with severe dementia are often unable to
communicate their pain experience or request
medication. In these patients, physicians need
to observe pain behaviors, including facial
expressions, verbal cues, body movements,
changes in interpersonal interactions, activity
patterns, and mental status. Caregiver observations
and reports are critical to appropriate assessment
and management of chronic pain conditions.?*

BEFORE MOVING ONTO THE NEXT SECTION,
PLEASE COMPLETE CASE STUDY 1.

Case Study 1

Chronic pain that develops after acute pain

A number of factors have been associated with
an increased risk for chronic pain following acute
pain or surgery including older age, psychological
problems, higher levels of pre-procedural pain
or pain sensitivity, type and duration of surgery,
severity and number of comorbidities, and use of
post-procedural radiation or chemotherapy.?®

Some tools have been developed to help
clinicians predict the likelihood that a patient will
experience chronic pain following acute injury or
procedures. The 5-item PICKUP model, for example,
showed moderate prognostic performance in a
derivation study using data from 2,758 patients
with acute low back pain.?® And Sipila and colleagues
developed a 6-item screening instrument for risk
factors of persistent pain after breast cancer
surgery based on a cohort of 489 women.”

Instructions: Spend 5-10 minutes reviewing the case below and considering the questions that follow.

slept 7 hours.

Maurianne is an 85-year-old woman living in a residence facility for people with Alzheimer disease. Her cognition has deteriorated slowly in the seven
years she has lived at the facility and now her speech is often a rambling, incoherent stream-of-consciousness, that she only seldom recognizes as
such. Maurianne fell and sustained a right femur fracture requiring internal fixation. On the second day after surgery, the hospital nurse noted that
Maurianne had an order for acetaminophen every 6 hours as needed. Although Maurianne was lying still and did not appear to be in distress, the
nurse contacted the nursing home nurse who reported that Maurianne rarely lies still. The nursing home nurse explained that they assess pain using
the Pain Assessment in Advanced Dementia (PAINAD) tool and emailed a copy to the hospital nurse. A review of the medical chart indicated that
Maurianne slept intermittently the previous night, and when she conducted a physical examination, Maurianne seemed rigid and exhibited shallow
breathing at a rate of about 20 breaths per minute. The nurse used the PAINAD behavioral tool to assess Maurianne’s pain and the result suggested
a positive score for possible pain. The nurse immediately called the surgeon and received an order for 1-2 mg morphine every 8 hours over the next
3 days. After the first dose, Maurianne’s body relaxed, and her breathing became regular at a rate of 14 per minute. Later that evening, Maurianne

1. Do you think the initial script for acetaminophen was appropriate for this patient? If now, what would you have prescribed?

2. How might Maurianne’s cognitive impairments affect her pain management plan?

3. What other tools or techniques might be used to characterize Maurianne’s level of pain or her response to prescribed

analgesics?




Screen for opioid abuse risk factors

Screening and monitoring in pain management
seeks to identify patients at risk of substance
misuse and overdose as well as improve overall
patient care. Evaluations of patient physical and
psychological history can screen for risk factors
and help characterize pain to inform treatment
decisions. Screening approaches include efforts to
assess for concurrent substance use and mental
health disorders that may place patients at higher
risk for OUD and overdose. This includes screening
for drug and alcohol use and the use of urine drug
testing, when clinically indicated. These approaches
enable providers to identify high-risk patients so
that they can consider whether to prescribe opioids,
engage substance misuse and mental health
interventions, and education materials to mitigate
opioid misuse.'®

Many tools have been developed for the formal
assessment of a patient’s risk of having a substance
misuse problem, some of which are appropriate for
routine clinical use because they are relatively brief
and easily implemented. Table 1 lists the tools that
appear to have good content and construct validity
for assessing patient risks related to chronic opioid
therapy, although to date, no single tool has been
widely endorsed or thoroughly validated.”®

The Screening, Brief Intervention and Referral
to Treatment (SBIRT) is an evidence-based tool
used to facilitate screening patients for OUD, which
typically takes 5-10 minutes to administer.2? SBIRT
has been endorsed by the Substance Abuse and
Mental Health Services Administration (SAMHSA),
but should always be paired with referral to
treatment.® SAMHSA  recommends  universal
screening with oral or writing-based tools because
of the high prevalence of substance use disorders
in patients visiting primary care settings. In contrast,
universal screening with urine, blood, or oral fluid
tests are not recommended.® In the context of pain
care, however, the 2016 CDC guidelines recommend
urine drug testing before initiating opioid therapy
and probably at least annually when prescribing
opioids for chronic pain.*'

Other tools for universal substance abuse

screening include:

* Single screening question screening tool for
drug use

*  Drug Abuse Screening Test (DAST) 10

*  Alcohol, Smoking, and Substance Involvement
Screening Test (ASSIST)

»  Tobacco, Alcohol, Prescription medication, and
other Substance use (TAPS)

e the CAGE questionnaire adapted to include
drugs (CAGE-AID)

Use drug monitoring programs

As of March, 2020, all US. states (except
Missouri) and the District of Columbia have
operational prescription drug monitoring programs
(PDMPs).32%  Information  available  through
PDMPs varies based on reporting requirements
and restrictions, but may include DEA schedules
reported, timeliness of pharmacy dispensing
information, access, and required reviews.

Recommendations for using a PDMP include:

e Check the PDMP before starting anyone on
opioid therapy.

*  Review the PDMP periodically throughout
opioid therapy (at least every 3 months).

*  Look for prescriptions for other controlled
substances, like benzodiazepines, that can
increase risk of overdose death.

*  Review the total MMED (Morphine Milligram
Equivalent Dose).

Some states have specific requirements for
PDMP use, such as requiring review prior to initial
prescription or any time a specific prescription is
written, such as for hydrocodone ER (Zohydro),
therefore clinicians should remain updated about
the specific requirements of their state PDMPs.

Urine drug testing

Urine drug testing (UDT) is recommended
before prescribing any opioid and at least annually
thereafter.>' Providers using urine drug screens
should be familiar with the metabolites and expected
positive results based on the opioid prescribed.
For example, a patient taking oxycodone may test
positive for both oxycodone and oxymorphone (a
metabolite).**

UDT often involves both presumptive (screen)
testing, and definitive (quantitative) testing because
many synthetic and semisynthetic opioids cannot be
detected by presumptive testing alone.*3

If the prescribed opioid is not detected, discuss
the finding with the patient and, if diversion is
confirmed or suspected, re-evaluate the pain
management strategy or taper the opioid. If the
patient tests positive for unprescribed drugs,
schedule more frequent follow-up visits, consider
opioid discontinuation, offer naloxone, or refer for
treatment for substance use disorder. Decision
tools and help with interpreting urine drug testing
results are available at: http://mytopcare.org/udt-
calculator/interpret-opiates-test-result.

Pain management overview

Many pharmacologic and non-pharmacologic
approaches to treating pain are available to primary
care providers.

These options should be employed using the
following general principles:

* Identify and treat the source of the pain, if
possible, although pain treatment can begin
before the source of the pain is determined

*  Select the simplest approach to pain
management first. This generally means using
non-pharmacologic approaches as much as
possible and/or trying medications with the
least severe potential side effects, and at the
lowest effective doses

e Establish a function-based, individualized
treatment plan if therapy is expected to be
long-term

Non-drug approaches

Many nonpharmacologic and self-management
treatment options have been found to be effective
alone or as part of a comprehensive pain
management plan, particularly for musculoskeletal
pain and chronic pain.” Examples include, but are
not limited to, psychological, physical rehabilitative
and surgical approaches, procedural therapies
(e.g., injections, nerve blocks), complementary
therapies, and use of approved/cleared medical
devices for pain management.

Table 1. Tools for patient risk assessment

Tool Use Who Administers? Length
Current Opioid Misuse Measure (COMM) Monitor for misuse by patients currently | Patient self-report 17 items
on long-term opioid therapy

Diagnosis, Intractability, Risk, Efficacy (DIRE) Screen for risk of opioid addiction Clinician 7 items

Opioid Risk Tool (ORT) Screen for risk of opioid addiction Clinician or patient self-report | 5 yes/no
questions

Screener and Opioid Assessment for Patients with Pain, Version 1 | Screen for risk of opioid addiction Patient self-report 24 items

and Revised (SOAPP, and SOAPP-R)



https://www.mytopcare.org/clinician-resources-and-tools/interpreting-results-of-an-opiates-screening-test
https://www.mytopcare.org/clinician-resources-and-tools/interpreting-results-of-an-opiates-screening-test

Primary care clinicians should know about
the range of treatment options available, the
types of pain that may be responsive to those
options, and when they should be used as
part of a multidisciplinary approach to pain
management.”’ Clinicians should also be aware
that not all nonpharmacologic options have the
same strength of evidence to support their utility
in the management of pain, and some may be more
applicable for some conditions than others.

Movement-based options

Movement therapies that may be helpful
in patients with chronic pain include muscle-
strengthening, stretching, and aerobic exercise
(e.g., walking, aquatics). Recommended exercise
programs typically occur one to three times a week
for a total of 60-180 minutes per week, but any
regimen must be carefully tailored to a patient’s
existing level of physical conditioning, comorbidities,
and cognitive status.?**

Additional movement-based options include:

*  Physical therapy supervised by a licensed
physical therapist, which can include
resistance, aerobic, balance, and flexibility
exercises as well as elements of massage,
manipulation, or transcutaneous electrical
nerve stimulation.

e Tai chi, a mind-body practice that combines
controlled movements, meditation, and deep
breathing. “Chair tai chi” can be an option for
patients with limited mobility.

* Yoga, exercises or a series of postures
designed to align muscle and bones, and
increase strength and flexibility. It can also
relax mind and body through breathing
exercises and meditation. Gentler forms of
yoga that may be more appropriate for older
patients include lyengar, Hatha, or Viniyoga.

Although these interventions may cause muscle
soreness, increased back pain, or falls, movement-
based options are generally considered safe.

Weight loss

Some pain syndromes, such as knee
osteoarthritis, are worsened by obesity. For some
patients, pain due to this condition is improved by
reducing body weight because of reduced loads
and physical stresses on the affected joints. The
goal of body weight reduction is a baseline weight
loss of 7%-10% by calorie reduction and increased
activity using a balanced diet with less than 30%
of calories from fat, 15%-20% from protein, and
45%-60% from carbohydrates.*'

Passive options

Acupuncture involves the stimulation of specific
points on the body, most often involving skin
penetration with fine metallic needles manipulated
by hand but sometimes also including electrical
stimulation or low intensity laser therapy. Potential
adverse events include minor bruising and bleeding
at needle insertion sites.*?

Massage is the manual manipulation of the
body to promote relaxation, reduce stress and
improve well-being. Handheld devices may also
provide relief for some patients. Some patients may
report muscle soreness.*

Transcutaneous electrical nerve stimulation
(TENS) is a machine that generates mild electrical
pulses which are applied cutaneously. The electrical
stimulation from TENS may block or disrupt pain
signals to the brain, reducing pain perception. TENS
machines can be used at home or in conjunction
with other interventions like physical therapy.

Cognitive and behavioral options

Cognitive behavioral therapy (CBT) is a
structured, time-limited (typically 3-10 weeks)
intervention focused on how thoughts, beliefs,
attitudes, and emotions influence pain and can
help patients use their minds to control and adapt
to pain. This therapy includes setting goals, often
with recommendations to increase activity to reduce
feelings of helplessness.*

Meditation

Mindfulness meditation programs typically
include a time-limited (8 weeks; range 3-12 weeks)
trainings with group classes and home meditation.
The objective is to inculcate a long-term practice that
helps patients refocus their minds on the present,
increase awareness of self and surroundings, and
reframe experiences.*>

Non-opioid drug approaches

A wide range of medications can be used to
treat pain, including:
*  Acetaminophen
* NSAIDs (oral or topical)
*  Antidepressants

°  serotonin  and/or

reuptake inhibitors
tricyclic antidepressants (TCAs)
selective serotonin reuptake inhibitors
(SSRIs)
e Anticonvulsants
*  Topical lidocaine or capsaicin
»  (annabinoid-based therapies
*  Ketamine

norepinephrine

Acetaminophen

Lower doses of acetaminophen are
recommended to decrease risk of side effects.
Patients should not exceed 1000 mg in a single
dose. The maximum recommended dose for healthy
adults is 4000 mg/day.*’

The most severe potential side effect of
acetaminophen is liver toxicity. Acetaminophen
is the most common cause of acute liver failure,
accounting for 46% of all cases.*® Patients should
stay within recommended doses to help prevent
side effects and should only be prescribed one
acetaminophen-containing product at a time.

NSAIDs

Chronic use of NSAIDs may be limited
by gastrointestinal (GI) toxicity, including Gl
bleeding, upper Gl symptoms, ulcers, and related
complications. For high-risk patients, including the
elderly, patients on warfarin or aspirin, and those
with coagulopathies, adding a proton pump inhibitor
(PPI) may help reduce the risk.*** In addition to Gl
side effects, NSAIDs have been associated with an
increased risk of renal and cardiac complications.
Side effects with NSAIDs are typically lower with
topical formulations.

Some early trials suggested that COX-2
inhibitors, as a class, were associated with higher
risks for myocardial infarction and stroke compared
to other NSAIDs, and the COX-2 inhibitor rofecoxib
(Vioxx) was removed from the market in 2004
because of such concerns.>' More recent trials and
meta-analyses, however, provide strong evidence
that the risks of CV events with celecoxib are no
greater than those of other NSAIDs, and in 2018
two FDA advisory panels recommended that the
FDA change its advice to physicians regarding
celecoxib’s safety.*

Selective serotonin norepinephrine reuptake
inhibitors

SNRIs such as duloxetine, venlafaxine, and
milnacipran are characterized by a mixed action
on norepinephrine and serotonin, though their
exact mechanism of action for pain reduction is
unknown. These agents affect the descending
pain pathways to facilitate pain relief. Side effects
(e.g., nausea, dizziness, and somnolence) may
limit treatment. Monitoring is suggested for blood
pressure (duloxetine and venlafaxine), heart rate
(venlafaxine), and drug interactions (duloxetine).
SNRIs can be very helpful in patients who have
central sensitization.

TCAs

TCAs inhibit reuptake of norepinephrine and
serotonin. These agents act on descending pain
pathways, but their mechanism of action for pain
relief is unknown.



Examples of TCAs studied for the management of
chronic pain include amitriptyline, desipramine, and
nortriptyline. Side effects, such as anticholinergic
effects (e.g., dry mouth, constipation, dizziness)
and QTc prolongation limit the use of TCAs in elderly
patients. The majority of side effects occur at the
typically higher doses used to treat depression.

SSRis

SSRIs, such as citalopram, fluoxetine, and
paroxetine, block the reuptake of serotonin in
the brain, making more serotonin available in the
synapse. The mechanism of SSRIs for pain remains
unknown. Compared to SNRIs and TCAs, there
is relatively little evidence to support the use of
SSRIs in treating chronic pain conditions.’® Potential
side effects of SSRIs include weight gain, sexual
dysfunction, and QTc prolongation, especially with
citalopram.

Anticonvulsants

Anticonvulsants,  such as  gabapentin,
pregabalin, oxcarbazepine, and carbamazepine,
are often prescribed for neuropathic pain and are
thought to exert their analgesic effect by inhibiting
neuronal calcium channels. Potential side effects
include sedation, dizziness, and peripheral edema.
Pregabalin and gabapentin have low abuse potential
in the general population, are currently classified as
Schedule V by the DEA, and prescriptions for these
drugs are tracked by some state Prescription Drug
Monitoring Programs (PDMPs). Anticonvulsants
can be very helpful in patients who have central
sensitization and neuropathic pain.

Topical lidocaine and capsaicin

Topical lidocaine inhibits the conduction
of nociceptive nerve impulses. Irritation at the
application site is the most common side effect.
The most common products for chronic pain
management are lidocaine 5% patches, available
by prescription, and lidocaine 4% patches available
OTC. Capsaicin is an active component of chili
peppers and has moderate analgesic properties at
8% concentrations for neuropathic pain, specifically
postherpetic neuralgia and diabetic neuropathic
pain of the feet. ** The most common side effect is a
mild-to-severe burning sensation at the application
site.

Cannabinoid preparations

With medical cannabis now legal in 36 states and
recreational use legal in at least 10 states and the
District of Columbia (as of 2020)>, there has been
increased interest among patients for the use of
cannabis or cannabis derivatives (e.g., cannabidiol
[CBD]) for pain relief. The CB1 and CB2 receptors
have been shown to mediate the analgesic effects
of cannabinoids®® and some evidence suggests a
potential benefit for chronic pain.

A 2017 National Academies of Science report, for
example, concluded that “conclusive or substantial
evidence” supports a beneficial role for cannabis or
cannabinoids for treating chronic pain,*® and a 2018
Cochrane review of the existing literature evaluating
cannabinoids (cannabis, CBD, or combinations)
suggests that these agents are moderately effective
for neuropathic pain with adverse effects that are
less than, or comparable to, existing non-opioid
analgesics.”

But the evidence for a benefit of cannabinoids
on acute pain, is extremely limited and mixed. A
small double-blind, cross-over study in 18 females
and experimentally-induced mild acute pain found
no significant analgesic effect of oral cannabis
extract.® Another randomized, double-blind study
with 15 healthy volunteers using smoked cannabis
found no analgesic effect with low doses of cannabis,
amodest effect with moderate doses, and enhanced
pain responses with high doses.>® The authors of a
2017 review on cannabis and pain conclude that
cannabis may have a narrow therapeutic window
as a pharmacotherapy for chronic pain but that
much more research is needed to inform physician
recommendations to patients regarding the
analgesic efficacy of cannabis.®

A systematic review of both randomized trials
(47) and observational studies (57) in patients
with chronic noncancer pain published through July
2017 found moderate evidence that cannabinoids
can exert analgesia.’’ Cannabis preparations,
however, may pose both short-term and long-term
risks. Short-term effects include impaired memory,
motor coordination, and judgment. Paranoid
ideation and psychotic symptoms, while rare, may
occur with high doses of THC. Possible long-term
effects include impaired brain development in young
adults, potential for habituation, and increased
risk of anxiety or depression. Abrupt cessation of
marijuana in long-term users may cause withdrawal
symptoms such as anxiety, irritability, craving,
dysphoria, and insomnia. There is an increased risk
of chronic bronchitis, respiratory infections, and
pneumonia with inhaled products.®?

Nonetheless, the use of cannabis may have
an opioid-sparing effect at a population level. The
use of medical cannabis has been associated with
a 25% reduction in opioid overdose mortality in
states that legalized medical use.®® However, a more
recent study showed that states legalizing medical
cannabis actually experienced a 22.7% increase in
opioid overdose deaths.*

FDA-approved cannabinoids include dronabinol
(Marinol), indicated for second-line treatment of
chemotherapy-induced nausea and vomiting, and
anorexia-associated weight loss in patients with HIV.

Nabilone (Cesamet) is indicated for chemotherapy-
induced nausea and vomiting. Common side effects
include dizziness/vertigo and euphoria. Dronabinol
may cause nausea/vomiting, abdominal pain, and
abnormal thinking. Nabilone may cause ataxia and
dry mouth.®*€€ None of these are indicated for the
treatment of pain. When recommending cannabis
for patients with chronic pain, clinicians may inform
patients that the analgesic properties are due to
both the CBD and THC components, which act on
different pain pathways.*’

Ketamine

Ketamine has been used as a general anesthetic
since the 1960s, but its use in subanesthetic
concentrations for analgesia has grown rapidly
in recent years, due, in part, to efforts to reduce
the risks of chronic opioid use.® Ketamine has
been successfully used to treat such acute pain
conditions as sickle cell crises, renal colic, and
trauma.®® Recently the American Society of Regional
Anesthesia and Pain Medicine, the American
Academy of Pain Medicine, and the American
Society of Anesthesiologists released the first
joint recommendations for subanesthetic ketamine
(including transdermal ketamine) for acute pain.®.
Ketamine infusions are used for the treatment of
complex regional pain syndrome based on placebo-
controlled trials, and topical ketamine may also
be beneficial for the cutaneous hypersensitivity
associated with this condition.®®

Opioids

Mechanism of Action
Opioids exert their analgesic effects by acting
on the mu, kappa, and delta opioid receptors.

Individual agents may be classified as agonists or

partial agonists of those receptors:”

e Agonists  (e.g,  morphine,  codeine,
hydromorphone, hydrocodone) stimulate at
least one of the opioid receptors and provide
continued analgesia with increasing doses.

e Partial agonists (e.g., buprenorphine) have
high affinity at mu-receptors, have a ceiling for
analgesic effect, and are less likely to cause
respiratory depression.

Opioids are classified by the Drug Enforcement
Agency (DEA) according to their presumed abuse
and addiction potential, although the evidence
base for making these differentiations continues
to evolve. Tramadol, for example, is now known to
have as much potential for abuse as opioids in more
restrictive classes, although its DEA classification
has not changed.”



Relative effectiveness

The analgesic efficacy of opioids for treating
acute pain has been known for centuries and they
continue to be reliable agents for moderate-to-
severe acute pain, although they are not without
risks. But the evidence for opioid efficacy for acute
pain cannot be extended to chronic pain with a few
exceptions that are discussed below. Neuronal and
physiologic adaptations to long-term opioid use
can result in reduced analgesic effectiveness, or
even, paradoxically, increased pain or sensitivity
to pain.” Opioid-induced hyperalgesia is different
pharmacologically from the phenomenon of opioid
tolerance, although both can lead to an increased
need for opioids and disentangling the two, clinically,
can be difficult.”

For chronic pain, the evidence that opioids
reduce pain and improve function more than
placebo is relatively weak. A 2018 systematic review
and meta-analysis of 96 trials comparing various
opioids vs. placebo or non-opioid analgesics in
26,169 patients with chronic noncancer pain found
that opioids may slightly reduce pain and increase
physical functioning compared to placebo, but not
compared to non-opioids."? In 76 trials comparing
opioids vs. placebo with follow-up ranging from 1 to
6 months, the reduction in pain scores with opioids
(on a 10-point scale) was only 0.69 points, which
is below the generally-accepted 2-point minimum
clinically important difference for pain. Physical
function scores (on a 100-point scale) improved
with opioids by 2.04 points, which, again, may not
be clinically important. The risk of vomiting with
opioids, however, was more than 4 times higher
than with placebo."

The same meta-analysis compared opioids
to non-opioid analgesics including NSAIDs, TCAs,
anticonvulsants, and synthetic cannabinoids. No
significant  differences were found in physical
functioning scores for any of the comparisons,
and no significant differences were found in pain
scores for comparisons with NSAIDs, TCAs, or
cannabinoids.'?

Exceptions: chronic opioid use in limited
patient subsets

Sickle cell disease as an example for which
chronic opioid therapy may be appropriate in some
patients. The risk for opioid death in patients with
sickle cell disease comprises a small fraction of the
total number of opioid-related deaths.

From 1999 through 2013, there were 174,959
documents deaths attributed to opioid use. Of
these 174, 959 deaths, 95 were patients with
sickle cell disease (0.05%).”* The pain experienced
by patients includes both acute and chronic
aspects through multiple mechanisms that are not
completely understood. The American Society of
Hematology 2020 guidelines endorses the use of
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chronic opioid therapy for patients with sickle cell
disease with pain that is refractory to multiple other
treatments using the lowest effective dose and with
regular monitoring.’>7¢

Opioid formulations

Prescription opioids are available in immediate-
release and extended-release/long-acting (ER/
LA) formulations. Immediate-release agents are
recommended in opioid-naive patients and for all
acute pain conditions, with ER/LA agents reserved
for patients or conditions in which the longer duration
of action and smoother pharmacodynamics are
preferred.®' A trial comparing immediate release
to an ER/LA opioid did not find evidence that the
continuous, time-scheduled use of ER/LA opioids
was more effective or safer than intermittent use of
the immediate-release opioid.”’
According to the FDA, ER/LA opioids should only
be used for patients who tolerate 60 morphine
milligram equivalents per day (MMED) for at least
one week.”

Efforts to create formulations with lower
risks of abuse have met with limited success. For
example, ER Oxymorphone was removed from the
market after reports of intravenous abuse of the
oral formulation.”® Abuse-deterrent or tamper-
resistant formulations do not prevent patients from
developing opioid dependence, opioid use disorder,
or simply taking too much of an opioid by mouth.8#’

BEFORE MOVING ONTO THE NEXT SECTION,
PLEASE COMPLETE CASE STUDY 2 ON THE
NEXT PAGE.

Atypical opoids: tramadol and tapentadol

Tramadol and tapentadol are mu receptor
agonists and norepinephrine reuptake inhibitors.
Their mechanisms of action are unknown, but
their analgesic effects are similar to morphine.
Patients taking tramadol should be monitored for
nausea, vomiting, constipation, and drowsiness, all
of which are similar to side effects with opioids.®
There is potential risk of serotonin syndrome when
tramadol is combined with SSRIs, SNRIs, or tricyclic
antidepressants.®®

As noted above, tramadol is classified as
Schedule IV, which has led some to view it as less
potent or safer than other opioids. The 2016
National Survey on Drug Use and Health, however,
found that 1.7 million people in the U.S. aged >
12 years reported misusing tramadol products
(e.g., Ultram, Ultram ER, Ultracet) in the previous
year”" In addition, a 2019 cohort study of 88,902
patients with osteoarthritis showed increased risks
of death at one year compared to NSAIDs naproxen,
diclofenac, and celecoxib.®*

Abrupt cessation of tramadol is associated with
opioid withdrawal, restlessness, and drug cravings
(similar to those associated with other opioids) as
well as hallucinations, paranoia, extreme anxiety,
panic attacks, confusion, and numbness/tingling
in extremities (which are less typical of other
opioids).®®

Tapentadol is FDA-approved for treating
neuropathic pain associated with  diabetic
peripheral neuropathy, although it is also used for
musculoskeletal pain. A 2015 Cochrane review
of 4 randomized trials with 4,094 patients with
osteoarthritis or back pain found modest reductions
in pain with tapentadol vs. placebo.®®

Problematic opioid use

Although  evidence for the long-term
effectiveness of opioids for chronic pain is weak,
evidence for opioid-related harms is abundant
and strong. In a 2007 study assessing behaviors
indicative of opioid misuse, many patients in
primary care practices reported having engaged
in aberrant behaviors with opioids one or more
times (Table 2).° It is important to recognize and
differentiate problematic use from adverse side
effects of opioids. For instance, tolerance and opioid
withdrawal occur with long term use of prescribed
opioids. Clinicians should be able to differentiate
this from problematic use.

Among adults without a prescription, 41%
obtained prescription opioids from friends or
relatives for their most recent episodes of misuse.®’

For prescription opioids, long-term therapy
is associated with an increased risk in accidental
overdose and death. A retrospective study
including 9,940 patients who received three or
more opioid prescriptions within 90 days for chronic
pain between 1997 and 2005 found that annual
overdose rates rose significantly as doses exceeded
50 MMED (Figure 4).%¢

Combining opioids with sedating drugs such
as benzodiazepines or alcohol increases the risk
of respiratory depression and overdose death.**
Benzodiazepines have been linked with overdose
fatalities in 50-80% of heroin overdoses, and 40-
80% in methadone-related deaths.3*® Patients
prescribed benzodiazepines who are being initiated
on opioids should have their benzodiazepine
tapered and discontinued whenever possible.
For patients being co-managed by mental health
professionals, coordinate a plan regarding
continuing or tapering benzodiazepines in the
setting of opioid co-prescribing.



Case Study 2

Instructions: Spend 5-10 minutes reviewing the case below and considering the questions that follow.

Wayne is an 86-year-old who lives at home with his wife. He was diagnosed with ALS 6 months ago, with deterioration occurring first in his diaphragm.
He has been experiencing increasing muscle weakness in his legs and uses a walker or a wheelchair to get around in his home. He uses a bilevel
positive airway pressure device except when eating or bathing and finds it helpful. He takes the following medications: fish oil, a statin, a thiazide
diuretic, and a non-benzodiazepine sedative to help him sleep. Lately he has been complaining of pain and stiffness in both of his knees and hips,
which interferes with his sleep. He is physically deconditioned due to a lack of exercise, and has become increasingly withdrawn socially, which worries
his wife and family members. He asks if you can prescribe something to ease his pain.

1. Is Wayne a good candidate for an ER/LA opioid? Why, or why not?

2. s he a better candidate for an immediate-release opioid? Why or why not?

3. Would Wayne’s current medication need to be adjusted if he were to be prescribed an ER/LA opioid?

4. What kinds of non-opioid treatments might be tried to help Wayne with his pain?

Other adverse events

Table 2. Behaviors indicative of opioid misuse® In addition to risks of misuse, addiction,

Behavior Frequency in patients with opioid misuse respiratory depression, and overdose death, there

Requested early refills 47% are many well-known side effects associated with

chronic opioid use that can significantly compromise

Increased dose on own 39% quality of life, including constipation, nausea or

Felt intoxicated from pain medication 35% vomiting, sedation, pruritus, erectile dysfunction,

Purposely over sedated oneself 26% menstrual changes, fracture, immunosuppression,
Used opioids for purpose other than pain 18% hallucinations, and hyperalgesia.

Gastrointestinal side effects

Constipation is one of the most common opioid-
related adverse events, affecting most patients to
2 18 i

at least some degree, and which usually does not

resolve with continued exposure.”® To mitigate this
side effect, patients should use a mild stimulant
laxative such as senna or bisacodyl and increase the
dosage in 48 hours if no bowel movement occurs.
Physicians should perform a rectal examination if
07 no bowel movement occurs in 72 hours. If there is
no impaction, consider other therapies such as an
0.5 03 enema, suppository, or magnesium citrate.”
0.2

No recent 1-20 mg 20-50 mg 50-99 mg =100 mg
opioids

Figure 4. Risk of overdose rises with daily milligram morphine-equivalent dose.
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Percent of annual overdose rate




Medications for refractory, opioid-induced
constipation include  naloxone  derivatives:
naloxegol (Movantik), methylnaltrexone (Relistor),
or naldemedine (Symproic). Naloxegol is an oral
tablet that is used daily while methylnaltrexone is
a subcutaneous injection or oral tablet used daily.
Naldemedine is taken by mouth daily (0.2 mg)
and may cause side effects such as abdominal
pain or discomfort, diarrhea, and nausea.® In the
COMPOSE-1 trial, patients on naldemedine had
significantly more spontaneous bowel movements
(defined as =3 per week) than those on placebo
(47.6% vs. 34.6%, P=0.002).”"

For nausea or vomiting, physicians should
consider a prophylactic antiemetic, add or increase
non-opioid pain control agents (e.g., acetaminophen
as an opioid-sparing drug), and decrease opioid
dose by 25% if analgesic is satisfactory.

Sedation

Sedation is the first warning sign of a patient
being at risk for opioid overdose. Take this symptom
very seriously. If a patient complains of sedation,
determine whether sedation is related to the
opioid, eliminate nonessential depressants (such as
benzodiazepines or alcohol), reduce dose by 10%-
15% if analgesia is satisfactory, add or increase
non-opioid or non-sedating adjuvant for additional
pain to reduce opioid dose. There is insufficient
evidence to recommend opioid rotation as a
possible means of reducing sedation.’' Patients
should also be co-prescribed naloxone for opioid
overdose reversal.

Fracture

A retrospective cohort study over seven years
compared the risk of fracture associated with
starting opioids vs. NSAIDs (2,436 older adults
initiated on opioids and 4,874 older adults initiated
on NSAIDs). Opioids significantly increased the risk
of fracture in a dose-dependent fashion. The opioid
formulation mattered with much of the risk in the
first month after drug initiation for short-acting
opioids, though fracture increased for both long-
and short-acting opioids over time.*

Infection

Opioids may increase risk of infection in
older adults. A case-control study of 3,061 older
community dwelling adults ages 64-95 years
evaluated the association between pneumonia and
opioid use. Current prescription opioid users had a
38% increased risk of pneumonia compared with
nonusers. The risk was highest for opioid users
categorized as being immunosuppressed, such
as those with cancer, recent cancer treatment,
or chronic kidney disease, or those receiving
immunosuppressive medications or medications for
HIV.

"

Myocardial Infarction (MI)

A case-control study assessed the risk of Ml
among adults on opioids for chronic pain in the UK
General Practice Research Database (11,693 cases
with up to four matched controls). Current opioid
use was associated with a 28% increased risk of M|
compared to non-use.*

Erectile Dysfunction (ED)

Ina cross-sectional analysis of 11,327 men with
back pain, 909 (8%) were receiving ED medications
or testosterone (documented between 6 months
before and 6 months after the study index visit).
Prescriptions for an ED drug or testosterone were
54% greater for men using doses =120 MMEDs
compared with those using doses of 1 to <20
MMED. In addition, the proportion of men receiving
either of types of medications was 95% greater for
those with chronic opioid use compared with those
with no opioid use. These findings suggest that dose
and duration of opioid use are associated with ED.**

Tamper-resistant/abuse-deterrent opioids

One strategy to mitigate the risk of opioid abuse
has been the development of “abuse-deterrent”
formulations of opioids that make it more difficult
to alter for non-oral consumption (e.g., injecting,
snorting, or smoking).* However, these opioids
are more aptly named as “tamper-resistant”
formulations instead of “abuse-deterrent” since
they are no less potentially addictive than regular
opioids when taken by mouth.

Tamper-resistant formulations often contain
a higher opioid dose than immediate-release
preparations. Furthermore, most are extended-
release and also considerably more expensive than
generic, off-patent opioids.”® As of this writing,
only one immediate-release opioid is available
in an abuse deterrent formulation (oxycodone
hydrochloride [RoxyBond]).*

Patient education

Before prescribing an opioid for pain, clinicians
should discuss with patients the risks and benefits of
such therapy. An important consideration in framing
treatment, and a key message to communicate
to patients, is that the goal is not “zero pain”
but, rather, a level of analgesia that maximizes a
patient’s physical and mental functioning.”” A multi-
modal approach, using both drug and non-drug
treatments, should be encouraged.

In addition, patients should be educated about
the safe storage and disposal of opioid medications.
Safe use means following clinician instructions
about dosing, avoiding potentially dangerous
drug interactions (e.g., alcohol), and assuring full
understanding of how the medication should be
consumed or applied. Remind patients that opioid

pain medications are sought after by many people,
and, therefore, opioids should be stored in a locked
cabinet or, if a locked unit is not available a place
that is not obvious or easily accessed by others.

Proper disposal methods should be explained:

*  Follow any specific disposal instructions on
the prescription drug labeling or patient
information that accompanies the medication

* Do not flush medicines down the sink or toilet
unless the prescribing information specifically
instructs to do so.

*  Return medications to a pharmacy, health
center, or other organization with a take-back
program.

e Mix the medication with an undesirable
substance (e.g., used coffee grounds or kitty
litter) and put it in the trash, or use special
drug deactivation pouches that your health
care provider may recommend.

Managing acute pain

It is now becoming clear that many of the
problems and risks associated with managing
chronic pain with opioids are also at work in the
management of acute pain with opioids. For example,
a number of studies demonstrate increased risk of
new persistent opioid use in opioid-naive patients
after having been prescribed opioids for acute
pain.®1°" Although the risk of opioid misuse in
patients prescribed opioids for acute post-surgical
or post-procedural pain is relatively small (roughly
0.6% per year)'®, the volume of such procedures
(approximately 48 million ambulatory surgeries
or procedures in 2010)'®® translates into large
numbers of patients (i.e., approximately 160,000)
who may develop dependence, abuse, or overdose
every year.

A central tenet of pain management, whether
acute or chronic, is that the goal of treatment is
a tolerable level of pain that allows the patient
maximum physical and emotional functioning with
the lowest risk of side effects, progression to
chronic pain, or misuse or abuse'® This requires
an adroit balancing of patient-related factors (e.g.,
comorbidities, medical history, risk of abuse) and
drug-related factors (e.g., potency, mechanism
of action, expected side effects). A commonly-
recommended way to achieve this balance is with
multimodal analgesia, in which several therapeutic
approaches are used, each acting at different sites
of the pain pathway, which can reduce dependence
on a single medication and may reduce or eliminate
the need for opioids and attendant risks/side
effects.’%



Multimodal analgesia (e.g., using drugs
from two or more classes, or a drug plus a non-
drug treatment) can produce synergistic effects,
reduce side effects, or both. One example of
multimodal analgesia is the use of both an NSAID
and acetaminophen, plus physical approaches
(e.g., cold, compression, or elevation) to manage
postoperative pain. Demonstrated benefits of
multimodal analgesia include earlier ambulation,
earlier oral intake, and earlier hospital discharge
for postoperative patients, as well as higher levels
of participation in activities necessary for recovery
(e.g., physical therapy).'®

Non-pharmacological treatments for acute
pain

When possible, non-pharmacologic methods
should be used, alone or in combination with
analgesics, to manage acute pain.'® The degree
to which this is possible depends on the severity,
type, and origin of the pain, but many non-
pharmacological approaches can be very effective
and their use avoids the potential side effects and
risks associated with pharmacological interventions.

Physical methods of pain management can be
helpful in all phases of care, including immediately
after tissue trauma (e.g., rest, application of cold,
compression, elevation) and later in the healing
period (e.g., exercises to regain strength and range
of motion).

Case Study 3

Physical therapy may be useful for a range
of musculoskeletal issues and can be helpful in
recovering from acute pain-producing traumas
initially treated with other methods. A 2018 study
reported that patients with low back pain who first
consulted a physical therapist were less likely to
receive an opioid prescription compared to those
who first saw their primary care physician.'"’

Exercise therapy can take many forms, including
walking, swimming or in-water exercise, weight
training, or use of aerobic or strength-training
equipment. According to a CDC review, conditions
that may improve with exercise therapy include low
back pain, neck pain, hip and knee osteoarthritis
pain, fibromyalgia, and migraine.'®

BEFORE MOVING ONTO THE NEXT SECTION,
PLEASE COMPLETE CASE STUDY 3.

Instructions: Spend 5-10 minutes reviewing the case below and considering the questions that follow.

Hannah, a 64-year-old female presents with severe pain in both anterior-lateral thighs and lateral shoulders, rated at 7/10 on the VAS. She reports
that the pain is constant and that she gets only mild relief from NSAIDs. She cannot walk without a cane or walker. She had been diagnosed six years
ago with severe peripheral neuropathy in her legs for which she was prescribed gababentin. She reports that gababentin gives her intense “brain
fog” and forgetfulness, however, and that she has stopped taking it because of these side effects. The patient also has type 2 diabetes, initially treated
with metformin but lately also with 50 units of insulin per day.

The patient was given a treatment plan that included chiropractic adjustments and exercise rehabilitation exercises. She also adopted a “Paleo” diet,
which she followed strictly for three months, although it did not significantly lower her hemoglobin A1c levels. She has come to you because the pain
is eroding her quality of life, interrupting her sleep, and contributing to tensions with her partner.

1.  Given the subjective nature of pain, how can a clinician more objectively assess the kind of pain reported by patients such as this?

2. s it reasonable to believe that the gabapentin was responsible for her reported side effects?

3. Would Hannah be a good candidate for an opioid analgesic? Why or why not?

4. What non-pharmacological treatments might be tried for reducing this patient’s pain?




Non-opioid pharmacologic treatments for
acute pain

Acetaminophen and NSAIDs

In general, mild-to-moderate acute pain
responds well to oral non-opioids (e.g.,
acetaminophen, NSAIDs, and topical agents).
Although they are weaker analgesics than opioids,
acetaminophen and NSAIDs do not produce
tolerance, physical dependence, or addiction and
they do not induce respiratory depression or
constipation. Acetaminophen and NSAIDs are often
added to an opioid regimen for their opioid-sparing
effect. Since non-opioids relieve pain via different
mechanisms than opioids, combination therapy can
provide improved relief with fewer side effects.

The choice of medication may be driven by
patient risk factors for drug-related adverse effects
(e.g., NSAIDs increase the rate of gastrointestinal,
renal, and cardiovascular events). If acetaminophen
or NSAIDs are contraindicated or have not
sufficiently eased the patient’s pain or improved
function despite maximal or combination therapy,
other drug classes (e.g., opioids) are sometimes
used.

Non-opioid analgesics are not without risk,
particularly in older patients. Potential adverse
effects of NSAIDs include gastrointestinal problems
(e.g., stomach upset, ulcers, perforation, bleeding,
liver dysfunction), bleeding (i.e., antiplatelet effects),
kidney dysfunction, hypersensitivity ~reactions,
and cardiovascular concerns, particularly in the
elderly."® The threshold dose for acetaminophen
liver toxicity has not been established; however, the
Food and Drug Administration (FDA) recommends
that the total adult daily dose not exceed 4,000 mg
in patients without liver disease (with a lower ceiling
for older adults with certain conditions).'"®

The FDA currently sets a maximum limit of 325
mg of acetaminophen in prescription combination
products (e.g., hydrocodone and acetaminophen) in
an attempt to limit liver damage and other potential
ill effects of these products.*

Topical agents

Topical capsaicin and salicylates can both
be effective for short term cutaneous pain relief
and generally have fewer side effects than oral
analgesics, but their long-term efficacy is not well
studied.""""""? Topical aspirin, for example, can help
reduce pain from acute herpes zoster infection.'””
Topical NSAIDs and lidocaine may also be effective
for short-term relief of superficial pain with minimal
side effects. Topical agents can be simple and
effective for reducing pain associated with wound
dressing changes, debridement of leg ulcers, and
other sources of superficial pain.'®
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Anticonvulsants

Anticonvulsants,  such as  gabapentin,
pregabalin, oxcarbazepine, and carbamazepine,
are often prescribed for chronic neuropathic
pain (e.g., post-herpetic neuralgia and diabetic
neuropathy) although evidence for efficacy in acute
pain conditions is weak.''* A 2017 trial, for example,
randomized 209 patients with sciatica pain to
pregabalin 150 mg/day titrated to a maximum of
600 mg/day vs. placebo for 8 weeks.'™ At 8 weeks
there was no significant difference in pain between
groups (mean leg pain intensity on a 0-10 scale
3.7 with pregabalin vs. 3.1 with placebo, P=0.19).

Opioids for acute pain: use caution

Opioids are commonly prescribed for pain, with
nearly two thirds (64%) of the public reporting
being prescribed an opioid for pain at some point
in their lives.""® However, this approach is not as
safe and effective as once thought, and high-dose
prescriptions or prolonged use not only increase
the risk of misuse, addiction, or overdose, they may
actually increase pain and pain sensitivity.''”''®

Recent evidence suggests that opioids may not
be more effective for moderate to severe acute pain
than non-opioid pain regimens.'"*'?® A randomized
trial of 416 patients with acute extremity pain
found no clinically important differences in pain
reduction at two hours after single-dose treatment
with ibuprofen and acetaminophen vs. three
different opioid and acetaminophen combination
analgesics.'"

Physical dependence can readily occur after
use of opioids at a sufficient dose (e.g., 30mg of
oxycodone) for just a few days. In addition, side
effects of opioid use can include constipation,
confusion/gait instability, respiratory depression,
pruritus, erectile dysfunction, and fractures, all of
which may be more problematic in older patients
and occur at higher rates than with non-opioid
analgesics.

A cross-sectional study compared common
side effects experienced during the first week of
treatment with opioid analgesics vs. non-opioid
analgesics in patients over age 65 with acute
musculoskeletal pain.'?' The intensity of six common
opioid-related side effects were significantly higher
with opioids. (A limitation of this study is that it
could not assess severe but less common adverse
events associated with NSAIDs and acetaminophen,
including the risk for gastrointestinal bleeding,
acute kidney injury, and hepatotoxicity.)

In a retrospective study of 12,840 elderly
patients with arthritis, opioid use was associated
with an increased risk relative to non-opioids for
cardiovascular events, fracture, events requiring
hospitalization, and all-cause mortality.'?

The risk of prolonged opioid use is particularly
high after arthroscopic joint procedures. In a 2019
case-control study of 104,154 opioid-naive adults,
8,686 (8.3%) developed new prolonged opioid use
(continued opioid use between 91 and 180 days
after shoulder arthroscopy).'?*

Subgroups at higher risk for long-term use included
women, those with a history of alcohol use disorder,
those with a mood disorder, and those with an
anxiety disorder.

Opioid choices for acute pain

If an opioid is deemed necessary to treat
moderate-to-severe acute pain, the following
general principles are recommended when starting
an opioid:

* Avoid extended-release and long-acting
opioids such as methadone, fentanyl patches,
and ER/LA versions of opioids such as
oxycodone or oxymorphone.

*  Avoid co-prescribing opioids with other drugs
known to depress central nervous system
function (e.g., benzodiazepines)

* Limit the dose and quantity of opioids to
address the expected duration and severity of
pain (usually less than 7 days).

*  Combine opioids with other treatments (e.g.,
non-pharmacologic options such as exercise
or cognitive behavioral therapy, NSAIDs, or
acetaminophen).

*  (losely monitor patients with impaired hepatic
or kidney function if they are prescribed
opioids, and adjust the dose or duration
accordingly

Immediate-release  agents are  strongly
preferred because of the higher risk of overdose
associated with ER/LA agents. A cohort study of
840,000 opioid-naive patients over a 10-year span
found that unintentional overdose was 5 times more
likely in patients prescribed ER/LA agents compared
to immediate-release opioids.'®

Opioid dosing for acute pain

The amount of opioid prescribed should
relate to the level of pain expected from the injury
or procedure. Injuries or procedures involving
bones and joints tend to be more painful than
those involving soft tissues.'”® Table 3 illustrates
the wide range of expected pain and associated
recommended opioid doses for some common
surgeries or procedures.



Table 3. Opioid dose recommendations for post-procedural pain'?

Procedure Number of oxycodone 5 mg tablets
(or equivalent)

Dental extraction 0
Thyroidectomy 5

Breast biopsy or lumpectomy 5

Lumpectomy plus sentinel lymph node biopsy 5

Hernia repair (minor or major) 10

Sleeve gastrectomy 10
Prostatectomy 10

Open cholecystectomy 15

Cesarean delivery 15
Hysterectomy (all types) 15

Cardiac surgery via median sternotomy 15

Open small bowel resection 20

Simple mastectomy with or without sentinel lymph node biopsy 20

Total hip arthroplasty 30

Total knee arthroplasty 50

Managing chronic non-cancer pain

Management of chronic non-cancer pain
begins by establishing individualized treatment
goals, exploring non-opioid treatment options, and
addressing comorbid depression and anxiety, if
present. Pain management goals may include both
pain and functional targets, with the understanding
that being 100% pain free is not realistic.
Functional goals should focus on activities that are
meaningful to the patient and attainable based on
the severity of the painful condition. Multi-modal
approaches that include non-drug (procedures,
integrative treatments) and drug interventions are
recommended.?®

Be aware that comorbid conditions such
as depression and anxiety can impact pain
management. (In a study of 250 patients with
chronic pain and moderate depression, using
antidepressant therapy reduced pain levels before
analgesic interventions were added.'?”)

For patients with intractable, moderate-to-
severe chronic noncancer pain unresponsive to
non-opioid treatment options, a trial of opioids may
be indicated quided by the following principles (each
detailed below):

»  Discuss risks and benefits of opioid use

»  Establish a written treatment agreement

e Check or monitor opioid use with the
prescription drug monitoring program

»  Use caution with dose escalation

*  Prescribe naloxone if at risk for overdose

e Screen for opioid misuse or abuse using
history and, ideally, a validated questionnaire,
as well as urine drug testing

e Taper or discontinue opioids when possible

Establishing a written treatment agreement

Written documentation of all aspects of a
patient’s care, including assessments, informed
consent, treatment plans, and provider/patient
agreements, are a vital part of opioid prescription
“best practices.” Such documentation provides a
transparent and enduring record of a clinician’s
rationale for a particular treatment and provides
a basis for ongoing monitoring and, if needed,
modifications of a treatment plan.'®

Many computerized systems are now available
for the acquisition, storage, integration, and
presentation of medical information. Most offer
advantages that will benefit both patients and
prescribers, such as maintaining up-to-date
records, and providing instant availability of
information relevant to prescribing or treatment.
Although automation can help, clear documentation
is not dependent on electronic record-keeping; it
merely requires a commitment to creating clear and
enduring communication in a systematic fashion.
Good documentation can be achieved with the most
elaborate electronic medical record systems, with
paper and pen, or with dictated notes. Clinicians
must decide for themselves how thoroughly, and
how frequently, their documentation of a patient’s
treatment should be.

Informed Consent

Informed consent is a fundamental part of
planning for any treatment, but it is particularly
important in long-term opioid therapy, given the
potential risks of such therapy. At its best, consent
also fortifies the clinician/patient relationship.

Prescribers must be able to answer with confidence
four key questions when obtaining informed consent
in the context of treatment with opioids:'?2

1. Does the patient understand the various
options for treatment?

2. Has the patient been reasonably informed of
the potential benefits and risks associated with
each of those options?

3. Is the patient free to choose among those
options, free from coercion by the healthcare
professional, the patient’s family, or others?

4. Does the patient have the capacity to
communicate his or her preferences—
verbally or in other ways (e.g., if the patient
is deaf or mute)?

5. Is there a proxy available if the patient cannot
provide consent due to cognitive impairment?

Documentation related to these key areas can
be accomplished by creating a separate paper or
electronic informed consent form or by incorporating
informed consent language into a larger treatment
plan or patient/provider agreement.

Patient-Provider Agreements

A written agreement between a clinician and a
patient about the specifics of their pain treatment
with opioids can help clarify the plan with the
patient, the patient’s family, and other clinicians who
may become involved in the patient's care.'®

Such agreements can also reinforce
expectations about the appropriate and safe use
of opioids. Caution must be exercised, however, to
ensure that patient/provider agreements are not
used in a coercive way to unethically place patients
in the position of having to agree to its terms or else
lose an important component of their treatment (or
even lose all treatment).'2

Although evidence is lacking about the most
effective methods to convey the information
included in most patient-provider agreements,
such agreements have been widely used and are
recommended by regulators and many experts on
treatment guidelines for long-term opioid therapy.?®
The Veterans Administration and U.S. Department
of Defense chartered an expert panel to undertake
a systematic review of existing medical literature
on this subject. In the clinical practice guidelines
resulting from that work, the panel concluded that
opioid treatment agreements are a standard of
care when prescribing long-term opioid therapy.'?®

Clinicians should strive to craft agreements
that serve their patients’ best interests and avoid
coercive or punitive language. Thus, agreements
should avoid:

1. Putting all burden on the patient rather than
sharing it between patient and clinician

2. Framing the agreement in terms of
punishments for possible future crimes or
difficulties
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3. Using language that is
dominating, or pejorative

4. Using coercion in any way

5. Imposing limitations for the clinician's
convenience without clear and substantial
benefit for the patient.

6. Insisting on behaviors unrelated to actual
use of medications Using the term “fired” to
describe termination of treatment.

7. Threatening abandonment or suggesting that
patients will not have continued access to non-
opioid pain-relieving treatments if opioids are
terminated

stigmatizing,

To be effective, written agreements must be
clearly understood by the patient. This may require
the provision of agreements in multiple languages.
All agreements should be written at the sixth- to
seventh-grade level or even lower.'® Translators
may need to be provided for speakers of other
languages to ensure patient understanding and
effective informed consent. A patient who does not
fully understand the potential risks and benefits of
a treatment cannot be truly “informed” as required
by the legal and ethical quidelines for medical
practice. Time must be allowed for patients to ask
questions, and for prescribers to ensure patients
understand what they are being told. Some, or all,
of these tasks may be handled by trained personnel
(or staff members) rather than clinicians.

Although the term “agreement” is generally
perceived as being more patient-friendly than the
word “contract,” clinicians should understand
that, from a legal standpoint, any written or oral
agreement between a prescriber and a patient may
be considered a binding “contract.”"*® Clinicians
should ensure that the terms in any agreement
are understood by the patient, and are acceptable,
attainable, and consistent with high-quality practice.

BEFORE MOVING ON THE NEXT SECTION,
PLEASE COMPLETE CASE STUDY 4 ON THE
NEXT PAGE.

Creating individualized function-based pain
treatment plans

Once a patient has been assessed and
accepted as a candidate for chronic opioid therapy,
and after informed consent has been obtained for
such treatment, a written plan for implementing the
treatment should be drafted. Such plans typically
include a statement of the goals of therapy. These
goals should be written carefully in light of the
inherent subjectivity of pain. Since pain itself cannot
be measured objectively, framing treatment goals
solely in terms of pain relief means that such goals
cannot be objectively confirmed.

Although a patient’s subjective pain and
suffering are obviously important factors, only the
functional impact of the pain can be measured
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and used to create objective treatment goals. This
impact takes many forms, but typically chronic
pain erodes foundations of daily life, such as
physical activity, concentration, emotional stability,
interpersonal relationships, and sleep. This can, in
turn, degrade functioning at work or in the home,
which can lead to depression, anxiety, insomnia,
and even suicide. Clinicians should know that even
relatively modest reductions in pain can translate
into significant functional improvements as pain
rating declines.” A 20% reduction in a pain score
(i.e., roughly two points on the standard 0-10 pain
scale) may be acceptable if it produces significant
functional benefits for a patient.

Framing treatment goals in terms of improved
patient functioning, rather than merely pain relief,
offers two primary advantages to clinicians:

*  Prescribing decisions (or decisions to
terminate treatment) are based on outcomes
that can be objectively demonstrated to both
clinician and patient (and, possibly, to the
patient’s family)

* Individual differences in pain tolerance become
secondary to the setting and monitoring of
treatment goals, since subjectively perceived
levels of pain are not the primary focus in
determining functionality.

Basing treatment plans on functional goals is
especially valuable in the context of prescribing
opioid pain medications, because such goals may
help determine whether a patient has an opioid
use disorder because patients with OUD often have
decreased functioning, while effective pain relief
typically improves functioning.

Functional decline itself may result from a
range of problems, including inadequate pain relief,
non-adherence to a regimen, function-limiting side
effects, or untreated affective disorders. Sometimes
impaired functioning is the result of OUD, and
these objective results may shed valuable light on
an otherwise confusing presentation of a patient’s
pain symptoms.

Functional treatment goals should be realistic.
Progress in restoring function is usually slow and
gains are typically incremental. Chronic non-cancer
pain is often marked by long-standing physical
and psychological deconditioning, and recovery
may require reconditioning that may take weeks,
months, or years. It is much better to set goals that
are slightly too low than slightly too high. Raising
goals after a patient has “succeeded” in achieving
them is far more motivational and encouraging than
lowering goals after a patient has “failed.” Table 4
illustrates some simple functional goals and ways
they might be verified.

The responsibility for obtaining evidence of
success in meeting a functional goal lies with
the patient and should be made explicit in the
prescribing agreement. If a patient is unable to
document or achieve the progress outlined in a
treatment plan, this may suggest a need for goal
readjustment.

Initiating therapy

When initiating a trial of opioids, start with
immediate-release  formulations because their
shorter half-life reduces the risk of inadvertent
overdose. Prescribe low doses on an intermittent,
as-needed basis. For elderly patients who have
comorbidities, start at an even lower dose (25-50%
of usual adult dose).

Long-term opioid use often begins with
treatment for acute pain, and research shows
that opioids are often over-prescribed for acute
pain. For example, a study of 1,416 patients in a
6-month period found that surgeons prescribed a
mean of 24 pills (standardized to 5 mg oxycodone)
but patients reported using a mean of only 8.1
pills (utilization rate 34%).?> For acute pain, only
enough opioids should be prescribed to address
the expected duration and severity of pain from an
injury or procedure (or to cover pain relief until a
follow-up appointment). Several guidelines about
opioid prescribing for acute pain from emergency
departments'"'32 and other settings'*'** have
recommended prescribing < 3 days of opioids in
most cases, whereas others have recommended
< 7 days,”® or < 14 days.”® (DC guidelines
suggest that for most painful conditions (barring
major surgery or trauma) a 3-day supply should
be enough, although many factors must be taken
into account (for example, some patients might live
so far away from a health care facility or pharmacy
that somewhat larger supplies might be justified)
and clinician judgment is an important factor in
determining the supply.*'

Monitoring opioid use

Follow-up appointments should occur one to
four weeks after initiation of opioids or with dose
changes; maintenance therapy visits should occur
at least every three months. Each visit should
include an assessment using a pain and function
tool, questions about side effects, evaluation of
overdose risk, and discussions about how the
medication is being used.**

Many strategies to monitor opioid use and
ensure patient safety have been recommended.
However, simply asking patients how they are using
the medication, how often they take it, how many
pills they take at one time, and what triggers them
to take the medication, can identify patients who
may be misusing opioids or need changes to their
pain management plan.



Case Study 4

Instructions: Spend 5-10 minutes reviewing the case below and considering the questions that follow.

Inessa is 72 and lives in an urban area, having immigrated from Russia as a young woman. She grew up on a farm and worked in the fields or tending
animals starting as a child. She blames these early labors for the arthritis she now has in her hands and wrists, and for the pain she feels in her lower
back. Although Inessa lives alone, following the death of her husband from a heart attack 5 years ago, she relies on a young man who lives in a small
apartment attached to her house for help with activities of daily living and simply for company.

According to Inessa, the pain medication she was prescribed for her arthritis (short-acting hydrocodone/acetaminophen) is no longer working
and she has come to you asking for either a different medication or a higher dose of the existing medication. Despite her reported pain, Inessa
is ambulatory and appears cognitively intact. She takes a range of herbal supplements including St. John’s wort, turmeric, and a “joint support”
supplement, the ingredients of which she is unsure. She has a very insistent, demanding personality and is convinced she needs the new, or higher-
dose, opioid medication.

1. How would you respond to Inessa’s request?

2. What alternatives to an opioid analgesic could you offer to Inessa?

3. If you end up prescribing an opioid analgesic for Inessa, would you require that she sign a patient-provider agreement? If so,
what specific caveats would you include in the agreement?

4. Would it be prudent to include the young man who cares for her in discussions about treatment?

Table 4: Example of functional goals and evidence used to assess progress'®

Functional Goal

Evidence

Begin physical therapy

Letter from physical therapist

Sleeping in bed as opposed to lounge chair

Report by family member or friend (either in-person or in writing) *

Participation in pain support group

Letter from group leader

Increased activities of dalily living

Report by family member or friend

Walk around the block

Pedometer recordings or written log of activity

Increased social activities

Report by family member or friend

Resumed sexual relations

Report by partner

Returned to work

Pay stubs from employer or letter confirming the patient is off of disability leave

Daily exercise

Gym attendance records or report from family member or friend

* Involving other persons requires explicit permission from the patient, and this permission should be documented.




Other ways to objectively monitor opioid use are
checking prescription drug monitoring programs,
completing urine drug tests/oral fluid tests, or
random pill counts.

Relatively infrequent urine monitoring may be
appropriate for low-risk patients on a stable dose
of opioids (i.e., 1-2 times a year). More frequent or
intense monitoring is appropriate for patients during
the initiation of therapy or if the dose, formulation,
or opioid medication is changed. Patients who may
need more frequent or intense monitoring (i.e., 4-6
times a year) include:'*

e Those with a prior history of an addictive
disorder, past abuse, or other aberrant use

* Those in an occupation demanding mental
acuity

*  Older adults

»  Patients with an unstable or dysfunctional
social environment

e Those with comorbid psychiatric or medical
conditions

It is important to recognize that urine drug
testing is expensive and not all insurance companies
will pay for frequent testing. Discuss the cost of
testing with patients. Also, only order the test that is
necessary. It is not necessary to order quantitative
(definitive test) testing on all patients as this test
can be very expensive. For low-risk patients urine
drug screening (presumptive test), even done as
a point of care test, may be sufficient. However, if
the urine drug screen will not detect the drug of
interest, then a quantitative test will be needed.

Trust is a necessary part of any patient/
clinician relationship, but studies suggest that in
the context of controlled substances, it is unwise to
rely on a patient’s word that medications are being
consumed as prescribed. Although the use of more
objective ways to monitor adherence to medication
regimens is an imperfect science, such methods
remain an essential component of periodic review.
Multiple objective methods to assess adherence
exist, but there is no single “best” approach and all
such methods have both advantages and potential
drawbacks.

In the context of family practice settings (and
even pain specialist settings) unobserved urine
collection is usually an acceptable procedure for
drug testing. Prescribers, however, should be
aware of the many ways in which urine specimens
can be adulterated. Specimens should be shaken
to determine if soap products have been added,
for example. The urine color should be noted on
any documentation that accompanies the specimen
for evaluation, since unusually colored urine could
indicate adulteration. Urine temperature and pH
should be measured immediately after collection
when possible."!
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Prescribers should be familiar with the
metabolites associated with each opioid that may
be detected in urine, since the appearance of a
metabolite can be misleading. A patient prescribed
codeine, for example, may test positive for morphine
because morphine is a metabolite of codeine.
Similar misunderstandings may occur for patients
prescribed hydrocodone who appear positive for
hydromorphone or oxycodone and oxymorphone.

Opioid rotation and equianalgesic dosing

“Opioid rotation” means switching from one
opioid to another in order to better balance analgesia
and side effects. Rotation may be needed because
of a lack of efficacy (often related to tolerance),
bothersome or unacceptable side effects, increased
dosing that exceeds the recommended limits of
the current opioid (e.g., dose limitations of co-
compounded acetaminophen), or inability to absorb
the medication in its present form (i.e., if there is a
change in the patient’s ability to swallow, switch to
a formulation that can be absorbed by a different
route such as transdermal.)

Because of the large number of variables
involved in how any given opioid will affect any
given patient, opioid rotation must be approached
cautiously, particularly when converting from an
immediate-release formulation to an ER/LA product.
As noted previously, equianalgesic charts must be
used carefully, and titration must be done carefully
and with appropriate monitoring. In some cases,
because of the risk of potential harm during the
time of rotating from one chronic opioid regimen to
another, it may be wise to initially use lower doses
of an ER/LA opioid than might be suggested by
equianalgesic charts, while temporarily liberalizing,
as needed, the use of a short-acting opioid."*® This
would then be followed by gradual titration of the
LA opioid to the point where the as-needed short-
acting opioid is incrementally reduced, until no
longer necessary.

Equianalgesic dosing charts help clinicians
determine the appropriate starting dose of an
opioid when changing routes of administration or
when changing from one opioid drug to another.
Such charts must be used carefully, however. A
high degree of variation has been found across
the various charts and online calculator tools, and
may account for some overdoses and fatalities.'*
The optimal dose for a specific patient must be
determined by careful titration and appropriate
monitoring, and clinicians must be mindful that
patients may exhibit incomplete cross-tolerance to
different types of opioids because of differences
in the receptors or receptor sub-types to which
different opioids bind."® In addition, the patient’s
existing level of opioid tolerance as well as
concurrent medications that depress the central

nervous system must be taken into account. Printed
equianalgesic charts are common, and online
calculators are also freely available (a common one
can be accessed at clincalc.com/Opioids). Always
work with a clinical pharmacist if you do not have
a lot of experience with opioid rotation as this can
be a risk factor for unintentional opioid overdose.

Recognizing patients with opioid use disorder

Whenever a clinician considers treating pain with
a controlled substance, such as an opioid, risk of
misuse or diversion is always a possibility, no matter
how remote, and must be assessed. Some patient
characteristics are predictive of a potential for drug
abuse, misuse, or other aberrant behaviors. The
factor that appears to be most strongly predictive in
this regard is a personal or family history of alcohol
or drug abuse.?® Some studies have also shown
that younger age and the presence of psychiatric
conditions are also associated with aberrant drug-
related behaviors.?

In evaluating patients with chronic pain for risk
of addiction or signs that they may be abusing a
controlled substance, it may be helpful to consider
the sets of characteristics listed in Table 5.

Signs of physical dependence include the
appearance of an abstinence syndrome with
abrupt cessation or diminution of chronic drug
administration and is not the same as OUD, a
condition where patients lose control of their opioid
use or compulsively use opioids. The nature and
time of onset of this syndrome vary with drug
actions and half-life. Slow tapering of the drug
(e.g., 10-15% reduction in dosage per day or every
other day) usually avoids the appearance of an
abstinence syndrome.

Managing Non-Adherent Patients

Patients who exhibit aberrant drug-related
behaviors or non-adherence to an opioid
prescription should be monitored more closely than
compliant patients. Concern that a patient is non-
adherent should prompt a thorough evaluation.
The way clinicians interact with patients can affect
the relationship (for better or worse) and influence
treatment outcomes. A clinician’s negative reactions
to non-adherence might include anger at the patient,
disappointment and sadness at the apparent
betrayal of trust, or fear that the patient's behavior
could expose the provider to legal jeopardy.'™

The use of patient—provider agreements and/
or informed consent documents can help clinicians
navigate the uncertainties that can arise in cases
of real or apparent non-adherence, and may help
make the process less confrontational. Consultation
with an addiction medicine specialist or psychiatrist
may be necessary if addiction is suspected or if a
patient’s behavior becomes so problematic that it
jeopardizes the clinician/patient relationship.



Table 5: Chronic pain patients vs. patients with an OUD'*’

Patient with chronic pain

Patient with an opioid use disorder

Medication use is not out of control

Medication use is out of control

Medication use improves quality of life

Medication use impairs quality of life

Wants to decrease medication if adverse effects develop

Medication use continues or increases despite adverse effects

Is concerned about the physical problem being treated with the drug

treatment

Unaware of or in denial about any problems that develop as a result of drug

Follows the practitioner-patient agreement for use of the opioid

Does not follow opioid agreement

May have left over medication

Does not have leftover medication

Loses prescriptions

Always has a story about why more drug is needed

Treatment Termination

Reasons for discontinuing an opioid analgesic
can include the healing of or recovery from an injury,
medical procedure, or condition; intolerable side
effects; lack of response; or discovery of misuse of
medications. Regardless of the reason, termination
should be accomplished so as to minimize
unpleasant withdrawal symptoms by tapering the
opioid medication slowly, by carefully changing to a
new formulation, or by effectively treating an opioid
use disorder if it has developed. Approaches to
weaning range from a slow 10% reduction per week
to a more aggressive 25 to 50% reduction every
few days.?® In general, a slower taper will produce
fewer unpleasant symptoms of withdrawal; however,
this may not be the safe course of action for a
patient experiencing side effects or who has OUD.

Opioid therapy must be discontinued or re-
evaluated whenever the risk of therapy is deemed
to outweigh the benefits being provided.
A clinician may choose to continue opioid treatment
with intensified monitoring, ~counseling, and
careful documentation if it is deemed in the best
interest of the patient. This requires, however,
careful consideration and a well-documented risk
management plan that addresses the greater
resources necessary for opioid continuation
following evidence of misuse.

If termination of the physician/patient
relationship is deemed necessary (though it
rarely is), clinicians must ensure that the patient
is transferred to the care of another physician or
provider and ensure that the patient has adequate
medications to avoid unnecessary risk, such as from
uncontrolled or unpleasant withdrawal. Practitioners
can be held accountable for patient abandonment if
medical care is discontinued without justification or
adequate provision for subsequent care.

Caution with dose escalation

When escalating opioid doses, be aware of
two possible critical daily thresholds—50 and 90
MMED.>* According to the CDC, doses >50 MMED
are associated with more than double the risk of
overdose compared to patients on <50 MMED.*

For patients on >90 MMED, a 9-fold increase in
mortality risk was observed compared with the
lowest opioid doses. Ninety MMED is considered by
several guidelines as a “red flag” dose beyond which
careful assessment, more frequent monitoring, and
documentation of expected benefits are required
(note, however, that this limit doesn't apply to
patients with severe cancer pain or end-of-life pain).
The total MMED for all prescribed opioids should
be used (MMED is automatically calculated on many
state PDMP reports). Physician clinical judgment is
also important in determining daily thresholds and
the CDC limits can be used as a guide.

Role of ER/LA opioids and methadone

ER/LA opioids include methadone, transdermal
fentanyl, and extended-release versions of opioids
such as oxycodone, oxymorphone, hydrocodone,
and morphine. A 2015 study found a higher risk for
overdose among patients initiating treatment with
ER/LA opioids than among those initiating treatment
with immediate-release opioids.'** As noted above,
