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Wisconsin Medical Examining Board Opioid Prescribing Guideline

Scope and purpose of the guideline: To help providers make informed decisions about acute
and chronic pain treatment -pain lasting longer than three months or past the time of normal
tissue healing. The guideline is not intended for patients who are in active cancer treatment,
palliative care, or end-of-life care. Although not specifically designed for pediatric pain, many of
the principals upon which they are based could be applied there, as well.

Opioids pose a potential risk to all patients. The guideline encourages providers to implement
best practices for responsible prescribing which includes prescribing the lowest effective dose for
the shortest possible duration for post-operative care and acutely-injured patients.

1) Identify and treat the cause of the pain, use non-opioid therapies

Use non-pharmacologic therapies (such as yoga, exercise, cognitive behavioral therapy and
complementary/alternative medical therapies) and non-opioid pharmacologic therapies (such as
acetaminophen and anti-inflammatories) for acute and chronic pain. Don’t use opioids routinely
for chronic pain. When opioids are used, combine them with non-pharmacologic or non-opioid
pharmacologic therapy, as appropriate, to provide greater benefits.

2) Start low and go slow

When opioids are used, prescribe the lowest possible effective dosage and start with immediate-
release opioids instead of extended-release/long-acting opioids. Only provide the quantity
needed for the expected duration of pain.

3) Close follow-up

Regularly monitor patients to make sure opioids are improving pain and function without
causing harm. If benefits do not outweigh harms, optimize other therapies and work with patients
to taper or discontinue opioids, if needed.

What’s included in the guideline?

The guideline addresses patient-centered clinical practices including conducting thorough
assessments, considering all possible treatments, treating the cause of the pain, closely
monitoring risks, and safely discontinuing opioids. The three main focus areas in the guideline
include:

1) Determining when to initiate or continue opioids

-Selection of non-pharmacologic therapy, non-opioid pharmacologic therapy, opioid therapy
-Establishment of treatment goals

-Discussion of risks and benefits of therapy with patients
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2) Opioid selection, dosage, duration, follow-up and discontinuation
-Selection of immediate-release or extended-release and long-acting opioids
-Dosage considerations

-Duration of treatment

-Considerations for follow-up and discontinuation of opioid therapy

3) Assessing risk and addressing harms of opioid use

-Evaluation of risk factors for opioid-related harms and ways to mitigate/reduce patient risk
-Review of prescription drug monitoring program (PDMP) data

-Use of urine drug testing

-Considerations for co-prescribing benzodiazepines

-Arrangement of treatment for opioid use disorder

Prescription Opioid Guideline

1. Pain is a subjective experience and at present, physicians lack options to objectively quantify
pain severity other than by patient reported measures including pain intensity. While accepting
the patient’s report of pain, the clinician must simultaneously decide if the magnitude of the pain
complaint is commensurate with causative factors and if these have been adequately evaluated
and addressed with non-opioid therapy.

2. In treating acute pain, if opioids are at all indicated, the lowest dose and fewest number of
opioid pills needed should be prescribed. In most cases, less than 3 days’ worth are necessary,
and rarely more than 5 days’ worth. Left-over pills in medicine cabinets are often the source for
illicit opioid abuse in teens and young adults. When prescribing opioids, physicians should
consider writing two separate prescriptions for smaller amounts of opioids with specific refill
dates, rather than a single large prescription. Most patients do not fill the second prescription,
thus limiting opioid excess in a patient’s home and potential misuse.

3. A practitioner’s first priority in treating a patient in pain is to identify the cause of the pain
and, if possible, to treat it. While keeping the patient comfortable during this treatment is
important, it is critical to address to the extent possible the underlying condition as the primary
objective of care.

a. Patients unwilling to obtain definitive treatment for the condition causing their pain should be
considered questionable candidates for opioids. If opioids are prescribed to such patients,
documentation of clear clinical rationale should exist.

b. Opioids should not be prescribed unless there is a medical condition present which would
reasonably be expected to cause pain severe enough to require an opioid. For conditions where
this is questionable, use of other treatments instead of opioids should be strongly considered.

c. Consultation should be considered if diagnosis of and/or treatment for the condition causing
the pain is outside of the scope of the prescribing practitioner.

4. Opioids should not necessarily be the first choice in treating acute or chronic pain.

a. Acute pain: Evidence for opioids is weak. Other treatments such as acetaminophen, anti-
inflammatories, and non-pharmacologic treatments should be attempted prior to initiating opioid



therapy. Although opioids could be simultaneously prescribed if it is apparent from the patient’s
condition that he/she will need opioids in addition to these. Don’t use opioids routinely for
chronic pain. When opioids are used, combine them with non-pharmacologic or non-opioid
pharmacologic therapy, as appropriate, to provide greater benefits.

b. Acute pain lasting beyond the expected duration: A complication of the acute pain issue
(surgical complication, nonunion of fracture, etc.) should be ruled out. If complications are ruled
out, a transition to non-opioid therapy (tricyclic antidepressant, serotonin/norepinephrine re-
uptake inhibitor, anticonvulsant, etc.) should be attempted.

c. Chronic pain: Evidence for opioids is poor. Other treatments such as acetaminophen, anti-
inflammatories, and non-pharmacologic treatments (such as yoga, exercise, cognitive behavioral
therapy and complementary/alternative medical therapies) should be utilized. Multiple meta-
analyses demonstrate that the benefits of opioids are slight, while annualized mortality rates
dramatically increased. There are few if any treatments in medicine with this poor a risk/benefit
ratio, and there should be adequate clinical indication to indicate why chronic opioid therapy was
chosen in a given patient. Note: There is no high-quality evidence to support opioid therapy
longer than 6 months in duration. Despite this fact, it is considered acceptable although not
preferable to continue patients on treatment who have been on chronic opioid therapy prior to
this Guideline's release and who have shown no evidence of aberrant behavior.

d. Patients unwilling to accept non-pharmacological and/or nonnarcotic treatments (or those
providing questionably credible justifications for not using them) should not be considered
candidates for opioid therapy.

5. Patients should not receive opioid prescriptions from multiple physicians. There should be a
dedicated provider such as a primary care or pain specialist to provide all opioids used in treating
any patient's chronic pain, with existing pain contracts being honored. Physicians should avoid
prescribing controlled substances for patients who have run out of previously prescribed
medication or have had previous prescriptions lost or stolen.

6. Physicians should avoid using intravenous or intramuscular opioid injections for patients with
exacerbations of chronic non-cancer pain in the emergency department or urgent care setting.

7. Physicians are encouraged to review the patient’s history of controlled substance prescriptions
using the Wisconsin Prescription Drug Monitoring Program (PDMP) data to determine whether
the patient is receiving opioid dosages or dangerous combinations that put him or her at high risk
for overdose. As of April, 2017, Wisconsin state law requires prescribers to review the PDMP
before prescribing any controlled substance for greater than a three-day supply.

8. Pain from acute trauma or chronic degenerative diseases can oftentimes be managed without
opioids prior to surgery. Surgical patients using opioids preoperatively have higher
complications rates, require more narcotics postoperatively, and have lower satisfaction rates
with poorer outcomes following surgery.

9. Prescribing of opioids is not encouraged in patients concurrently taking benzodiazepines or
other respiratory depressants. Benzodiazepines triple the already high increases in annual
mortality rates from opioids. If they are used concurrently, clear clinical rationale must exist.



10. The use of oxycodone is discouraged. There is no evidence to support that oxycodone is
more effective than other oral opioids, while there are multiple studies indicating that oxycodone
is more abused and has qualities that would promote addiction to a greater degree than other
opioids. As a result, oxycodone should not be considered first-line and should be used only in
patients who cannot tolerate other opioids and who have been evaluated for and found not to
demonstrate increased risk of abuse.

11. Patients presenting for chronic pain treatment should have a thorough evaluation, which may
include the following:

a. Medical history and physical examination targeted to the pain condition
b. Nature and intensity of the pain
c. Current and past treatments, with response to each treatment

d. Underlying or co-existing diseases or conditions, including those which could complicate
treatment (i.e., renal disease, sleep apnea, COPD, etc.)

e. Effect of pain on physical and psychological functioning
f. Personal and family history of substance abuse

g. History of psychiatric disorders associated with opioid abuse (bipolar, ADD/
ADHD, sociopathic, borderline, untreated/severe depression)

h. Medical indication(s) for use of opioids.

12. Initiation of opioids for chronic pain should be considered on a trial basis. Prior to starting
opioids, objective symptomatic and functional goals should be established with the patient. If
after a reasonable trial these goals are not met, then opioids should be weaned or discontinued.

13. Practitioners should always consider the risk-benefit ratio when deciding whether to start or
continue opioids. Risks and benefits should be discussed with patients prior to initiating chronic
opioid therapy, and continue to be reassessed during that therapy. If evidence of increased risk
develops, weaning or discontinuation of opioids should be considered. If evidence emerges that
indicates that the opioids put a patient at the risk of imminent danger (overdose, addiction, etc.),
or that they are being diverted, opioids should be discontinued and the patient should be treated
for withdrawal, if needed.

a. Exceptions to this include patients with unstable angina and pregnant patients, especially in
the 3rd trimester (withdrawal could precipitate pre-term labor).

b. Components of ongoing assessment of risk include:
i. Review of the Prescription Drug Monitoring Program (PDMP) information

ii. Periodic urine drug testing (including chromatography) — at least yearly in low risk cases,
more frequently with evidence of increased risk

iii. Periodic pill counts — at least yearly in low risk cases, more frequently if evidence of
increased risk

iiii. Violations of the opioid agreement



14. All patients on chronic opioid therapy should have informed consent consisting of:

a. Specifically detailing significant possible adverse effects of opioids, including (but not limited
to) addiction, overdose, and death

b. Treatment agreement, documenting the behaviors required of the patient by the prescribing
practitioner to ensure that they are remaining safe from these adverse effects

15. Initial dose titration for both acute and chronic pain should be with short-acting opioids. For
chronic therapy, it would be appropriate once an effective dose is established to consider long-
acting agents for a majority of the daily dose.

16. Opioids should be prescribed in the lowest effective dose. This includes prescribing the
lowest effective dose for the shortest possible duration for post-operative care and acutely-
injured patients. If daily doses for chronic pain reach 50 morphine milligram equivalents
(MMEs), additional precautions should be implemented (see #13.b. above). Given that there is
no evidence base to support efficacy of doses over 90 MMEs, with dramatically increased risks,
dosing above this level is strongly discouraged, and appropriate documentation to support such
dosing should be present on the chart.

17. The use of methadone is not encouraged unless the practitioner has extensive training or
experience in its use. Individual responses to methadone vary widely; a given dose may have no
effect on one patient while causing overdose in another. Metabolism also varies widely and is
highly sensitive to multiple drug interactions, which can cause accumulation in the body and
overdose. For a given analgesic effect, the respiratory depressant effect is much stronger
compared to other opioids. Finally, methadone can have a potent effect on prolonging the QTc,
predisposing susceptible patients to potentially fatal arrhythmias.

18. Prescribing of opioids is strongly discouraged for patients abusing illicit drugs. These
patients are at extremely high risk for abuse, overdose, and death. If opioids are prescribed to
such patients, a clear and compelling justification should be present.

19. During initial opioid titration, practitioners should re-evaluate patients every 1-4 weeks.
During chronic therapy, patients should be seen at least every 3 months, more frequently if they
demonstrate higher risk.

20. Practitioners should consider prescribing naloxone for home use in case of overdose for
patients at higher risk, including:

a. History of overdose (a relative contraindication to chronic opioid therapy)
b. Opioid doses over 50 MMEs/day
c. Clinical depression

d. Evidence of increased risk by other measures (behaviors, family history, PDMP, UDS, risk
questionnaires, etc.)



The recommended dose is 0.4 mg for IM or intranasal use, with a second dose available if the
first is ineffective or wears off before EMS arrives. Family members can be prescribed naloxone
for use with the patient.

21. All practitioners are expected to provide care for potential complications of the treatments
they provide, including opioid use disorder. As a result, if a patient receiving opioids develops
behaviors indicative of opioid use disorder, the practitioner should be able to assist the patient in
obtaining addiction treatment, either by providing it directly (buprenorphine, naltrexone, etc.
plus behavioral therapy) or referring them to an addiction treatment center which is willing to
accept the patient. Simply discharging a patient from the provider’s practice after prescribing the
medication that led to the complication of opioid use disorder is not considered acceptable.

22. Discontinuing Opioid Therapy

A. If lack of efficacy of opioid therapy is determined, discontinuation of therapy should be
performed.

1. Opioid weaning can be performed by reducing the MED by 10% weekly until 5-10mg
MED remain at which time the opioid can be fully discontinued.

2. Prescription of clonidine 0.2 mg po BID or tizanidine 2mg po TID can be provided to patients
complaining of opioid withdrawal related symptoms.

B. If evidence of increased risk develops, weaning or discontinuation of opioid should be
considered.

1. Opioid weaning can be performed by reducing the MED by 25% weekly until 5-10mg
MED remain at which time the opioid can be fully discontinued.

2. Prescription of clonidine 0.2 mg po BID or tizanidine 2mg po TID can be provided to patients
complaining of opioid withdrawal related symptoms.

3. Physicians can consider weekly or bi-monthly follow-up during the weaning process.

C. If evidence emerges that indicates that the opioids put a patient at the risk of imminent danger
(overdose, addiction, etc.), or that they are being diverted, opioids should be immediately
discontinued and the patient should be treated for withdrawal, if needed.

1. Exceptions to abrupt opioid discontinuation include patients with unstable angina and
pregnant patients. These patients should be weaned from the opioid medications in a gradual
manner with close follow-up.
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IMPROVING PRACTICE THROUGH RECOMMENDATIONS

CDC’s Guideline for Prescribing Opioids for Chronic Pain is intended to improve communication between providers and
patients about the risks and benefits of opioid therapy for chronic pain, improve the safety and effectiveness of pain
treatment, and reduce the risks associated with long-term opioid therapy, including opioid use disorder and overdose.
The Guideline is not intended for patients who are in active cancer treatment, palliative care, or end-of-life care.

DETERMINING WHEN TO INITIATE OR CONTINUE OPIOIDS FOR CHRONIC PAIN

Nonpharmacologic therapy and nonopioid pharmacologic therapy
are preferred for chronic pain. Clinicians should consider opioid
therapy only if expected benefits for both pain and function are
anticipated to outweigh risks to the patient. If opioids are used,
they should be combined with nonpharmacologic therapy and
nonopioid pharmacologic therapy, as appropriate.

e CLINICAL REMINDERS

@ Opioids are not first-line or routine
therapy for chronic pain

® Establish and measure goals for pain

and function
‘ Before starting opioid therapy for chronic pain, clinicians ® Discuss benefits and risks and
should establish treatment goals with all patients, including availability of nonopioid therapies with
realistic goals for pain and function, and should consider how : patient

opioid therapy will be discontinued if benefits do not outweigh
risks. Clinicians should continue opioid therapy only if there is
clinically meaningful improvement in pain and function that
outweighs risks to patient safety.

‘ Before starting and periodically during opioid therapy, clinicians
should discuss with patients known risks and realistic benefits

of opioid therapy and patient and clinician responsibilities for

managing therapy.

U.S. Department of

Health and Human Services
Centers for Disease

Control and Prevention

LEARN MORE | www.cdc.gov/drugoverdose/prescribing/guideline.html



OPIOID SELECTION, DOSAGE, DURATION, FOLLOW-UP, AND DISCONTINUATION

When starting opioid therapy for chronic pain, clinicians should prescribe
immediate-release opioids instead of extended-release/long-acting (ER/LA)
opioids.

- CLINICAL REMINDERS

® Use immediate-release opioids

when starting When opioids are started, clinicians should prescribe the lowest effective dosage.

Clinicians should use caution when prescribing opioids at any dosage, should
carefully reassess evidence of individual benefits and risks when considering
increasing dosage to =50 morphine milligram equivalents (MME)/day, and should
avoid increasing dosage to =90 MME/day or carefully justify a decision to titrate
dosage to =90 MME/day.

@ Start low and go slow

® When opioids are needed for
acute pain, prescribe no more

than needed Long-term opioid use often begins with treatment of acute pain. When opioids

are used for acute pain, clinicians should prescribe the lowest effective dose of
immediate-release opioids and should prescribe no greater quantity than needed
for the expected duration of pain severe enough to require opioids. Three days or
less will often be sufficient; more than seven days will rarely be needed.

@ Do not prescribe ER/LA opioids
for acute pain

© Follow-up and re-evaluate risk Clinicians should evaluate benefits and harms with patients within 1 to 4 weeks

................................

of harm; reduce dose or taper
and discontinue if needed

of starting opioid therapy for chronic pain or of dose escalation. Clinicians
should evaluate benefits and harms of continued therapy with patients every 3
months or more frequently. If benefits do not outweigh harms of continued opioid
therapy, clinicians should optimize other therapies and work with patients to
taper opioids to lower dosages or to taper and discontinue opioids.

ASSESSING RISK AND ADDRESSING HARMS OF OPIOID USE

Before starting and periodically during continuation of opioid therapy, clinicians :-CLINICAL REMINDERS
should evaluate risk factors for opioid-related harms. Clinicians should incorporate :
into the management plan strategies to mitigate risk, including considering offering ® Evaluate risk factors for

naloxone when factors that increase risk for opioid overdose, such as history of
overdose, history of substance use disorder, higher opioid dosages (=50 MME/day),
or concurrent benzodiazepine use, are present.

opioid-related harms

® Check PDMP for high dosages
Clinicians should review the patient’s history of controlled substance prescriptions and prescriptions from other
using state prescription drug monitoring program (PDMP) data to determine providers
whether the patient is receiving opioid dosages or dangerous combinations that
put him or her at high risk for overdose. Clinicians should review PDMP data when e Use urine drug testing to identify
starting opioid therapy for chronic pain and periodically during opioid therapy for .
chronic pain, ranging from every prescription to every 3 months. pres_c”hEd substances and

undisclosed use

When prescribing opioids for chronic pain, clinicians should use urine drug testing
before starting opioid therapy and consider urine drug testing at least annually to e Avoid concurrent benzodiazepine
assess for prescribed medications as well as other controlled prescription drugs and and opioid prescribing
illicit drugs.
Clinicians should avoid prescribing opioid pain medication and benzodiazepines ® Arrange treatment for opioid use

concurrently whenever possible.

Clinicians should offer or arrange evidence-based treatment (usually medication-
assisted treatment with buprenorphine or methadone in combination with
behavioral therapies) for patients with opioid use disorder.

disorder if needed

LEARN MORE | www.cdc.gov/drugoverdose/prescribing/guideline.html




Please note: An erratum has been published for this issue. To view the erratum, please click here.
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Summary

This guideline provides recommendations for primary care clinicians who are prescribing opioids for chronic pain outside of
active cancer treatment, palliative care, and end-of-life care. The guideline addresses 1) when to initiate or continue opioids for
chronic pain; 2) opioid selection, dosage, duration, follow-up, and discontinuation; and 3) assessing risk and addressing harms
of opioid use. CDC developed the guideline using the Grading of Recommendations Assessment, Development, and Evaluation
(GRADE) framework, and recommendations are made on the basis of a systematic review of the scientific evidence while considering
benefits and harms, values and preferences, and resource allocation. CDC obtained input from experts, stakeholders, the public,
peer reviewers, and a federally chartered advisory committee. It is important that patients receive appropriate pain treatment
with careful consideration of the benefits and risks of treatment options. This guideline is intended to improve communication
between clinicians and patients about the risks and benefits of opioid therapy for chronic pain, improve the safety and effectiveness
of pain treatment, and reduce the risks associated with long-term opioid therapy, including opioid use disorder, overdose, and
death. CDC has provided a checklist for prescribing opioids for chronic pain (http:/lstacks.cdc.govlview/cdc/38025) as well as a
website (http:/fwww.cdc.gov/drugoverdose/prescribingresources.html) with additional tools to guide clinicians in implementing

the recommendations.

Introduction
Background

Opioids are commonly prescribed for pain. An estimated
20% of patients presenting to physician offices with noncancer
pain symptoms or pain-related diagnoses (including acute
and chronic pain) receive an opioid prescription (7). In 2012,
health care providers wrote 259 million prescriptions for opioid
pain medication, enough for every adult in the United States
to have a bottle of pills (2). Opioid prescriptions per capita
increased 7.3% from 2007 to 2012, with opioid prescribing
rates increasing more for family practice, general practice, and
internal medicine compared with other specialties (3). Rates of
opioid prescribing vary greatly across states in ways that cannot
be explained by the underlying health status of the population,
highlighting the lack of consensus among clinicians on how
to use opioid pain medication (2).

Prevention, assessment, and treatment of chronic pain are
challenges for health providers and systems. Pain might go
unrecognized, and patients, particularly members of racial
and ethnic minority groups, women, the elderly, persons with

Corresponding author: Deborah Dowell, Division of Unintentional
Injury Prevention, National Center for Injury Prevention and Control,

CDC. E-mail: gdo7@cdc.gov.
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cognitive impairment, and those with cancer and at the end of
life, can be at risk for inadequate pain treatment (4). Patients
can experience persistent pain that is not well controlled. There
are clinical, psychological, and social consequences associated
with chronic pain including limitations in complex activities,
lost work productivity, reduced quality of life, and stigma,
emphasizing the importance of appropriate and compassionate
patient care (4). Patients should receive appropriate pain
treatment based on a careful consideration of the benefits and
risks of treatment options.

Chronic pain has been variably defined but is defined
within this guideline as pain that typically lasts >3 months or
past the time of normal tissue healing (5). Chronic pain can
be the result of an underlying medical disease or condition,
injury, medical treatment, inflammation, or an unknown cause
(4). Estimates of the prevalence of chronic pain vary, but it
is clear that the number of persons experiencing chronic pain
in the United States is substantial. The 1999-2002 National
Health and Nutrition Examination Survey estimated that
14.6% of adults have current widespread or localized pain
lasting at least 3 months (6). Based on a survey conducted
during 2001-2003 (), the overall prevalence of common,
predominantly musculoskeletal pain conditions (e.g., arthritis,
rheumatism, chronic back or neck problems, and frequent
severe headaches) was estimated at 43% among adults in the
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United States, although minimum duration of symptoms was
not specified. Most recently, analysis of data from the 2012
National Health Interview Study showed that 11.2% of adults
report having daily pain (8). Clinicians should consider the
full range of therapeutic options for the treatment of chronic
pain. However, it is hard to estimate the number of persons
who could potentially benefit from opioid pain medication
long term. Evidence supports short-term efficacy of opioids
for reducing pain and improving function in noncancer
nociceptive and neuropathic pain in randomized clinical trials
lasting primarily <12 weeks (9,10), and patients receiving
opioid therapy for chronic pain report some pain relief when
surveyed (7 1-13). However, few studies have been conducted
to rigorously assess the long-term benefits of opioids for chronic
pain (pain lasting >3 months) with outcomes examined at least
1 year later (/4). On the basis of data available from health
systems, researchers estimate that 9.6-11.5 million adults, or
approximately 3%—4% of the adult U.S. population, were
prescribed long-term opioid therapy in 2005 (75).

Opioid pain medication use presents serious risks, including
overdose and opioid use disorder. From 1999 to 2014, more
than 165,000 persons died from overdose related to opioid
pain medication in the United States (16). In the past decade,
while the death rates for the top leading causes of death such
as heart disease and cancer have decreased substantially, the
death rate associated with opioid pain medication has increased
markedly (7). Sales of opioid pain medication have increased
in parallel with opioid-related overdose deaths (/8). The Drug
Abuse Warning Network estimated that >420,000 emergency
department visits were related to the misuse or abuse of narcotic
pain relievers in 2011, the most recent year for which data
are available (79). Although clinical criteria have varied over
time, opioid use disorder is a problematic pattern of opioid
use leading to clinically significant impairment or distress. This
disorder is manifested by specific criteria such as unsuccessful
efforts to cut down or control use and use resulting in social
problems and a failure to fulfill major role obligations at work,
school, or home (20). This diagnosis has also been referred to
as “abuse or dependence” and “addiction” in the literature,
and is different from tolerance (diminished response to a
drug with repeated use) and physical dependence (adaptation
to a drug that produces symptoms of withdrawal when the
drug is stopped), both of which can exist without a diagnosed
disorder. In 2013, on the basis of DSM-1V diagnosis criteria,
an estimated 1.9 million persons abused or were dependent on
prescription opioid pain medication (27). Having a history of
a prescription for an opioid pain medication increases the risk
for overdose and opioid use disorder (22-24), highlighting the
value of guidance on safer prescribing practices for clinicians.
For example, a recent study of patients aged 15-64 years
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receiving opioids for chronic noncancer pain and followed
for up to 13 years revealed that one in 550 patients died from
opioid-related overdose at a median of 2.6 years from their first
opioid prescription, and one in 32 patients who escalated to
opioid dosages >200 morphine milligram equivalents (MME)
died from opioid-related overdose (25).

This guideline provides recommendations for the prescribing
of opioid pain medication by primary care clinicians for
chronic pain (i.e., pain conditions that typically last >3 months
or past the time of normal tissue healing) in outpatient settings
outside of active cancer treatment, palliative care, and end-
of-life care. Although the guideline does not focus broadly
on pain management, appropriate use of long-term opioid
therapy must be considered within the context of all pain
management strategies (including nonopioid pain medications
and nonpharmacologic treatments). CDC’s recommendations
are made on the basis of a systematic review of the best available
evidence, along with input from experts, and further review
and deliberation by a federally chartered advisory committee.
The guideline is intended to ensure that clinicians and patients
consider safer and more effective treatment, improve patient
outcomes such as reduced pain and improved function,
and reduce the number of persons who develop opioid use
disorder, overdose, or experience other adverse events related
to these drugs. Clinical decision making should be based
on a relationship between the clinician and patient, and an
understanding of the patient’s clinical situation, functioning,
and life context. The recommendations in the guideline are
voluntary, rather than prescriptive standards. They are based
on emerging evidence, including observational studies or
randomized clinical trials with notable limitations. Clinicians
should consider the circumstances and unique needs of each
patient when providing care.

Rationale

Primary care clinicians report having concerns about opioid
pain medication misuse, find managing patients with chronic
pain stressful, express concern about patient addiction, and
report insufficient training in prescribing opioids (26). Across
specialties, physicians believe that opioid pain medication can
be effective in controlling pain, that addiction is a common
consequence of prolonged use, and that long-term opioid
therapy often is overprescribed for patients with chronic
noncancer pain (27). These attitudes and beliefs, combined
with increasing trends in opioid-related overdose, underscore
the need for better clinician guidance on opioid prescribing.
Clinical practice guidelines focused on prescribing can improve
clinician knowledge, change prescribing practices (28), and
ultimately benefit patient health.

US Department of Health and Human Services/Centers for Disease Control and Prevention
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Professional organizations, states, and federal agencies
(e.g., the American Pain Society/American Academy of Pain
Medicine, 2009; the Washington Agency Medical Directors
Group, 2015; and the U.S. Department of Veterans Affairs/
Department of Defense, 2010) have developed guidelines for
opioid prescribing (29-31). Existing guidelines share some
common elements, including dosing thresholds, cautious
titration, and risk mitigation strategies such as using risk
assessment tools, treatment agreements, and urine drug
testing. However, there is considerable variability in the
specific recommendations (e.g., range of dosing thresholds of
90 MME/day to 200 MME/day), audience (e.g., primary care
clinicians versus specialists), use of evidence (e.g., systematic
review, grading of evidence and recommendations, and role of
expert opinion), and rigor of methods for addressing conflict
of interest (32). Most guidelines, especially those that are not
based on evidence from scientific studies published in 2010
or later, also do not reflect the most recent scientific evidence
about risks related to opioid dosage.

This CDC guideline offers clarity on recommendations
based on the most recent scientific evidence, informed by
expert opinion and stakeholder and public input. Scientific
research has identified high-risk prescribing practices that
have contributed to the overdose epidemic (e.g., high-
dose prescribing, overlapping opioid and benzodiazepine
prescriptions, and extended-release/long-acting [ER/LA]
opioids for acute pain) (24,33,34). Using guidelines to address
problematic prescribing has the potential to optimize care and
improve patient safety based on evidence-based practice (28),
as well as reverse the cycle of opioid pain medication misuse
that contributes to the opioid overdose epidemic.

Scope and Audience

This guideline is intended for primary care clinicians (e.g.,
family physicians and internists) who are treating patients
with chronic pain (i.e., pain lasting >3 months or past
the time of normal tissue healing) in outpatient settings.
Prescriptions by primary care clinicians account for nearly
half of all dispensed opioid prescriptions, and the growth
in prescribing rates among these clinicians has been above
average (3). Primary care clinicians include physicians as well
as nurse practitioners and physician assistants. Although the
focus is on primary care clinicians, because clinicians work
within team-based care, the recommendations refer to and
promote integrated pain management and collaborative
working relationships with other providers (e.g., behavioral
health providers, pharmacists, and pain management
specialists). Although the transition from use of opioid
therapy for acute pain to use for chronic pain is hard to predict

US Department of Health and Human Services/Centers for Disease Control and Prevention

and identify, the guideline is intended to inform clinicians
who are considering prescribing opioid pain medication for
painful conditions that can or have become chronic.

This guideline is intended to apply to patients aged 218 years
with chronic pain outside of palliative and end-of-life care. For
this guideline, palliative care is defined in a manner consistent
with that of the Institute of Medicine as care that provides relief
from pain and other symptoms, supports quality of life, and
is focused on patients with serious advanced illness. Palliative
care can begin early in the course of treatment for any serious
illness that requires excellent management of pain or other
distressing symptoms (35). End-of-life care is defined as care
for persons with a terminal illness or at high risk for dying
in the near future in hospice care, hospitals, long-term care
settings, or at home. Patients within the scope of this guideline
include cancer survivors with chronic pain who have completed
cancer treatment, are in clinical remission, and are under cancer
surveillance only. The guideline is not intended for patients
undergoing active cancer treatment, palliative care, or end-
of-life care because of the unique therapeutic goals, ethical
considerations, opportunities for medical supervision, and
balance of risks and benefits with opioid therapy in such care.

The recommendations address the use of opioid pain
medication in certain special populations (e.g., older adults
and pregnant women) and in populations with conditions
posing special risks (e.g., a history of substance use disorder).
The recommendations do not address the use of opioid
pain medication in children or adolescents aged <18 years.
The available evidence concerning the benefits and harms
of long-term opioid therapy in children and adolescents is
limited, and few opioid medications provide information
on the label regarding safety and effectiveness in pediatric
patients. However, observational research shows significant
increases in opioid prescriptions for pediatric populations from
2001 to 2010 (36), and a large proportion of adolescents are
commonly prescribed opioid pain medications for conditions
such as headache and sports injuries (e.g., in one study, 50% of
adolescents presenting with headache received a prescription
for an opioid pain medication [37,38]). Adolescents who
misuse opioid pain medication often misuse medications from
their own previous prescriptions (39), with an estimated 20%
of adolescents with currently prescribed opioid medications
reporting using them intentionally to get high or increase the
effects of alcohol or other drugs (40). Use of prescribed opioid
pain medication before high school graduation is associated
with a 33% increase in the risk of later opioid misuse (47).
Misuse of opioid pain medications in adolescence strongly
predicts later onset of heroin use (42). Thus, risk of opioid
medication use in pediatric populations is of great concern.
Additional clinical trial and observational research is needed,
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and encouraged, to inform development of future guidelines
for this critical population.

The recommendations are not intended to provide guidance
on use of opioids as part of medication-assisted treatment for
opioid use disorder. Some of the recommendations might be
relevant for acute care settings or other specialists, such as
emergency physicians or dentists, but use in these settings or
by other specialists is not the focus of this guideline. Readers
are referred to other sources for prescribing recommendations
within acute care settings and in dental practice, such as the
American College of Emergency Physicians’ guideline for
prescribing of opioids in the emergency department (43); the
American Society of Anesthesiologists’ guideline for acute pain
management in the perioperative setting (44); the Washington
Agency Medical Directors’ Group Interagency Guideline on
Prescribing Opioids for Pain, Part II: Prescribing Opioids in
the Acute and Subacute Phase (30); and the Pennsylvania
Guidelines on the Use of Opioids in Dental Practice (45).
In addition, given the challenges of managing the painful
complications of sickle cell disease, readers are referred to the
NIH National Heart, Lung, and Blood Institute’s Evidence
Based Management of Sickle Cell Disease Expert Panel Report
for management of sickle cell disease (46).

Guideline Development Methods

Guideline Development Using the Grading
of Recommendations Assessment,
Development, and Evaluation Method

CDC developed this guideline using the Grading of

Recommendations Assessment, Development, and Evaluation
(GRADE) method (http://www.gradeworkinggroup.org). This
method specifies the systematic review of scientific evidence
and offers a transparent approach to grading quality of evidence
and strength of recommendations. The method has been
adapted by the CDC Advisory Committee on Immunization
Practices (ACIP) (47). CDC has applied the ACIP translation
of the GRADE framework in this guideline. Within the ACIP
GRADE framework, the body of evidence is categorized
in a hierarchy. This hierarchy reflects degree of confidence
in the effect of a clinical action on health outcomes. The
categories include type 1 evidence (randomized clinical trials
or overwhelming evidence from observational studies), type 2
evidence (randomized clinical trials with important limitations,
or exceptionally strong evidence from observational studies),
type 3 evidence (observational studies or randomized clinical
trials with notable limitations), and type 4 evidence (clinical
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experience and observations, observational studies with
important limitations, or randomized clinical trials with several
major limitations). Type of evidence is categorized by study
design as well as limitations in study design or implementation,
imprecision of estimates, variability in findings, indirectness
of evidence, publication bias, magnitude of treatment effects,
dose-response gradient, and a constellation of plausible biases
that could change observations of effects. Type 1 evidence
indicates that one can be very confident that the true effect
lies close to that of the estimate of the effect; type 2 evidence
means that the true effect is likely to be close to the estimate
of the effect, but there is a possibility that it is substantially
different; type 3 evidence means that confidence in the effect
estimate is limited and the true effect might be substantially
different from the estimate of the effect; and type 4 evidence
indicates that one has very little confidence in the effect
estimate, and the true effect is likely to be substantially different
from the estimate of the effect (47,48). When no studies are
present, evidence is considered to be insufficient. The ACIP
GRADE framework places recommendations in two categories,
Category A and Category B. Four major factors determine
the category of the recommendation: the quality of evidence,
the balance between desirable and undesirable effects, values
and preferences, and resource allocation (cost). Category A
recommendations apply to all persons in a specified group and
indicate that most patients should receive the recommended
course of action. Category B recommendations indicate that
there should be individual decision making; different choices
will be appropriate for different patients, so clinicians must
help patients arrive at a decision consistent with patient
values and preferences, and specific clinical situations (47).
According to the GRADE methodology, a particular quality
of evidence does not necessarily imply a particular strength
of recommendation (48-50). Category A recommendations
can be made based on type 3 or type 4 evidence when
the advantages of a clinical action greatly outweigh the
disadvantages based on a consideration of benefits and harms,
values and preferences, and costs. Category B recommendations
are made when the advantages and disadvantages of a
clinical action are more balanced. GRADE methodology is
discussed extensively elsewhere (47,51). The U.S. Preventive
Services Task Force (USPSTF) follows different methods for
developing and categorizing recommendations (http://www.
uspreventiveservicestaskforce.org). USPSTF recommendations
focus on preventive services and are categorized as A, B, C, D,
and I. Under the Affordable Care Act, all “nongrandfathered”
health plans (that is, those health plans not in existence prior
to March 23, 2010 or those with significant changes to their
coverage) and expanded Medicaid plans are required to cover
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preventive services recommended by USPSTF with a category
A or B rating with no cost sharing. The coverage requirements
went into effect September 23, 2010. Similar requirements are
in place for vaccinations recommended by ACIP, but do not
exist for other recommendations made by CDC, including
recommendations within this guideline.

A previously published systematic review sponsored by the
Agency for Healthcare Research and Quality (AHRQ) on
the effectiveness and risks of long-term opioid treatment of
chronic pain (14,52) initially served to directly inform the
recommendation statements. This systematic clinical evidence
review addressed the effectiveness of long-term opioid therapy
for outcomes related to pain, function, and quality of life; the
comparative effectiveness of different methods for initiating
and titrating opioids; the harms and adverse events associated
with opioids; and the accuracy of risk-prediction instruments
and effectiveness of risk mitigation strategies on outcomes
related to overdose, addiction, abuse, or misuse. For the current
guideline development, CDC conducted additional literature
searches to update the evidence review to include more recently
available publications and to answer an additional clinical
question about the effect of opioid therapy for acute pain on
long-term use. More details about the literature search strategies
and GRADE methods applied are provided in the Clinical
Evidence Review (http://stacks.cdc.gov/view/cdc/38026).
CDC developed GRADE evidence tables to illustrate the
quality of the evidence for each clinical question.

As identified in the AHRQ-sponsored clinical evidence
review, the overall evidence base for the effectiveness and
risks of long-term opioid therapy is low in quality per the
GRADE criteria. Thus, contextual evidence is needed
to provide information about the benefits and harms of
nonpharmacologic and nonopioid pharmacologic therapy
and the epidemiology of opioid pain medication overdose
and inform the recommendations. Further, as elucidated by
the GRADE Working Group, supplemental information on
clinician and patient values and preferences and resource
allocation can inform judgments of benefits and harms and
be helpful for translating the evidence into recommendations.
CDC conducted a contextual evidence review to supplement
the clinical evidence review based on systematic searches
of the literature. The review focused on the following four
areas: effectiveness of nonpharmacologic and nonopioid
pharmacologic treatments; benefits and harms related to
opioid therapy (including additional studies not included
in the clinical evidence review such as studies that evaluated
outcomes at any duration or used observational study designs
related to specific opioid pain medications, high-dose opioid
therapy, co-prescription of opioids with other controlled
substances, duration of opioid use, special populations, risk
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stratification/mitigation approaches, and effectiveness of
treatments for addressing potential harms of opioid therapy);
clinician and patient values and preferences; and resource
allocation. CDC constructed narrative summaries of this
contextual evidence and used the information to support the
clinical recommendations. More details on methods for the
contextual evidence review are provided in the Contextual
Evidence Review (http://stacks.cdc.gov/view/cdc/38027).

On the basis of a review of the clinical and contextual evidence
(review methods are described in more detail in subsequent
sections of this report), CDC drafted recommendation
statements focused on determining when to initiate or continue
opioids for chronic pain; opioid selection, dosage, duration,
follow-up, and discontinuation; and assessing risk and addressing
harms of opioid use. To help assure the draft guideline’s integrity
and credibility, CDC then began a multistep review process to
obtain input from experts, stakeholders, and the public to help
refine the recommendations.

Solicitation of Expert Opinion

CDC sought the input of experts to assist in reviewing
the evidence and providing perspective on how CDC used
the evidence to develop the draft recommendations. These
experts, referred to as the “Core Expert Group” (CEG)
included subject matter experts, representatives of primary
care professional societies and state agencies, and an expert
in guideline development methodology.* CDC identified
subject matter experts with high scientific standing; appropriate
academic and clinical training and relevant clinical experience;
and proven scientific excellence in opioid prescribing,
substance use disorder treatment, and pain management.
CDC identified representatives from leading primary care
professional organizations to represent the audience for this
guideline. Finally, CDC identified state agency officials and
representatives based on their experience with state guidelines
for opioid prescribing that were developed with multiple
agency stakeholders and informed by scientific literature and
existing evidence-based guidelines.

Prior to their participation, CDC asked potential experts
to reveal possible conflicts of interest such as financial
relationships with industry, intellectual preconceptions, or
previously stated public positions. Experts could not serve if
they had conflicts that might have a direct and predictable
effect on the recommendations. CDC excluded experts who
had a financial or promotional relationship with a company

* A list of the members appears at the end of this report. The recommendations
and all statements included in this guideline are those of CDC and do not
necessarily represent the official position of any persons or organizations
providing comments on the draft guideline.
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that makes a product that might be affected by the guideline.
CDC reviewed potential nonfinancial conflicts carefully (e.g.,
intellectual property, travel, public statements or positions such
as congressional testimony) to determine if the activities would
have a direct and predictable effect on the recommendations.
CDC determined the risk of these types of activities to be
minimal for the identified experts. All experts completed
a statement certifying that there was no potential or actual
conflict of interest. Activities that did not pose a conflict
(e.g., participation in Food and Drug Administration [FDA]
activities or other guideline efforts) are disclosed.

CDC provided to each expert written summaries of the
scientific evidence (both the clinical and contextual evidence
reviews conducted for this guideline) and CDC’s draft
recommendation statements. Experts provided individual
ratings for each draft recommendation statement based on
the balance of benefits and harms, evidence strength, certainty
of values and preferences, cost, recommendation strength,
rationale, importance, clarity, and ease of implementation.
CDC hosted an in-person meeting of the experts that was
held on June 23-24, 2015, in Atlanta, Georgia, to seek their
views on the evidence and draft recommendations and to
better understand their premeeting ratings. CDC sought the
experts individual opinions at the meeting. Although there
was widespread agreement on some of the recommendations,
there was disagreement on others. Experts did not vote on the
recommendations or seek to come to a consensus. Decisions
about recommendations to be included in the guideline,
and their rationale, were made by CDC. After revising the
guideline, CDC sent written copies of it to each of the experts
for review and asked for any additional comments; CDC
reviewed these written comments and considered them when
making further revisions to the draft guideline. The experts
have not reviewed the final version of the guideline.

Federal Partner Engagement

Given the scope of this guideline and the interest of agencies
across the federal government in appropriate pain management,
opioid prescribing, and related outcomes, CDC invited
its National Institute of Occupational Safety and Health
and CDC’s federal partners to observe the expert meeting,
provide written comments on the full draft guideline after the
meeting, and review the guideline through an agency clearance
process; CDC reviewed comments and incorporated changes.
Interagency collaboration will be critical for translating these
recommendations into clinical practice. Federal partners
included representatives from the Substance Abuse and Mental
Health Services Administration, the National Institute on
Drug Abuse, FDA, the U.S. Department of Veterans Affairs,
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the U.S. Department of Defense, the Office of the National
Coordinator for Health Information Technology, the Centers
for Medicare and Medicaid Services, the Health Resources and
Services Administration, AHRQ), and the Office of National
Drug Control Policy.

Stakeholder Comment

Given the importance of the guideline for a wide variety
of stakeholders, CDC also invited review from a Stakeholder
Review Group (SRG) to provide comment so that CDC
could consider modifications that would improve the
recommendations’ specificity, applicability, and ease of
implementation. The SRG included representatives from
professional organizations that represent specialties that
commonly prescribe opioids (e.g., pain medicine, physical
medicine and rehabilitation), delivery systems within which
opioid prescribing occurs (e.g., hospitals), and representation
from community organizations with interests in pain
management and opioid prescribing.* Representatives from
each of the SRG organizations were provided a copy of the
guideline for comment. Each of these representatives provided
written comments. Once input was received from the full SRG,
CDC reviewed all comments and carefully considered them
when revising the draft guideline.

Constituent Engagement

To obrtain initial perspectives from constituents on the
recommendation statements, including clinicians and
prospective patients, CDC convened a constituent engagement
webinar and circulated information about the webinar in
advance through announcements to partners. CDC hosted the
webinar on September 16 and 17, 2015, provided information
about the methodology for developing the guideline, and
presented the key recommendations. A fact sheet was posted
on the CDC Injury Center website (http://www.cdc.gov/
injury) summarizing the guideline development process and
clinical practice areas addressed in the guideline; instructions
were included on how to submit comments via email. CDC
received comments during and for 2 days following the first
webinar. Over 1,200 constituent comments were received.
Comments were reviewed and carefully considered when
revising the draft guideline.

Peer Review

Per the final information quality bulletin for peer review
(hteps://www.whitehouse.gov/sites/default/files/omb/
memoranda/fy2005/m05-03.pdf), peer review requirements
applied to this guideline because it provides influential
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scientific information that could have a clear and substantial
impact on public- and private-sector decisions. Three experts
independently reviewed the guideline to determine the
reasonableness and strength of recommendations; the clarity
with which scientific uncertainties were clearly identified; and
the rationale, importance, clarity, and ease of implementation of
the recommendations.* CDC selected peer reviewers based on
expertise, diversity of scientific viewpoints, and independence
from the guideline development process. CDC assessed and
managed potential conflicts of interest using a process similar
to the one as described for solicitation of expert opinion. No
financial interests were identified in the disclosure and review
process, and nonfinancial activities were determined to be of
minimal risk; thus, no significant conflict of interest concerns
were identified. CDC placed the names of peer reviewers on
the CDC and the National Center for Injury Prevention and
Control Peer Review Agenda websites that are used to provide
information about the peer review of influential documents.
CDC reviewed peer review comments and revised the draft
guideline accordingly.

Public Comment

To obtain comments from the public on the full guideline,
CDC published a notice in the Federal Register (80 FR 77351)
announcing the availability of the guideline and the supporting
clinical and contextual evidence reviews for public comment.
The comment period closed January 13, 2016. CDC
received more than 4,350 comments from the general public,
including patients with chronic pain, clinicians, families
who have lost loved ones to overdose, medical associations,
professional organizations, academic institutions, state and
local governments, and industry. CDC reviewed each of the
comments and carefully considered them when revising the

draft guideline.

Federal Advisory Committee Review and
Recommendation

The National Center for Injury Prevention and Control
(NCIPC) Board of Scientific Counselors (BSC) is a federal
advisory committee that advises and makes recommendations
to the Secretary of the Department of Health and Human
Services, the Director of CDC, and the Director of NCIPC.*
The BSC makes recommendations regarding policies,
strategies, objectives, and priorities, and reviews progress
toward injury and violence prevention. CDC sought the
BSC’s advice on the draft guideline. BSC members are special
government employees appointed as CDC advisory committee
members; as such, all members completed an OGE Form 450
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to disclose relevant interests. BSC members also reported on
their disclosures during meetings. Disclosures for the BSC are
reported in the guideline.

To assist in guideline review, on December 14, 2015, via
Federal Register notice, CDC announced the intent to form an
Opioid Guideline Workgroup (OGW) to provide observations
on the draft guideline to the BSC. CDC provided the BSC
with the draft guideline as well as summaries of comments
provided to CDC by stakeholders, constituents, and peer
reviewers, and edits made to the draft guideline in response.
During an open meeting held on January 7, 2016, the BSC
recommended the formation of the OGW. The OGW included
a balance of perspectives from audiences directly affected by
the guideline, audiences that would be directly involved with
implementing the recommendations, and audiences qualified
to provide representation. The OGW comprised clinicians,
subject matter experts, and a patient representative, with
the following perspectives represented: primary care, pain
medicine, public health, behavioral health, substance abuse
treatment, pharmacy, patients, and research.* Additional
sought-after attributes were appropriate academic and clinical
training and relevant clinical experience; high scientific
standing; and knowledge of the patient, clinician, and caregiver
perspectives. In accordance with CDC policy, two BSC
committee members also served as OGW members, with one
serving as the OGW Chair. The professional credentials and
interests of OGW members were carefully reviewed to identify
possible conflicts of interest such as financial relationships
with industry, intellectual preconceptions, or previously stated
public positions. Only OGW members whose interests were
determined to be minimal were selected. When an activity was
perceived as having the potential to affect a specific aspect of the
recommendations, the activity was disclosed, and the OGW
member was recused from discussions related to that specific
aspect of the recommendations (e.g., urine drug testing and
abuse-deterrent formulations). Disclosures for the OGW are
reported. CDC and the OGW identified ad-hoc consultants to
supplement the workgroup expertise, when needed, in the areas
of pediatrics, occupational medicine, obstetrics and gynecology,
medical ethics, addiction psychiatry, physical medicine and
rehabilitation, guideline development methodology, and the
perspective of a family member who lost a loved one to opioid
use disorder or overdose.

The BSC charged the OGW with reviewing the quality of
the clinical and contextual evidence reviews and reviewing
each of the recommendation statements and accompanying
rationales. For each recommendation statement, the OGW
considered the quality of the evidence, the balance of
benefits and risks, the values and preferences of clinicians
and patients, the cost feasibility, and the category designation
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of the recommendation (A or B). The OGW also reviewed
supplementary documents, including input provided by the
CEG, SRG, peer reviewers, and the public. OGW members
discussed the guideline accordingly during virtual meetings
and drafted a summary report of members’ observations,
including points of agreement and disagreement, and delivered
the report to the BSC.

NCIPC announced an open meeting of the NCIPC BSC
in the Federal Register on January 11, 2015. The BSC met on
January 28, 2016, to discuss the OGW report and deliberate
on the draft guideline itself. Members of the public provided
comments at this meeting. After discussing the OGW report,
deliberating on specific issues about the draft guideline
identified at the meeting, and hearing public comment, the
BSC voted unanimously: to support the observations made by
the OGW; that CDC adopt the guideline recommendations
that, according to the workgroup’s report, had unanimous
or majority support; and that CDC further consider the
guideline recommendations for which the group had mixed
opinions. CDC carefully considered the OGW observations,
public comments, and BSC recommendations, and revised
the guideline in response.

Summary of the Clinical Evidence
Review

Primary Clinical Questions

CDC conducted a clinical systematic review of the scientific
evidence to identify the effectiveness, benefits, and harms of
long-term opioid therapy for chronic pain, consistent with
the GRADE approach (47,48). Long-term opioid therapy
is defined as use of opioids on most days for >3 months. A
previously published AHRQ-funded systematic review on the
effectiveness and risks of long-term opioid therapy for chronic
pain comprehensively addressed four clinical questions (14,52).
CDC, with the assistance of a methodology expert, searched
the literature to identify newly published studies on these four
original questions. Because long-term opioid use might be
affected by use of opioids for acute pain, CDC subsequently
developed a fifth clinical question (last in the series below), and
in collaboration with a methodologist conducted a systematic
review of the scientific evidence to address it. In brief, five
clinical questions were addressed:

* The effectiveness of long-term opioid therapy versus
placebo, no opioid therapy, or nonopioid therapy for long
term (21 year) outcomes related to pain, function, and
quality of life, and how effectiveness varies according to
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the type/cause of pain, patient demographics, and patient
comorbidities (Key Question [KQ] 1).

* The risks of opioids versus placebo or no opioids on abuse,
addiction, overdose, and other harms, and how harms vary
according to the type/cause of pain, patient demographics,
patient comorbidities, and dose (KQ2).

* The comparative effectiveness of opioid dosing strategies
(different methods for initiating and titrating opioids;
immediate-release versus ER/LA opioids; different ER/LA
opioids; immediate-release plus ER/LA opioids versus
ER/LA opioids alone; scheduled, continuous versus
as-needed dosing; dose escalation versus dose maintenance;
opioid rotation versus maintenance; different strategies
for treating acute exacerbations of chronic pain; decreasing
opioid doses or tapering off versus continuation; and
different tapering protocols and strategies) (KQ3).

* The accuracy of instruments for predicting risk for opioid
overdose, addiction, abuse, or misuse; the effectiveness of
risk mitigation strategies (use of risk prediction
instruments); effectiveness of risk mitigation strategies
including opioid management plans, patient education,
urine drug testing, prescription drug monitoring program
(PDMP) data, monitoring instruments, monitoring
intervals, pill counts, and abuse-deterrent formulations
for reducing risk for opioid overdose, addiction, abuse, or
misuse; and the comparative effectiveness of treatment
strategies for managing patients with addiction (KQ4).

* The effects of prescribing opioid therapy versus not
prescribing opioid therapy for acute pain on long-term
use (KQ5).

The review was focused on the effectiveness of long-term
opioid therapy on long-term (>1 year) outcomes related to
pain, function, and quality of life to ensure that findings are
relevant to patients with chronic pain and long-term opioid
prescribing. The effectiveness of short-term opioid therapy has
already been established (/0). However, opioids have unique
effects such as tolerance and physical dependence that might
influence assessments of benefit over time. These effects raise
questions about whether findings on short-term effectiveness
of opioid therapy can be extrapolated to estimate benefits of
long-term therapy for chronic pain. Thus, it is important to
consider studies that provide data on long-term benefit. For
certain opioid-related harms (overdose, fractures, falls, motor
vehicle crashes), observational studies were included with
outcomes measured at shorter intervals because such outcomes
can occur early during opioid therapy, and such harms are not
captured well in short-term clinical trials. A detailed listing of
the key questions is provided in the Clinical Evidence Review

(http://stacks.cdc.gov/view/cdc/38026).
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Clinical Evidence Systematic
Review Methods

Complete methods and data for the 2014 AHRQ report,
upon which this updated systematic review is based, have
been published previously (74,52). Study authors developed
the protocol using a standardized process (53) with input
from experts and the public and registered the protocol in the
PROSPERO database (54). For the 2014 AHRQ report, a
research librarian searched MEDLINE, the Cochrane Central
Register of Controlled Trials, the Cochrane Database of
Systematic Reviews, PsycINFO, and CINAHL for English-
language articles published January 2008 through August
2014, using search terms for opioid therapy, specific opioids,
chronic pain, and comparative study designs. Also included
were relevant studies from an earlier review (/0) in which
searches were conducted without a date restriction, reference
lists were reviewed, and ClinicalTrials.gov was searched.
CDC updated the AHRQ literature search using the same
search strategies as in the original review including studies
published before April, 2015. Seven additional studies met
inclusion criteria and were added to the review. CDC used
the GRADE approach outlined in the ACIP Handbook for
Developing Evidence-Based Recommendations (47) to rate
the quality of evidence for the full body of evidence (evidence
from the 2014 AHRQ review plus the update) for each clinical
question. Evidence was categorized into the following types:
type 1 (randomized clinical trials or overwhelming evidence
from observational studies), type 2 (randomized clinical trials
with important limitations, or exceptionally strong evidence
from observational studies), type 3 (observational studies, or
randomized clinical trials with notable limitations), or type 4
(clinical experience and observations, observational studies with
important limitations, or randomized clinical trials with several
major limitations). When no studies were present, evidence was
considered to be insufficient. Per GRADE methods, type of
evidence was categorized by study design as well as a function
of limitations in study design or implementation, imprecision
of estimates, variability in findings, indirectness of evidence,
publication bias, magnitude of treatment effects, dose-response
gradient, and constellation of plausible biases that could change
effects. Results were synthesized qualitatively, highlighting new
evidence identified during the update process. Meta-analysis was
not attempted due to the small numbers of studies, variability
in study designs and clinical heterogeneity, and methodological
shortcomings of the studies. More detailed information about
data sources and searches, study selection, data extraction and
quality assessment, data synthesis, and update search yield and
new evidence for the current review is provided in the Clinical

Evidence Review (http://stacks.cdc.gov/view/cdc/38026).
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Summary of Findings for
Clinical Questions

The main findings of this updated review are consistent with
the findings of the 2014 AHRQ report (/4). In summary,
evidence on long-term opioid therapy for chronic pain outside
of end-of-life care remains limited, with insufficient evidence
to determine long-term benefits versus no opioid therapy,
though evidence suggests risk for serious harms that appears
to be dose-dependent. These findings supplement findings
from a previous review of the effectiveness of opioids for adults
with chronic noncancer pain. In this previous review, based
on randomized trials predominantly <12 weeks in duration,
opioids were found to be moderately effective for pain relief,
with small benefits for functional outcomes; although estimates
vary, based on uncontrolled studies, a high percentage of
patients discontinued long-term opioid use because of lack of
efficacy and because of adverse events (10).

The GRADE evidence summary with type of evidence
ratings for the five clinical questions for the current evidence
review are outlined (Table 1). This summary is based on
studies included in the AHRQ 2014 review (35 studies) plus
additional studies identified in the updated search (seven
studies). Additional details on findings from the original
review are provided in the full 2014 AHRQ report (14,52).
Full details on the clinical evidence review findings supporting
this guideline are provided in the Clinical Evidence Review

(http://stacks.cdc.gov/view/cdc/38026).

Effectiveness

For KQI, no study of opioid therapy versus placebo, no
opioid therapy, or nonopioid therapy for chronic pain evaluated
long-term (=1 year) outcomes related to pain, function, or
quality of life. Most placebo-controlled randomized clinical
trials were <6 weeks in duration. Thus, the body of evidence
for KQ1 is rated as insufficient (0 studies contributing) (14).

Harms

For KQ2, the body of evidence is rated as type 3 (12 studies
contributing; 11 from the original review plus one new study).
One fair-quality cohort study found that long-term opioid
therapy is associated with increased risk for an opioid abuse
or dependence diagnosis (as defined by ICD-9-CM codes)
versus no opioid prescription (22). Rates of opioid abuse or
dependence diagnosis ranged from 0.7% with lower-dose
(<36 MME) chronic therapy to 6.1% with higher-dose
(2120 MME) chronic therapy, versus 0.004% with no opioids
prescribed. Ten fair-quality uncontrolled studies reported
estimates of opioid abuse, addiction, and related outcomes (55—
65). In primary care settings, prevalence of opioid dependence
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(using DSM-1V criteria) ranged from 3% to 26% (55,56,59).
In pain clinic settings, prevalence of addiction ranged from 2%
to 14% (57,58,60,61,63-65).

Factors associated with increased risk for misuse included
history of substance use disorder, younger age, major
depression, and use of psychotropic medications (55,62). Two
studies reported on the association between opioid use and
risk for overdose (66,67). One large fair-quality retrospective
cohort study found that recent opioid use was associated with
increased risk for any overdose events and serious overdose
events versus nonuse (66). It also found higher doses associated
with increased risk. Relative to 1-19 MME/day, the adjusted
hazard ratio (HR) for any overdose event (consisting of mostly
nonfatal overdose) was 1.44 for 20 to 49 MME/day, 3.73 for
50-99 MME/day, and 8.87 for 2100 MME/day. A similar
pattern was observed for serious overdose. A good-quality
population-based, nested case-control study also found a
dose-dependent association with risk for overdose death (67).
Relative to 1-19 MME/day, the adjusted odds ratio (OR) was
1.32 for 20-49 MME/day, 1.92 for 50-99 MME/day, 2.04 for
100-199 MME/day, and 2.88 for 2200 MME/day.

Findings of increased fracture risk for current opioid use,
versus nonuse, were mixed in two studies (68,69). Two studies
found an association between opioid use and increased risk for
cardiovascular events (70,71). Indirect evidence was found for
endocrinologic harms (increased use of medications for erectile
dysfunction or testosterone from one previously included
study; laboratory-defined androgen deficiency from one newly
reviewed study) (72,73). One study found that opioid dosages
220 MME/day were associated with increased odds of road
trauma among drivers (74).

Opioid Dosing Strategies

For KQ3, the body of evidence is rated as type 4 (14 studies
contributing; 12 from the original review plus two new studies).
For initiation and titration of opioids, the 2014 AHRQ report
found insufficient evidence from three fair-quality, open-label
trials to determine comparative effectiveness of ER/LA versus
immediate-release opioids for titrating patients to stable pain
control (75,76). One new fair-quality cohort study of Veterans
Affairs patients found initiation of therapy with an ER/LA
opioid associated with greater risk for nonfatal overdose than
initiation with an immediate-release opioid, with risk greatest
in the first 2 weeks after initiation of treatment (/7).

For comparative effectiveness and harms of ER/LA opioids,
the 2014 AHRQ report included three randomized, head-
to-head trials of various ER/LA opioids that found no clear
differences in 1-year outcomes related to pain or function
(78-80) but had methodological shortcomings. A fair-quality
retrospective cohort study based on national Veterans Health
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Administration system pharmacy data found that methadone
was associated with lower overall risk for all-cause mortality
versus morphine (81), and a fair-quality retrospective cohort
study based on Oregon Medicaid data found no statistically
significant differences between methadone and long-acting
morphine in risk for death or overdose symptoms (82).
However, a new observational study (83) found methadone
associated with increased risk for overdose versus sustained-
release morphine among Tennessee Medicaid patients. The
observed inconsistency in study findings suggests that risks
of methadone might vary in different settings as a function
of different monitoring and management protocols, though
more research is needed to understand factors associated with
safer methadone prescribing.

For dose escalation, the 2014 AHRQ report included one
fair-quality randomized trial that found no differences between
more liberal dose escalation and maintenance of current doses
after 12 months in pain, function, all-cause withdrawals,
or withdrawals due to opioid misuse (84). However, the
difference in opioid dosages prescribed at the end of the trial
was relatively small (mean 52 MME/day with more liberal
dosing versus 40 MME/day). Evidence on other comparisons
related to opioid dosing strategies (ER/LA versus immediate-
release opioids; immediate-release plus ER/LA opioids versus
ER/LA opioids alone; scheduled continuous dosing versus
as-needed dosing; or opioid rotation versus maintenance of
current therapy; long-term effects of strategies for treating
acute exacerbations of chronic pain) was not available or too
limited to determine effects on long-term clinical outcomes.
For example, evidence on the comparative effectiveness of
opioid tapering or discontinuation versus maintenance, and
of different opioid tapering strategies, was limited to small,
poor-quality studies (85-87).

Risk Assessment and Mitigation
For KQ4, the body of evidence is rated as type 3 for the

accuracy of risk assessment tools and insufficient for the
effectiveness of use of risk assessment tools and mitigation
strategies in reducing harms (six studies contributing; four from
the original review plus two new studies). The 2014 AHRQ
report included four studies (88-91) on the accuracy of risk
assessment instruments, administered prior to opioid therapy
initiation, for predicting opioid abuse or misuse. Results for the
Opioid Risk Tool (ORT) (89-91) were extremely inconsistent;
evidence for other risk assessment instruments was very sparse,
and studies had serious methodological shortcomings. One
additional fair-quality (92) and one poor-quality (93) study
identified for this update compared the predictive accuracy
of the ORT, the Screener and Opioid Assessment for Patients
with Pain-Revised (SOAPP-R), and the Brief Risk Interview.
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For the ORT, sensitivity was 0.58 and 0.75 and specificity
0.54 and 0.86; for the SOAPP-R, sensitivity was 0.53 and
0.25 and specificity 0.62 and 0.73; and for the Brief Risk
Interview, sensitivity was 0.73 and 0.83 and specificity 0.43
and 0.88. For the ORT, positive likelihood ratios ranged
from noninformative (positive likelihood ratio close to 1) to
moderately useful (positive likelihood ratio >5). The SOAPP-R
was associated with noninformative likelihood ratios (estimates
close to 1) in both studies.

No study evaluated the effectiveness of risk mitigation
strategies (use of risk assessment instruments, opioid
management plans, patient education, urine drug testing, use
of PDMP data, use of monitoring instruments, more frequent
monitoring intervals, pill counts, or use of abuse-deterrent
formulations) for improving outcomes related to overdose,
addiction, abuse, or misuse.

Effects of Opioid Therapy for Acute Pain on
Long-Term Use

For KQ5, the body of evidence is rated as type 3 (two
new studies contributing). Two fair-quality retrospective
cohort studies found opioid therapy prescribed for acute pain
associated with greater likelihood of long-term use. One study
evaluated opioid-naive patients who had undergone low-risk
surgery, such as cataract surgery and varicose vein stripping
(94). Use of opioids within 7 days of surgery was associated
with increased risk for use at 1 year. The other study found
that among patients with a workers’ compensation claim
for acute low back pain, compared to patients who did not
receive opioids early after injury (defined as use within 15 days
following onset of pain), patients who did receive early opioids
had an increased likelihood of receiving five or more opioid
prescriptions 30—730 days following onset that increased with
greater early exposure. Versus no early opioid use, the adjusted
OR was 2.08 (95% CI = 1.55-2.78) for 1-140 MME/day and
increased to 6.14 (95% confidence interval [CI] = 4.92—-7.66)
for 2450 MME/day (95).

Summary of the Contextual
Evidence Review

Primary Areas of Focus

Contextual evidence is complementary information
that assists in translating the clinical research findings into
recommendations. CDC conducted contextual evidence
reviews on four topics to supplement the clinical evidence
review findings:

US Department of Health and Human Services/Centers for Disease Control and Prevention

* Effectiveness of nonpharmacologic (e.g., cognitive
behavioral therapy [CBT], exercise therapy, interventional
treatments, and multimodal pain treatment) and
nonopioid pharmacologic treatments (e.g., acetaminophen,
nonsteroidal anti-inflammatory drugs [NSAIDs],
antidepressants, and anticonvulsants), including studies
of any duration.

* Benefits and harms of opioid therapy (including additional
studies not included in the clinical evidence review, such
as studies that were not restricted to patients with chronic
pain, evaluated outcomes at any duration, performed
ecological analyses, or used observational study designs
other than cohort and case-cohort control studies) related
to specific opioids, high-dose therapy, co-prescription with
other controlled substances, duration of use, special
populations, and potential usefulness of risk stratification/
mitigation approaches, in addition to effectiveness of
treatments associated with addressing potential harms of
opioid therapy (opioid use disorder).

* Clinician and patient values and preferences related to
opioids and medication risks, benefits, and use.

* Resource allocation including costs and economic
efficiency of opioid therapy and risk mitigation strategies.

CDC also reviewed clinical guidelines that were relevant to

opioid prescribing and could inform or complement the CDC
recommendations under development (e.g., guidelines on
nonpharmacologic and nonopioid pharmacologic treatments
and guidelines with recommendations related to specific clinician
actions such as urine drug testing or opioid tapering protocols).

Contextual Evidence Review Methods

CDC conducted a contextual evidence review to assist in
developing the recommendations by providing an assessment
of the balance of benefits and harms, values and preferences,
and cost, consistent with the GRADE approach. Given the
public health urgency for developing opioid prescribing
recommendations, a rapid review was required for the contextual
evidence review for the current guideline. Rapid reviews are used
when there is a need to streamline the systematic review process
to obtain evidence quickly (96). Methods used to streamline
the process include limiting searches by databases, years, and
languages considered, and truncating quality assessment and
data abstraction protocols. CDC conducted “rapid reviews” of
the contextual evidence on nonpharmacologic and nonopioid
pharmacologic treatments, benefits and harms, values and
preferences, and resource allocation.

Detailed information about contextual evidence data
sources and searches, inclusion criteria, study selection, and
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data extraction and synthesis are provided in the Contextual
Evidence Review (http://stacks.cdc.gov/view/cdc/38027).
In brief, CDC conducted systematic literature searches to
identify original studies, systematic reviews, and clinical
guidelines, depending on the topic being searched. CDC also
solicited publication referrals from subject matter experts.
Given the need for a rapid review process, grey literature (e.g.,
literature by academia, organizations, or government in the
forms of reports, documents, or proceedings not published
by commercial publishers) was not systematically searched.
Database sources, including MEDLINE, PsycINFO, the
Cochrane Central Register of Controlled Trials, and the
Cochrane Database of Systematic Reviews, varied by topic.
Multiple reviewers scanned study abstracts identified through
the database searches and extracted relevant studies for review.
CDC constructed narrative summaries and tables based on
relevantarticles that met inclusion criteria, which are provided
in the Contextual Evidence Review (http://stacks.cdc.gov/
view/cdc/38027).

Findings from the contextual reviews provide indirect
evidence and should be interpreted accordingly. CDC did not
formally rate the quality of evidence for the studies included
in the contextual evidence review using the GRADE method.
The studies that addressed benefits and harms, values and
preferences, and resource allocation most often employed
observational methods, used short follow-up periods, and
evaluated selected samples. Therefore the strength of the
evidence from these contextual review areas was considered to
be low, comparable to type 3 or type 4 evidence. The quality of
evidence for nonopioid pharmacologic and nonpharmacologic
pain treatments was generally rated as moderate, comparable to
type 2 evidence, in systematic reviews and clinical guidelines
(e.g., for treatment of chronic neuropathic pain, low back
pain, osteoarthritis, and fibromyalgia). Similarly, the quality
of evidence on pharmacologic and psychosocial opioid use
disorder treatment was generally rated as moderate, comparable
to type 2 evidence, in systematic reviews and clinical guidelines.

Summary of Findings for Contextual Areas

Full narrative reviews and tables that summarize key findings
from the contextual evidence review are provided in the Contextual

Evidence Review (http://stacks.cdc.gov/view/cdc/38027).

Effectiveness of Nonpharmacologic and
Nonopioid Pharmacologic Treatments

Several nonpharmacologic and nonopioid pharmacologic
treatments have been shown to be effective in managing chronic
pain in studies ranging in duration from 2 weeks to 6 months.
For example, CBT that trains patients in behavioral techniques
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and helps patients modify situational factors and cognitive
processes that exacerbate pain has small positive effects on
disability and catastrophic thinking (97). Exercise therapy can
help reduce pain and improve function in chronic low back
pain (98), improve function and reduce pain in osteoarthritis
of the knee (99) and hip (100), and improve well-being,
fibromyalgia symptoms, and physical function in fibromyalgia
(101). Multimodal and multidisciplinary therapies (e.g.,
therapies that combine exercise and related therapies with
psychologically based approaches) can help reduce pain and
improve function more effectively than single modalities
(102,103). Nonopioid pharmacologic approaches used for
pain include analgesics such as acetaminophen, NSAIDs, and
cyclooxygenase 2 (COX-2) inhibitors; selected anticonvulsants;
and selected antidepressants (particularly tricyclics and
serotonin and norepinephrine reuptake inhibitors [SNRIs]).
Multiple guidelines recommend acetaminophen as first-line
pharmacotherapy for osteoarthritis (1 04—109) or for low back
pain (710) but note that it should be avoided in liver failure
and that dosage should be reduced in patients with hepatic
insufficiency or a history of alcohol abuse (109). Although
guidelines also recommend NSAIDs as first-line treatment for
osteoarthritis or low back pain (106,110), NSAIDs and COX-2
inhibitors do have risks, including gastrointestinal bleeding or
perforation as well as renal and cardiovascular risks (177). FDA
has recently strengthened existing label warnings that NSAIDs
increase risks for heart attack and stroke, including that these
risks might increase with longer use or at higher doses (112).
Several guidelines agree that first- and second-line drugs for
neuropathic pain include anticonvulsants (gabapentin or
pregabalin), tricyclic antidepressants, and SNRIs (1/3-116).
Interventional approaches such as epidural injection for certain
conditions (e.g., lumbar radiculopathy) can provide short-term
improvement in pain (/17-119). Epidural injection has been
associated with rare but serious adverse events, including loss
of vision, stroke, paralysis, and death (720).

Benefits and Harms of Opioid Therapy

Balance between benefits and harms is a critical factor
influencing the strength of clinical recommendations.
In particular, CDC considered what is known from the
epidemiology research about benefits and harms related
to specific opioids and formulations, high dose therapy,
co-prescription with other controlled substances, duration of
use, special populations, and risk stratification and mitigation
approaches. Additional information on benefits and harms
of long-term opioid therapy from studies meeting rigorous
selection criteria is provided in the clinical evidence review
(e.g., see KQ2). CDC also considered the number of persons
experiencing chronic pain, numbers potentially benefiting
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from opioids, and numbers affected by opioid-related harms.
A review of these data is presented in the background section
of this document, with detailed information provided in the
Contextual Evidence Review (http://stacks.cdc.gov/view/
cdc/38027). Finally, CDC considered the effectiveness of
treatments that addressed potential harms of opioid therapy
(opioid use disorder).

Regarding specific opioids and formulations, as noted
by FDA, there are serious risks of ER/LA opioids, and the
indication for this class of medications is for management of
pain severe enough to require daily, around-the-clock, long-
term opioid treatment in patients for whom other treatment
options (e.g., nonopioid analgesics or immediate-release
opioids) are ineffective, not tolerated, or would be otherwise
inadequate to provide sufficient management of pain (721).
Time-scheduled opioid use was associated with substantially
higher average daily opioid dosage than as-needed opioid
use in one study (/22). Methadone has been associated with
disproportionate numbers of overdose deaths relative to the
frequency with which it is prescribed for pain. Methadone
has been found to account for as much as a third of opioid-
related overdose deaths involving single or multiple drugs in
states that participated in the Drug Abuse Warning Network,
which was more than any opioid other than oxycodone, despite
representing <2% of opioid prescriptions outside of opioid
treatment programs in the United States; further, methadone
was involved in twice as many single-drug deaths as any other
prescription opioid (123).

Regarding high-dose therapy, several epidemiologic studies that
were excluded from the clinical evidence review because patient
samples were not restricted to patients with chronic pain also
examined the association between opioid dosage and overdose risk
(23,24, 124—126). Consistent with the clinical evidence review, the
contextual review found that opioid-related overdose risk is dose-
dependent, with higher opioid dosages associated with increased
overdose risk. Two of these studies (23,24), as well as the two
studies in the clinical evidence review (66,6/), evaluated similar
MME/day dose ranges for association with overdose risk. In these
four studies, compared with opioids prescribed at <20 MME/
day, the odds of overdose among patients prescribed opioids for
chronic nonmalignant pain were between 1.3 (67) and 1.9 (24)
for dosages of 20 to <50 MME/day, between 1.9 (67) and 4.6 (24)
for dosages of 50 to <100 MME/day, and between 2.0 (67) and
8.9 (66) for dosages of 2100 MME/day. Compared with dosages
of 1-<20 MME/day, absolute risk difference approximation for
50-<100 MME/day was 0.15% for fatal overdose (24) and 1.40%
for any overdose (66), and for 2100 MME/day was 0.25% for fatal
overdose (24) and 4.04% for any overdose (66). A recent study
of Veterans Health Administration patients with chronic pain
found that patients who died of overdoses related to opioids were
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prescribed higher opioid dosages (mean: 98 MME/day; median:
60 MME/day) than controls (mean: 48 MME/day, median:
25 MME/day) (127). Finally, another recent study of overdose
deaths among state residents with and without opioid prescriptions
revealed that prescription opioid-related overdose mortality rates
rose rapidly up to prescribed doses of 200 MME/day, after which
the mortality rates continued to increase but grew more gradually
(128). A listing of common opioid medications and their MME
equivalents is provided (Table 2).

Regarding coprescription of opioids with benzodiazepines,
epidemiologic studies suggest that concurrent use of
benzodiazepines and opioids might put patients at greater risk
for potentially fatal overdose. Three studies of fatal overdose
deaths found evidence of concurrent benzodiazepine use in
31%—61% of decedents (6/7,128,129). In one of these studies
(67), among decedents who received an opioid prescription,
those whose deaths were related to opioids were more likely to
have obtained opioids from multiple physicians and pharmacies
than decedents whose deaths were not related to opioids.

Regarding duration of use, patients can experience tolerance
and loss of effectiveness of opioids over time (130). Patients
who do not experience clinically meaningful pain relief early
in treatment (i.e., within 1 month) are unlikely to experience
pain relief with longer-term use (131).

Regarding populations potentially at greater risk for harm,
risk is greater for patients with sleep apnea or other causes
of sleep-disordered breathing, patients with renal or hepatic
insufficiency, older adults, pregnant women, patients with
depression or other mental health conditions, and patients
with alcohol or other substance use disorders. Interpretation
of clinical data on the effects of opioids on sleep-disordered
breathing is difficult because of the types of study designs and
methods employed, and there is no clear consensus regarding
association with risk for developing obstructive sleep apnea
syndrome (/32). However, opioid therapy can decrease
respiratory drive, a high percentage of patients on long-term
opioid therapy have been reported to have an abnormal apnea-
hypopnea index (133), opioid therapy can worsen central sleep
apnea in obstructive sleep apnea patients, and it can cause
further desaturation in obstructive sleep apnea patients not
on continuous positive airway pressure (CPAP) (37). Reduced
renal or hepatic function can result in greater peak effect
and longer duration of action and reduce the dose at which
respiratory depression and overdose occurs (/34). Age-related
changes in patients aged =65 years, such as reduced renal
function and medication clearance, even in the absence of renal
disease (135), result in a smaller therapeutic window between
safe dosages and dosages associated with respiratory depression
and overdose. Older adults might also be at increased risk for
falls and fractures related to opioids (136—-138). Opioids used
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in pregnancy can be associated with additional risks to both
mother and fetus. Some studies have shown an association of
opioid use in pregnancy with birth defects, including neural
tube defects (139,140), congenital heart defects (140), and
gastroschisis (140); preterm delivery (141), poor fetal growth
(141), and stillbirth (741). Importantly, in some cases, opioid
use during pregnancy leads to neonatal opioid withdrawal
syndrome (/42). Patients with mental health comorbidities
and patients with histories of substance use disorders might
be at higher risk than other patients for opioid use disorder
(62,143,144). Recent analyses found that depressed patients
were at higher risk for drug overdose than patients without
depression, particularly at higher opioid dosages, although
investigators were unable to distinguish unintentional overdose
from suicide attempts (745). In case-control and case-cohort
studies, substance abuse/dependence was more prevalent
among patients experiencing overdose than among patients
not experiencing overdose (12% versus 6% [66], 40% versus
10% [24], and 26% versus 9% [23]).

Regarding risk stratification approaches, limited evidence
was found regarding benefits and harms. Potential benefits of
PDMPs and urine drug testing include the ability to identify
patients who might be at higher risk for opioid overdose or
opioid use disorder, and help determine which patients will
benefit from greater caution and increased monitoring or
interventions when risk factors are present. For example, one
study found that most fatal overdoses could be identified
retrospectively on the basis of two pieces of information,
multiple prescribers and high total daily opioid dosage, both
important risk factors for overdose (124, 146) that are available
to prescribers in the PDMP (724). However, limited evaluation
of PDMPs at the state level has revealed mixed effects on
changes in prescribing and mortality outcomes (28). Potential
harms of risk stratification include underestimation of risks
of opioid therapy when screening tools are not adequately
sensitive, as well as potential overestimation of risk, which
could lead to inappropriate clinical decisions.

Regarding risk mitigation approaches, limited evidence was
found regarding benefits and harms. Although no studies were
found to examine prescribing of naloxone with opioid pain
medication in primary care settings, naloxone distribution
through community-based programs providing prevention
services for substance users has been demonstrated to be
associated with decreased risk for opioid overdose death at the
community level (147).

Concerns have been raised that prescribing changes such as
dose reduction might be associated with unintended negative
consequences, such as patients seeking heroin or other illicitly
obtained opioids (/48) or interference with appropriate
pain treatment (7/49). With the exception of a study noting
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an association between an abuse-deterrent formulation of
OxyContin and heroin use, showing that some patients in
qualitative interviews reported switching to another opioid,
including heroin, for many reasons, including cost and
availability as well as ease of use (150), CDC did not identify
studies evaluating these potential outcomes.

Finally, regarding the effectiveness of opioid use disorder
treatments, methadone and buprenorphine for opioid use
disorder have been found to increase retention in treatment
and to decrease illicit opioid use among patients with opioid
use disorder involving heroin (157-153). Although findings
are mixed, some studies suggest that effectiveness is enhanced
when psychosocial treatments (e.g., contingency management,
community reinforcement, psychotherapeutic counseling,
and family therapy) are used in conjunction with medication-
assisted therapy; for example, by reducing opioid misuse
and increasing retention during maintenance therapy, and
improving compliance after detoxification (/54,155).

Clinician and Patient Values and Preferences

Clinician and patient values and preferences can inform how
benefits and harms of long-term opioid therapy are weighted
and estimate the effort and resources required to effectively
provide implementation support. Many physicians lack
confidence in their ability to prescribe opioids safely (156), to
predict (157) or detect (158) prescription drug abuse, and to
discuss abuse with their patients (758). Although clinicians have
reported favorable beliefs and attitudes about improvements
in pain and quality of life attributed to opioids (759), most
consider prescription drug abuse to be a “moderate” or “big”
problem in their community, and large proportions are “very”
concerned about opioid addiction (55%) and death (48%)
(160). Clinicians do not consistently use practices intended to
decrease the risk for misuse, such as PDMPs (161,162), urine
drug testing (163), and opioid treatment agreements (164).
This is likely due in part to challenges related to registering
for PDMP access and logging into the PDMP (which can
interrupt normal clinical workflow if data are not integrated
into electronic health record systems) (165), competing clinical
demands, perceived inadequate time to discuss the rationale
for urine drug testing and to order confirmatory testing, and
feeling unprepared to interpret and address results (166).

Many patients do not have an opinion about “opioids” or
know what this term means (167). Most are familiar with the
term “narcotics.” About a third associated “narcotics” with
addiction or abuse, and about half feared “addiction” from
long-term “narcotic” use (/68). Most patients taking opioids
experience side effects (73% of patients taking hydrocodone
for noncancer pain [11], 96% of patients taking opioids for
chronic pain [12]), and side effects, rather than pain relief,
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have been found to explain most of the variation in patients’
preferences related to taking opioids (/2). For example,
patients taking hydrocodone for noncancer pain commonly
reported side effects including dizziness, headache, fatigue,
drowsiness, nausea, vomiting, and constipation (/). Patients
with chronic pain in focus groups emphasized effectiveness
of goal setting for increasing motivation and functioning
(168). Patients taking high dosages report reliance on opioids
despite ambivalence about their benefits (169) and regardless
of pain reduction, reported problems, concerns, side effects,

or perceived helpfulness (13).

Resource Allocation

Resource allocation (cost) is an important consideration in
understanding the feasibility of clinical recommendations.
CDC searched for evidence on opioid therapy compared
with other treatments; costs of misuse, abuse, and overdose
from prescription opioids; and costs of specific risk mitigation
strategies (e.g., urine drug testing). Yearly direct and indirect
costs related to prescription opioids have been estimated
(based on studies published since 2010) to be $53.4 billion
for nonmedical use of prescription opioids (170); $55.7 billion
for abuse, dependence (i.e., opioid use disorder), and misuse
of prescription opioids (171); and $20.4 billion for direct
and indirect costs related to opioid-related overdose alone
(172). In 2012, total expenses for outpatient prescription
opioids were estimated at $9.0 billion, an increase of 120%
from 2002 (173). Although there are perceptions that opioid
therapy for chronic pain is less expensive than more time-
intensive nonpharmacologic management approaches, many
pain treatments, including acetaminophen, NSAIDs, tricyclic
antidepressants, and massage therapy, are associated with lower
mean and median annual costs compared with opioid therapy
(174). COX-2 inhibitors, SNRIs, anticonvulsants, topical
analgesics, physical therapy, and CBT are also associated with
lower median annual costs compared with opioid therapy
(174). Limited information was found on costs of strategies to
decrease risks associated with opioid therapy; however, urine
drug testing, including screening and confirmatory tests, has
been estimated to cost $211-$363 per test (175).

Recommendations

The recommendations are grouped into three areas for
consideration:
* Determining when to initiate or continue opioids for
chronic pain.
* Opioid selection, dosage, duration, follow-up, and
discontinuation.
* Assessing risk and addressing harms of opioid use.

US Department of Health and Human Services/Centers for Disease Control and Prevention

There are 12 recommendations (Box 1). Each recommendation
is followed by a rationale for the recommendation, with
considerations for implementation noted. In accordance with
the ACIP GRADE process, CDC based the recommendations
on consideration of the clinical evidence, contextual evidence
(including benefits and harms, values and preferences, resource
allocation), and expert opinion. For each recommendation
statement, CDC notes the recommendation category (A or B)
and the type of the evidence (1, 2, 3, or 4) supporting the
statement (Box 2). Expert opinion is reflected within each of the
recommendation rationales. While there was not an attempt to
reach consensus among experts, experts from the Core Expert
Group and from the Opioid Guideline Workgroup (“experts”)
expressed overall, general support for all recommendations.
Where differences in expert opinion emerged for detailed actions
within the clinical recommendations or for implementation
considerations, CDC notes the differences of opinion in the
supporting rationale statements.

Category A recommendations indicate that most
patients should receive the recommended course of action;
category B recommendations indicate that different choices
will be appropriate for different patients, requiring clinicians to
help patients arrive at a decision consistent with patient values
and preferences and specific clinical situations. Consistent
with the ACIP (47) and GRADE process (48), category A
recommendations were made, even with type 3 and 4 evidence,
when there was broad agreement that the advantages of a
clinical action greatly outweighed the disadvantages based on
a consideration of benefits and harms, values and preferences,
and resource allocation. Category B recommendations were
made when there was broad agreement that the advantages
and disadvantages of a clinical action were more balanced,
but advantages were significant enough to warrant a
recommendation. All recommendations are category A
recommendations, with the exception of recommendation 10,
which is rated as category B. Recommendations were associated
with a range of evidence types, from type 2 to type 4.

In summary, the categorization of recommendations was
based on the following assessment:

* No evidence shows a long-term benefit of opioids in pain
and function versus no opioids for chronic pain with
outcomes examined at least 1 year later (with most placebo-
controlled randomized trials <6 weeks in duration).

* Extensive evidence shows the possible harms of opioids
(including opioid use disorder, overdose, and motor
vehicle injury).

* Extensive evidence suggests some benefits of
nonpharmacologic and nonopioid pharmacologic
treatments compared with long-term opioid therapy, with
less harm.
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BOX 1. CDC recommendations for prescribing opioids for chronic pain outside of active cancer, palliative, and end-of-life care

Determining When to Initiate or Continue Opioids for
Chronic Pain

1. Nonpharmacologic therapy and nonopioid
pharmacologic therapy are preferred for chronic pain.
Clinicians should consider opioid therapy only if
expected benefits for both pain and function are
anticipated to outweigh risks to the patient. If opioids
are used, they should be combined with
nonpharmacologic therapy and nonopioid
pharmacologic therapy, as appropriate.

2. Before starting opioid therapy for chronic pain,
clinicians should establish treatment goals with all
patients, including realistic goals for pain and function,
and should consider how therapy will be discontinued
if benefits do not outweigh risks. Clinicians should
continue opioid therapy only if there is clinically
meaningful improvement in pain and function that
outweighs risks to patient safety.

3. Before starting and periodically during opioid therapy,
clinicians should discuss with patients known risks and
realistic benefits of opioid therapy and patient and
clinician responsibilities for managing therapy.

Opioid Selection, Dosage, Duration, Follow-Up, and
Discontinuation

4. When starting opioid therapy for chronic pain, clinicians
should prescribe immediate-release opioids instead of
extended-release/long-acting (ER/LA) opioids.

5. When opioids are started, clinicians should prescribe
the lowest effective dosage. Clinicians should use
caution when prescribing opioids at any dosage, should
carefully reassess evidence of individual benefits and
risks when increasing dosage to 250 morphine
milligram equivalents (MME)/day, and should avoid
increasing dosage to 290 MME/day or carefully justify
a decision to titrate dosage to 290 MME/day.

6. Long-term opioid use often begins with treatment of
acute pain. When opioids are used for acute pain,
clinicians should prescribe the lowest effective dose of
immediate-release opioids and should prescribe no
greater quantity than needed for the expected duration
of pain severe enough to require opioids. Three days
or less will often be sufficient; more than seven days
will rarely be needed.

7.

Clinicians should evaluate benefits and harms with
patients within 1 to 4 weeks of starting opioid therapy
for chronic pain or of dose escalation. Clinicians should
evaluate benefits and harms of continued therapy with
patients every 3 months or more frequently. If benefits
do not outweigh harms of continued opioid therapy,
clinicians should optimize other therapies and work
with patients to taper opioids to lower dosages or to
taper and discontinue opioids.

Assessing Risk and Addressing Harms of Opioid Use

8.

10.

11.

12.

Before starting and periodically during continuation
of opioid therapy, clinicians should evaluate risk factors
for opioid-related harms. Clinicians should incorporate
into the management plan strategies to mitigate risk,
including considering offering naloxone when factors
that increase risk for opioid overdose, such as history
of overdose, history of substance use disorder, higher
opioid dosages (250 MME/day), or concurrent
benzodiazepine use, are present.

Clinicians should review the patient’s history of
controlled substance prescriptions using state prescription
drug monitoring program (PDMP) data to determine
whether the patient is receiving opioid dosages or
dangerous combinations that put him or her at high risk
for overdose. Clinicians should review PDMP data when
starting opioid therapy for chronic pain and periodically
during opioid therapy for chronic pain, ranging from
every prescription to every 3 months.

When prescribing opioids for chronic pain, clinicians
should use urine drug testing before starting opioid
therapy and consider urine drug testing at least
annually to assess for prescribed medications as well as
other controlled prescription drugs and illicit drugs.
Clinicians should avoid prescribing opioid pain
medication and benzodiazepines concurrently
whenever possible.

Clinicians should offer or arrange evidence-based
treatment (usually medication-assisted treatment
with buprenorphine or methadone in combination
with behavioral therapies) for patients with opioid
use disorder.

* All recommendations are category A (apply to all patients outside of active cancer treatment, palliative care, and end-of-life care) except recommendation 10
(designated category B, with individual decision making required); see full guideline for evidence ratings.
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BOX 2. Interpretation of recommendation categories and evidence type

Recommendation Categories

Based on evidence type, balance between desirable and
undesirable effects, values and preferences, and resource
allocation (cost).

Category A recommendation: Applies to all persons; most
patients should receive the recommended course of action.

Category B recommendation: Individual decision
making needed; different choices will be appropriate
for different patients. Clinicians help patients arrive at
a decision consistent with patient values and preferences
and specific clinical situations.

Evidence Type

Based on study design as well as a function of limitations
in study design or implementation, imprecision of
estimates, variability in findings, indirectness of evidence,
publication bias, magnitude of treatment effects, dose-
response gradient, and constellation of plausible biases
that could change effects.

Type 1 evidence: Randomized clinical trials or
overwhelming evidence from observational studies.

Type 2 evidence: Randomized clinical trials with
important limitations, or exceptionally strong evidence
from observational studies.

Type 3 evidence: Observational studies or randomized
clinical trials with notable limitations.

Type 4 evidence: Clinical experience and observations,
observational studies with important limitations, or
randomized clinical trials with several major limitations.

Determining When to Initiate or Continue
Opioids for Chronic Pain

1. Nonpharmacologic therapy and nonopioid
pharmacologic therapy are preferred for chronic pain.
Clinicians should consider opioid therapy only if
expected benefits for both pain and function are
anticipated to outweigh risks to the patient. If opioids
are used, they should be combined with
nonpharmacologic therapy and nonopioid
pharmacologic therapy, as appropriate
(recommendation category: A, evidence type: 3).

Patients with pain should receive treatment that provides
the greatest benefits relative to risks. The contextual evidence
review found that many nonpharmacologic therapies,
including physical therapy, weight loss for knee osteoarthritis,
psychological therapies such as CBT, and certain interventional
procedures can ameliorate chronic pain. There is high-quality
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evidence that exercise therapy (a prominent modality in
physical therapy) for hip (100) or knee (99) osteoarthritis
reduces pain and improves function immediately after
treatment and that the improvements are sustained for at least
2-6 months. Previous guidelines have strongly recommended
aerobic, aquatic, and/or resistance exercises for patients with
osteoarthritis of the knee or hip (176). Exercise therapy
also can help reduce pain and improve function in low
back pain and can improve global well-being and physical
function in fibromyalgia (98,101). Multimodal therapies and
multidisciplinary biopsychosocial rehabilitation-combining
approaches (e.g., psychological therapies with exercise) can
reduce long-term pain and disability compared with usual care
and compared with physical treatments (e.g., exercise) alone.
Multimodal therapies are not always available or reimbursed
by insurance and can be time-consuming and costly for
patients. Interventional approaches such as arthrocentesis
and intraarticular glucocorticoid injection for pain associated
with rheumatoid arthritis (/17) or osteoarthritis (/18) and
subacromial corticosteroid injection for rotator cuff disease
(119) can provide short-term improvement in pain and
function. Evidence is insufficient to determine the extent to
which repeated glucocorticoid injection increases potential
risks such as articular cartilage changes (in osteoarthritis) and
sepsis (118). Serious adverse events are rare but have been
reported with epidural injection (720).

Several nonopioid pharmacologic therapies (including
acetaminophen, NSAIDs, and selected antidepressants
and anticonvulsants) are effective for chronic pain. In
particular, acetaminophen and NSAIDs can be useful for
arthritis and low back pain. Selected anticonvulsants such
as pregabalin and gabapentin can improve pain in diabetic
neuropathy and post-herpetic neuralgia (contextual evidence
review). Pregabalin, gabapentin, and carbamazepine are
FDA-approved for treatment of certain neuropathic pain
conditions, and pregabalin is FDA approved for fibromyalgia
management. In patients with or without depression, tricyclic
antidepressants and SNRIs provide effective analgesia for
neuropathic pain conditions including diabetic neuropathy
and post-herpetic neuralgia, often at lower dosages and
with a shorter time to onset of effect than for treatment of
depression (see contextual evidence review). Tricyclics and
SNRIs can also relieve fibromyalgia symptoms. The SNRI
duloxetine is FDA-approved for the treatment of diabetic
neuropathy and fibromyalgia. Because patients with chronic
pain often suffer from concurrent depression (/44), and
depression can exacerbate physical symptoms including pain
(177), patients with co-occurring pain and depression are
especially likely to benefit from antidepressant medication
(see Recommendation 8). Nonopioid pharmacologic therapies
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are not generally associated with substance use disorder, and
the numbers of fatal overdoses associated with nonopioid
medications are a fraction of those associated with opioid
medications (contextual evidence review). For example,
acetaminophen, NSAIDs, and opioid pain medication were
involved in 881, 228, and 16,651 pharmaceutical overdose
deaths in the United States in 2010 (178). However, nonopioid
pharmacologic therapies are associated with certain risks,
particularly in older patients, pregnant patients, and patients
with certain co-morbidities such as cardiovascular, renal,
gastrointestinal, and liver disease (see contextual evidence
review). For example, acetaminophen can be hepatotoxic at
dosages of >3—4 grams/day and at lower dosages in patients
with chronic alcohol use or liver disease (/09). NSAID
use has been associated with gastritis, peptic ulcer disease,
cardiovascular events (171,112), and fluid retention, and most
NSAIDs (choline magnesium trilisate and selective COX-2
inhibitors are exceptions) interfere with platelet aggregation
(179). Clinicians should review FDA-approved labeling
including boxed warnings before initiating treatment with any
pharmacologic therapy.

Although opioids can reduce pain during short-term use,
the clinical evidence review found insufficient evidence
to determine whether pain relief is sustained and whether
function or quality of life improves with long-term opioid
therapy (KQ1). While benefits for pain relief, function, and
quality of life with long-term opioid use for chronic pain
are uncertain, risks associated with long-term opioid use are
clearer and significant. Based on the clinical evidence review,
long-term opioid use for chronic pain is associated with serious
risks including increased risk for opioid use disorder, overdose,
myocardial infarction, and motor vehicle injury (KQ2). At a
population level, more than 165,000 persons in the United
States have died from opioid pain-medication-related overdoses
since 1999 (see Contextual Evidence Review).

Integrated pain management requires coordination of
medical, psychological, and social aspects of health care and
includes primary care, mental health care, and specialist
services when needed (780). Nonpharmacologic physical
and psychological treatments such as exercise and CBT are
approaches that encourage active patient participation in the
care plan, address the effects of pain in the patient’s life, and can
result in sustained improvements in pain and function without
apparent risks. Despite this, these therapies are not always or
fully covered by insurance, and access and cost can be barriers
for patients. For many patients, aspects of these approaches
can be used even when there is limited access to specialty care.
For example, previous guidelines have strongly recommended
aerobic, aquatic, and/or resistance exercises for patients with
osteoarthritis of the knee or hip (176) and maintenance of

18 MMWR / March 18,2016 / Vol.65 / No. 1

activity for patients with low back pain (770). A randomized
trial found no difference in reduced chronic low back pain
intensity, frequency or disability between patients assigned to
relatively low-cost group aerobics and individual physiotherapy
or muscle reconditioning sessions (181). Low-cost options to
integrate exercise include brisk walking in public spaces or use
of public recreation facilities for group exercise. CBT addresses
psychosocial contributors to pain and improves function (97).
Primary care clinicians can integrate elements of a cognitive
behavioral approach into their practice by encouraging patients
to take an active role in the care plan, by supporting patients
in engaging in beneficial but potentially anxiety-provoking
activities, such as exercise (179), or by providing education in
relaxation techniques and coping strategies. In many locations,
there are free or low-cost patient support, self-help, and
educational community-based programs that can provide stress
reduction and other mental health benefits. Patients with more
entrenched anxiety or fear related to pain, or other significant
psychological distress, can be referred for formal therapy with a
mental health specialist (e.g., psychologist, psychiatrist, clinical
social worker). Multimodal therapies should be considered
for patients not responding to single-modality therapy, and
combinations should be tailored depending on patient needs,
cost, and convenience.

To guide patient-specific selection of therapy, clinicians
should evaluate patients and establish or confirm the
diagnosis. Detailed recommendations on diagnosis are
provided in other guidelines (110,179), but evaluation
should generally include a focused history, including history
and characteristics of pain and potentially contributing
factors (e.g., function, psychosocial stressors, sleep) and
physical exam, with imaging or other diagnostic testing only
if indicated (e.g., if severe or progressive neurologic deficits
are present or if serious underlying conditions are suspected)
(110,179). For complex pain syndromes, pain specialty
consultation can be considered to assist with diagnosis as well
as management. Diagnosis can help identify disease-specific
interventions to reverse or ameliorate pain; for example,
improving glucose control to prevent progression of diabetic
neuropathy; immune-modulating agents for rheumatoid
arthritis; physical or occupational therapy to address posture,
muscle weakness, or repetitive occupational motions that
contribute to musculoskeletal pain; or surgical intervention
to relieve mechanical/compressive pain (779). The underlying
mechanism for most pain syndromes can be categorized as
neuropathic (e.g., diabetic neuropathy, postherpetic neuralgia,
fibromyalgia), or nociceptive (e.g., osteoarthritis, muscular
back pain). The diagnosis and pathophysiologic mechanism of
pain have implications for symptomatic pain treatment with
medication. For example, evidence is limited or insufficient
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for improved pain or function with long-term use of opioids
for several chronic pain conditions for which opioids are
commonly prescribed, such as low back pain (782), headache
(183), and fibromyalgia (184). Although NSAIDs can be used
for exacerbations of nociceptive pain, other medications (e.g.,
tricyclics, selected anticonvulsants, or transdermal lidocaine)
generally are recommended for neuropathic pain. In addition,
improvement of neuropathic pain can begin weeks or longer
after symptomatic treatment is initiated (179). Medications
should be used only after assessment and determination that
expected benefits outweigh risks given patient-specific factors.
For example, clinicians should consider falls risk when selecting
and dosing potentially sedating medications such as tricyclics,
anticonvulsants, or opioids, and should weigh risks and benefits
of use, dose, and duration of NSAIDs when treating older
adults as well as patients with hypertension, renal insufficiency,
or heart failure, or those with risk for peptic ulcer disease or
cardiovascular disease. Some guidelines recommend topical
NSAID:s for localized osteoarthritis (e.g., knee osteoarthritis)
over oral NSAIDs in patients aged >75 years to minimize
systemic effects (176).

Experts agreed that opioids should not be considered first-
line or routine therapy for chronic pain (i.e., pain continuing
or expected to continue >3 months or past the time of normal
tissue healing) outside of active cancer, palliative, and end-
of-life care, given small to moderate short-term benefits,
uncertain long-term benefits, and potential for serious
harms; although evidence on long-term benefits of nonopioid
therapies is also limited, these therapies are also associated with
short-term benefits, and risks are much lower. This does not
mean that patients should be required to sequentially “fail”
nonpharmacologic and nonopioid pharmacologic therapy
before proceeding to opioid therapy. Rather, expected benefits
specific to the clinical context should be weighed against
risks before initiating therapy. In some clinical contexts (e.g.,
headache or fibromyalgia), expected benefits of initiating
opioids are unlikely to outweigh risks regardless of previous
nonpharmacologic and nonopioid pharmacologic therapies
used. In other situations (e.g., serious illness in a patient
with poor prognosis for return to previous level of function,
contraindications to other therapies, and clinician and patient
agreement that the overriding goal is patient comfort), opioids
might be appropriate regardless of previous therapies used.
In addition, when opioid pain medication is used, it is more
likely to be effective if integrated with nonpharmacologic
therapy. Nonpharmacologic approaches such as exercise and
CBT should be used to reduce pain and improve function in
patients with chronic pain. Nonopioid pharmacologic therapy
should be used when benefits outweigh risks and should be
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combined with nonpharmacologic therapy to reduce pain and
improve function. If opioids are used, they should be combined
with nonpharmacologic therapy and nonopioid pharmacologic
therapy, as appropriate, to provide greater benefits to patients
in improving pain and function.

2. Before starting opioid therapy for chronic pain,
clinicians should establish treatment goals with all
patients, including realistic goals for pain and
function, and should consider how opioid therapy
will be discontinued if benefits do not outweigh risks.
Clinicians should continue opioid therapy only if
there is clinically meaningful improvement in pain
and function that outweighs risks to patient safety
(recommendation category: A, evidence type: 4).

The clinical evidence review found insufficient evidence to
determine long-term benefits of opioid therapy for chronic
pain and found an increased risk for serious harms related to
long-term opioid therapy that appears to be dose-dependent.
In addition, studies on currently available risk assessment
instruments were sparse and showed inconsistent results
(KQ4). The clinical evidence review for the current guideline
considered studies with outcomes examined at >1 year that
compared opioid use versus nonuse or placebo. Studies of
opioid therapy for chronic pain that did not have a nonopioid
control group have found that although many patients
discontinue opioid therapy for chronic noncancer pain due
to adverse effects or insufficient pain relief, there is weak
evidence that patients who are able to continue opioid therapy
for at least 6 months can experience clinically significant
pain relief and insufficient evidence that function or quality
of life improves (185). These findings suggest that it is very
difficult for clinicians to predict whether benefits of opioids
for chronic pain will outweigh risks of ongoing treatment for
individual patients. Opioid therapy should not be initiated
without consideration of an “exit strategy” to be used if the
therapy is unsuccessful.

Experts agreed that before opioid therapy is initiated for
chronic pain outside of active cancer, palliative, and end-of-
life care, clinicians should determine how effectiveness will be
evaluated and should establish treatment goals with patients.
Because the line between acute pain and initial chronic pain is
not always clear, it might be difficult for clinicians to determine
when they are initiating opioids for chronic pain rather than
treating acute pain. Pain lasting longer than 3 months or past
the time of normal tissue healing (which could be substantially
shorter than 3 months, depending on the condition) is generally
no longer considered acute. However, establishing treatment
goals with a patient who has already received opioid therapy
for 3 months would defer this discussion well past the point of
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initiation of opioid therapy for chronic pain. Clinicians often
write prescriptions for long-term use in 30-day increments, and
opioid prescriptions written for 230 days are likely to represent
initiation or continuation of long-term opioid therapy. Before
writing an opioid prescription for 230 days, clinicians should
establish treatment goals with patients. Clinicians seeing new
patients already receiving opioids should establish treatment
goals for continued opioid therapy. Although the clinical
evidence review did not find studies evaluating the effectiveness
of written agreements or treatment plans (KQ4), clinicians
and patients who set a plan in advance will clarify expectations
regarding how opioids will be prescribed and monitored, as
well as situations in which opioids will be discontinued or
doses tapered (e.g., if treatment goals are not met, opioids are
no longer needed, or adverse events put the patient at risk) to
improve patient safety.

Experts thought that goals should include improvement in
both pain relief and function (and therefore in quality of life).
However, there are some clinical circumstances under which
reductions in pain without improvement in physical function
might be a more realistic goal (e.g., diseases typically associated
with progressive functional impairment or catastrophic injuries
such as spinal cord trauma). Experts noted that function can
include emotional and social as well as physical dimensions.
In addition, experts emphasized that mood has important
interactions with pain and function. Experts agreed that
clinicians may use validated instruments such as the three-
item “Pain average, interference with Enjoyment of life,
and interference with General activity” (PEG) Assessment
Scale (186) to track patient outcomes. Clinically meaningful
improvement has been defined as a 30% improvement in
scores for both pain and function (/87). Monitoring progress
toward patient-centered functional goals (e.g., walking the
dog or walking around the block, returning to part-time
work, attending family sports or recreational activities) can
also contribute to the assessment of functional improvement.
Clinicians should use these goals in assessing benefits of opioid
therapy for individual patients and in weighing benefits against
risks of continued opioid therapy (see Recommendation 7,
including recommended intervals for follow-up). Because
depression, anxiety, and other psychological co-morbidities
often coexist with and can interfere with resolution of pain,
clinicians should use validated instruments to assess for these
conditions (see Recommendation 8) and ensure that treatment
for these conditions is optimized. If patients receiving opioid
therapy for chronic pain do not experience meaningful
improvements in both pain and function compared with
prior to initiation of opioid therapy, clinicians should consider
working with patients to taper and discontinue opioids (see
Recommendation 7) and should use nonpharmacologic and
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nonopioid pharmacologic approaches to pain management
(see Recommendation 1).

3. Before starting and periodically during opioid therapy,
clinicians should discuss with patients known risks and
realistic benefits of opioid therapy and patient and
clinician responsibilities for managing therapy
(recommendation category: A, evidence type: 3).

The clinical evidence review did not find studies evaluating
effectiveness of patient education or opioid treatment plans
as risk-mitigation strategies (KQ4). However, the contextual
evidence review found that many patients lack information
about opioids and identified concerns that some clinicians
miss opportunities to effectively communicate about safety.
Given the substantial evidence gaps on opioids, uncertain
benefits of long-term use, and potential for serious harms,
patient education and discussion before starting opioid
therapy are critical so that patient preferences and values can
be understood and used to inform clinical decisions. Experts
agreed that essential elements to communicate to patients
before starting and periodically during opioid therapy include
realistic expected benefits, common and serious harms, and
expectations for clinician and patient responsibilities to
mitigate risks of opioid therapy.

Clinicians should involve patients in decisions about
whether to start or continue opioid therapy. Given potentially
serious risks of long-term opioid therapy, clinicians should
ensure that patients are aware of potential benefits of, harms
of, and alternatives to opioids before starting or continuing
opioid therapy. Clinicians are encouraged to have open and
honest discussions with patients to inform mutual decisions
about whether to start or continue opioid therapy. Important
considerations include the following:

* Be explicit and realistic about expected benefits of opioids,
explaining that while opioids can reduce pain during short-
term use, there is no good evidence that opioids improve
pain or function with long-term use, and that complete
relief of pain is unlikely (clinical evidence review, KQ1).

* Emphasize improvement in function as a primary goal and
that function can improve even when pain is still present.

* Advise patients about serious adverse effects of opioids,
including potentially fatal respiratory depression and
development of a potentially serious lifelong opioid use
disorder that can cause distress and inability to fulfill major
role obligations.

* Advise patients about common effects of opioids, such as
constipation, dry mouth, nausea, vomiting, drowsiness,
confusion, tolerance, physical dependence, and withdrawal
symptoms when stopping opioids. To prevent constipation
associated with opioid use, advise patients to increase
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hydration and fiber intake and to maintain or increase
physical activity. Stool softeners or laxatives might be needed.

* Discuss effects that opioids might have on ability to safely
operate a vehicle, particularly when opioids are initiated,
when dosages are increased, or when other central nervous
system depressants, such as benzodiazepines or alcohol,
are used concurrently.

* Discuss increased risks for opioid use disorder, respiratory
depression, and death at higher dosages, along with the
importance of taking only the amount of opioids
prescribed, i.e., not taking more opioids or taking them
more often.

* Review increased risks for respiratory depression when
opioids are taken with benzodiazepines, other sedatives,
alcohol, illicit drugs such as heroin, or other opioids.

* Discuss risks to household members and other individuals
if opioids are intentionally or unintentionally shared with
others for whom they are not prescribed, including the
possibility that others might experience overdose at the
same or at lower dosage than prescribed for the patient,
and that young children are susceptible to unintentional
ingestion. Discuss storage of opioids in a secure, preferably
locked location and options for safe disposal of unused
opioids (188).

* Discuss the importance of periodic reassessment to ensure
that opioids are helping to meet patient goals and to allow
opportunities for opioid discontinuation and consideration
of additional nonpharmacologic or nonopioid
pharmacologic treatment options if opioids are not
effective or are harmful.

* Discuss planned use of precautions to reduce risks,
including use of prescription drug monitoring program
information (see Recommendation 9) and urine drug
testing (see Recommendation 10). Consider including
discussion of naloxone use for overdose reversal (see
Recommendation 8).

* Consider whether cognitive limitations might interfere
with management of opioid therapy (for older adults in
particular) and, if so, determine whether a caregiver can
responsibly co-manage medication therapy. Discuss the
importance of reassessing safer medication use with both
the patient and caregiver.

Given the possibility that benefits of opioid therapy might
diminish or that risks might become more prominent over
time, it is important that clinicians review expected benefits and
risks of continued opioid therapy with patients periodically, at
least every 3 months (see Recommendation 7).

US Department of Health and Human Services/Centers for Disease Control and Prevention

Opioid Selection, Dosage, Duration,
Follow-Up, and Discontinuation
4. When starting opioid therapy for chronic pain, clinicians
should prescribe immediate-release opioids instead of
extended-release/long-acting (ER/LA) opioids
(recommendation category: A, evidence type: 4).

ER/LA opioids include methadone, transdermal fentanyl,
and extended-release versions of opioids such as oxycodone,
oxymorphone, hydrocodone, and morphine. The clinical
evidence review found a fair-quality study showing a higher
risk for overdose among patients initiating treatment with
ER/LA opioids than among those initiating treatment with
immediate-release opioids (7). The clinical evidence review
did not find evidence that continuous, time-scheduled use of
ER/LA opioids is more effective or safer than intermittent use
of immediate-release opioids or that time-scheduled use of ER/
LA opioids reduces risks for opioid misuse or addiction (KQ3).

In 2014, the FDA modified the labeling for ER/LA opioid
pain medications, noting serious risks and recommending
that ER/LA opioids be reserved for “management of pain
severe enough to require daily, around-the-clock, long-term
opioid treatment” when “alternative treatment options
(e.g., nonopioid analgesics or immediate-release opioids) are
ineffective, not tolerated, or would be otherwise inadequate
to provide sufficient management of pain” and not used as
“as needed” pain relievers (127). FDA has also noted that
some ER/LA opioids are only appropriate for opioid-tolerant
patients, defined as patients who have received certain dosages
of opioids (e.g., 60 mg daily of oral morphine, 30 mg daily
of oral oxycodone, or equianalgesic dosages of other opioids)
for at least 1 week (/89). Time-scheduled opioid use can
be associated with greater total average daily opioid dosage
compared with intermittent, as-needed opioid use (contextual
evidence review). In addition, experts indicated that there
was not enough evidence to determine the safety of using
immediate-release opioids for breakthrough pain when ER/
LA opioids are used for chronic pain outside of active cancer
pain, palliative care, or end-of-life care, and that this practice
might be associated with dose escalation.

Abuse-deterrent technologies have been employed to prevent
manipulation intended to defeat extended-release properties
of ER/LA opioids and to prevent opioid use by unintended
routes of administration, such as injection of oral opioids. As
indicated in FDA guidance for industry on evaluation and
labeling of abuse-deterrent opioids (790), although abuse-
deterrent technologies are expected to make manipulation of
opioids more difficult or less rewarding, they do not prevent
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opioid abuse through oral intake, the most common route of
opioid abuse, and can still be abused by nonoral routes. The
“abuse-deterrent” label does not indicate that there is no risk
for abuse. No studies were found in the clinical evidence review
assessing the effectiveness of abuse-deterrent technologies as
a risk mitigation strategy for deterring or preventing abuse.
In addition, abuse-deterrent technologies do not prevent
unintentional overdose through oral intake. Experts agreed
that recommendations could not be offered at this time related
to use of abuse-deterrent formulations.

In comparing different ER/LA formulations, the clinical
evidence review found inconsistent results for overdose risk with
methadone versus other ER/LA opioids used for chronic pain
(KQ3). The contextual evidence review found that methadone
has been associated with disproportionate numbers of overdose
deaths relative to the frequency with which it is prescribed
for chronic pain. In addition, methadone is associated with
cardiac arrhythmias along with QT prolongation on the
electrocardiogram, and it has complicated pharmacokinetics
and pharmacodynamics, including a long and variable half-
life and peak respiratory depressant effect occurring later and
lasting longer than peak analgesic effect. Experts noted that the
pharmacodynamics of methadone are subject to more inter-
individual variability than other opioids. In regard to other ER/
LA opioid formulations, experts noted that the absorption and
pharmacodynamics of transdermal fentanyl are complex, with
gradually increasing serum concentration during the first part
of the 72-hour dosing interval, as well as variable absorption
based on factors such as external heat. In addition, the dosing
of transdermal fentanyl in mcg/hour, which is not typical for
a drug used by outpatients, can be confusing. Experts thought
that these complexities might increase the risk for fatal overdose
when methadone or transdermal fentanyl is prescribed to a
patient who has not used it previously or by clinicians who
are not familiar with its effects.

Experts agreed that for patients not already receiving
opioids, clinicians should not initiate opioid treatment with
ER/LA opioids and should not prescribe ER/LA opioids for
intermittent use. ER/LA opioids should be reserved for severe,
continuous pain and should be considered only for patients
who have received immediate-release opioids daily for at least
1 week. When changing to an ER/LA opioid for a patient
previously receiving a different immediate-release opioid,
clinicians should consult product labeling and reduce total
daily dosage to account for incomplete opioid cross-tolerance.
Clinicians should use additional caution with ER/LA opioids
and consider a longer dosing interval when prescribing
to patients with renal or hepatic dysfunction because
decreased clearance of drugs among these patients can lead to
accumulation of drugs to toxic levels and persistence in the
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body for longer durations. Although there might be situations
in which clinicians need to prescribe immediate-release and
ER/LA opioids together (e.g., transitioning patients from
ER/LA opioids to immediate-release opioids by temporarily
using lower dosages of both), in general, avoiding the use of
immediate-release opioids in combination with ER/LA opioids
is preferable, given potentially increased risk and diminishing
returns of such an approach for chronic pain.

When an ER/LA opioid is prescribed, using one with
predictable pharmacokinetics and pharmacodynamics
is preferred to minimize unintentional overdose risk. In
particular, unusual characteristics of methadone and of
transdermal fentanyl make safe prescribing of these medications
for pain especially challenging.

* Methadone should not be the first choice for an ER/LA
opioid. Only clinicians who are familiar with methadone’s
unique risk profile and who are prepared to educate and
closely monitor their patients, including risk assessment
for QT prolongation and consideration of
electrocardiographic monitoring, should consider
prescribing methadone for pain. A clinical practice
guideline that contains further guidance regarding
methadone prescribing for pain has been published
previously (191).

* Because dosing effects of transdermal fentanyl are often
misunderstood by both clinicians and patients, only
clinicians who are familiar with the dosing and absorption
properties of transdermal fentanyl and are prepared to
educate their patients about its use should consider
prescribing it.

5. When opioids are started, clinicians should prescribe
the lowest effective dosage. Clinicians should use
caution when prescribing opioids at any dosage,
should carefully reassess evidence of individual
benefits and risks when considering increasing dosage
to 250 morphine milligram equivalents (MME)/day,
and should avoid increasing dosage to 290 MME/day
or carefully justify a decision to titrate dosage to
290 MME/day (recommendation category: A,
evidence type: 3).

Benefits of high-dose opioids for chronic pain are not
established. The clinical evidence review found only one study
(84) addressing effectiveness of dose titration for outcomes
related to pain control, function, and quality of life (KQ3).
This randomized trial found no difference in pain or function
between a more liberal opioid dose escalation strategy and
maintenance of current dosage. (These groups were prescribed
average dosages of 52 and 40 MME/day, respectively, at the
end of the trial.) At the same time, risks for serious harms
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related to opioid therapy increase at higher opioid dosage. The
clinical evidence review found that higher opioid dosages are
associated with increased risks for motor vehicle injury, opioid
use disorder, and overdose (KQ2). The clinical and contextual
evidence reviews found that opioid overdose risk increases in
a dose-response manner, that dosages of 50-<100 MME/day
have been found to increase risks for opioid overdose by factors
of 1.9 to 4.6 compared with dosages of 1-<20 MME/day, and
that dosages 2100 MME/day are associated with increased
risks of overdose 2.0-8.9 times the risk at 1-<20 MME/day.
In a national sample of Veterans Health Administration
patients with chronic pain who were prescribed opioids, mean
prescribed opioid dosage among patients who died from opioid
overdose was 98 MME (median 60 MME) compared with
mean prescribed opioid dosage of 48 MME (median 25 MME)
among patients not experiencing fatal overdose (127).

The contextual evidence review found that although there
is not a single dosage threshold below which overdose risk is
eliminated, holding dosages <50 MME/day would likely reduce
risk among a large proportion of patients who would experience
fatal overdose at higher prescribed dosages. Experts agreed
that lower dosages of opioids reduce the risk for overdose, but
that a single dosage threshold for safe opioid use could not be
identified. Experts noted that daily opioid dosages close to
or greater than 100 MME/day are associated with significant
risks, that dosages <50 MME/day are safer than dosages of
50—-100 MME/day, and that dosages <20 MME/day are safer
than dosages of 20-50 MME/day. One expert thought that a
specific dosage at which the benefit/risk ratio of opioid therapy
decreases could not be identified. Most experts agreed that, in
general, increasing dosages to 50 or more MME/day increases
overdose risk without necessarily adding benefits for pain
control or function and that clinicians should carefully reassess
evidence of individual benefits and risks when considering
increasing opioid dosages to 250 MME/day. Most experts
also agreed that opioid dosages should not be increased to
>90 MME/day without careful justification based on diagnosis
and on individualized assessment of benefits and risks.

When opioids are used for chronic pain outside of active
cancer, palliative, and end-of-life care, clinicians should start
opioids at the lowest possible effective dosage (the lowest
starting dosage on product labeling for patients not already
taking opioids and according to product labeling guidance
regarding tolerance for patients already taking opioids).
Clinicians should use additional caution when initiating
opioids for patients aged 265 years and for patients with
renal or hepatic insufficiency because decreased clearance of
drugs in these patients can result in accumulation of drugs to
toxic levels. Clinicians should use caution when increasing
opioid dosages and increase dosage by the smallest practical
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amount because overdose risk increases with increases in opioid
dosage. Although there is limited evidence to recommend
specific intervals for dosage titration, a previous guideline
recommended waiting at least five half-lives before increasing
dosage and waiting at least a week before increasing dosage of
methadone to make sure that full effects of the previous dosage
are evident (37). Clinicians should re-evaluate patients after
increasing dosage for changes in pain, function, and risk for
harm (see Recommendation 7). Before increasing total opioid
dosage to 250 MME/day, clinicians should reassess whether
opioid treatment is meeting the patient’s treatment goals
(see Recommendation 2). If a patient’s opioid dosage for all
sources of opioids combined reaches or exceeds 50 MME/day,
clinicians should implement additional precautions, including
increased frequency of follow-up (see Recommendation 7)
and considering offering naloxone and overdose prevention
education to both patients and the patients’ household
members (see Recommendation 8). Clinicians should avoid
increasing opioid dosages to 290 MME/day or should
carefully justify a decision to increase dosage to 290 MME/day
based on individualized assessment of benefits and risks and
weighing factors such as diagnosis, incremental benefits for
pain and function relative to harms as dosages approach
90 MME/day, other treatments and effectiveness, and
recommendations based on consultation with pain specialists.
If patients do not experience improvement in pain and
function at 290 MME/day, or if there are escalating dosage
requirements, clinicians should discuss other approaches to
pain management with the patient, consider working with
patients to taper opioids to a lower dosage or to taper and
discontinue opioids (see Recommendation 7), and consider
consulting a pain specialist. Some states require clinicians
to implement clinical protocols at specific dosage levels. For
example, before increasing long-term opioid therapy dosage to
>120 MME/day, clinicians in Washington state must obtain
consultation from a pain specialist who agrees that this is
indicated and appropriate (30). Clinicians should be aware
of rules related to MME thresholds and associated clinical
protocols established by their states.

Established patients already taking high dosages of opioids,
as well as patients transferring from other clinicians, might
consider the possibility of opioid dosage reduction to be
anxiety-provoking, and tapering opioids can be especially
challenging after years on high dosages because of physical and
psychological dependence. However, these patients should be
offered the opportunity to re-evaluate their continued use of
opioids at high dosages in light of recent evidence regarding
the association of opioid dosage and overdose risk. Clinicians
should explain in a nonjudgmental manner to patients already

taking high opioid dosages (290 MME/day) that there is
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now an established body of scientific evidence showing that
overdose risk is increased at higher opioid dosages. Clinicians
should empathically review benefits and risks of continued
high-dosage opioid therapy and should offer to work with the
patient to taper opioids to safer dosages. For patients who agree
to taper opioids to lower dosages, clinicians should collaborate
with the patient on a tapering plan (see Recommendation 7).
Experts noted that patients tapering opioids after taking them
for years might require very slow opioid tapers as well as pauses
in the taper to allow gradual accommodation to lower opioid
dosages. Clinicians should remain alert to signs of anxiety,
depression, and opioid use disorder (see Recommendations
8 and 12) that might be unmasked by an opioid taper and
arrange for management of these co-morbidities. For patients
agreeing to taper to lower opioid dosages as well as for
those remaining on high opioid dosages, clinicians should
establish goals with the patient for continued opioid therapy
(see Recommendation 2), maximize pain treatment with
nonpharmacologic and nonopioid pharmacologic treatments as
appropriate (see Recommendation 1), and consider consulting
a pain specialist as needed to assist with pain management.

6. Long-term opioid use often begins with treatment of
acute pain. When opioids are used for acute pain,
clinicians should prescribe the lowest effective dose
of immediate-release opioids and should prescribe no
greater quantity than needed for the expected duration
of pain severe enough to require opioids. Three days
or less will often be sufficient; more than seven days
will rarely be needed (recommendation category: A,
evidence type: 4).

The clinical evidence review found that opioid use for acute
pain (i.e., pain with abrupt onset and caused by an injury or
other process that is not ongoing) is associated with long-term
opioid use, and that a greater amount of early opioid exposure
is associated with greater risk for long-term use (KQ5). Several
guidelines on opioid prescribing for acute pain from emergency
departments (192—-194) and other settings (195,196) have
recommended prescribing <3 days of opioids in most cases,
whereas others have recommended <7 days (197) or <14 days
(30). Because physical dependence on opioids is an expected
physiologic response in patients exposed to opioids for more
than a few days (contextual evidence review), limiting days
of opioids prescribed also should minimize the need to taper
opioids to prevent distressing or unpleasant withdrawal
symptoms. Experts noted that more than a few days of
exposure to opioids significantly increases hazards, that each
day of unnecessary opioid use increases likelihood of physical
dependence without adding benefit, and that prescriptions
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with fewer days’ supply will minimize the number of pills
available for unintentional or intentional diversion.

Experts agreed that when opioids are needed for acute pain,
clinicians should prescribe opioids at the lowest effective
dose and for no longer than the expected duration of pain
severe enough to require opioids to minimize unintentional
initiation of long-term opioid use. The lowest effective dose
can be determined using product labeling as a starting point
with calibration as needed based on the severity of pain and
on other clinical factors such as renal or hepatic insufficiency
(see Recommendation 8). Experts thought, based on clinical
experience regarding anticipated duration of pain severe
enough to require an opioid, that in most cases of acute pain
not related to surgery or trauma, a <3 days supply of opioids
will be sufficient. For example, in one study of the course
of acute low back pain (not associated with malignancies,
infections, spondylarthropathies, fractures, or neurological
signs) in a primary care setting, there was a large decrease in
pain until the fourth day after treatment with paracetamol,
with smaller decreases thereafter (198). Some experts thought
that because some types of acute pain might require more
than 3 days of opioid treatment, it would be appropriate to
recommend a range of <3-5 days or <3-7 days when opioids
are needed. Some experts thought that a range including 7 days
was too long given the expected course of severe acute pain for
most acute pain syndromes seen in primary care.

Acute pain can often be managed without opioids. It is
important to evaluate the patient for reversible causes of pain,
for underlying etiologies with potentially serious sequelae,
and to determine appropriate treatment. When the diagnosis
and severity of nontraumatic, nonsurgical acute pain are
reasonably assumed to warrant the use of opioids, clinicians
should prescribe no greater quantity than needed for the
expected duration of pain severe enough to require opioids,
often 3 days or less, unless circumstances clearly warrant
additional opioid therapy. More than 7 days will rarely be
needed. Opioid treatment for post-surgical pain is outside the
scope of this guideline but has been addressed elsewhere (30).
Clinicians should not prescribe additional opioids to patients
“just in case” pain continues longer than expected. Clinicians
should re-evaluate the subset of patients who experience
severe acute pain that continues longer than the expected
duration to confirm or revise the initial diagnosis and to adjust
management accordingly. Given longer half-lives and longer
duration of effects (e.g., respiratory depression) with ER/LA
opioids such as methadone, fentanyl patches, or extended
release versions of opioids such as oxycodone, oxymorphone,
or morphine, clinicians should not prescribe ER/LA opioids
for the treatment of acute pain.
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7. Clinicians should evaluate benefits and harms with
patients within 1 to 4 weeks of starting opioid therapy
for chronic pain or of dose escalation. Clinicians should
evaluate benefits and harms of continued therapy with
patients every 3 months or more frequently. If benefits
do not outweigh harms of continued opioid therapy,
clinicians should optimize other therapies and work
with patients to taper opioids to lower dosages or to
taper and discontinue opioids (recommendation
category: A, evidence type: 4).

Although the clinical evidence review did not find studies
evaluating the effectiveness of more frequent monitoring
intervals (KQ4), it did find that continuing opioid therapy
for 3 months substantially increases risk for opioid use
disorder (KQ?2); therefore, follow-up earlier than 3 months
might be necessary to provide the greatest opportunity to
prevent the development of opioid use disorder. In addition,
risk for overdose associated with ER/LA opioids might be
particularly high during the first 2 weeks of treatment (KQ3).
The contextual evidence review found that patients who do
not have pain relief with opioids at 1 month are unlikely to
experience pain relief with opioids at 6 months. Although
evidence is insufficient to determine at what point within the
first 3 months of opioid therapy the risks for opioid use disorder
increase, reassessment of pain and function within 1 month
of initiating opioids provides an opportunity to minimize
risks of long-term opioid use by discontinuing opioids among
patients not receiving a clear benefit from these medications.
Experts noted that risks for opioid overdose are greatest during
the first 3—7 days after opioid initiation or increase in dosage,
particularly when methadone or transdermal fentanyl are
prescribed; that follow-up within 3 days is appropriate when
initiating or increasing the dosage of methadone; and that
follow-up within 1 week might be appropriate when initiating
or increasing the dosage of other ER/LA opioids.

Clinicians should evaluate patients to assess benefits and
harms of opioids within 1 to 4 weeks of starting long-term
opioid therapy or of dose escalation. Clinicians should
consider follow-up intervals within the lower end of this
range when ER/LA opioids are started or increased or when
total daily opioid dosage is 250 MME/day. Shorter follow-up
intervals (within 3 days) should be strongly considered when
starting or increasing the dosage of methadone. At follow up,
clinicians should assess benefits in function, pain control,
and quality of life using tools such as the three-item “Pain
average, interference with Enjoyment of life, and interference
with General activity” (PEG) Assessment Scale (186) and/or
asking patients about progress toward functional goals that
have meaning for them (see Recommendation 2). Clinicians
should also ask patients about common adverse effects such as
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constipation and drowsiness (see Recommendation 3), as well
as asking about and assessing for effects that might be early
warning signs for more serious problems such as overdose (e.g.,
sedation or slurred speech) or opioid use disorder (e.g., craving,
wanting to take opioids in greater quantities or more frequently
than prescribed, or difficulty controlling use). Clinicians should
ask patients about their preferences for continuing opioids,
given their effects on pain and function relative to any adverse
effects experienced.

Because of potential changes in the balance of benefits and
risks of opioid therapy over time, clinicians should regularly
reassess all patients receiving long-term opioid therapy,
including patients who are new to the clinician but on long-
term opioid therapy, at least every 3 months. At reassessment,
clinicians should determine whether opioids continue to meet
treatment goals, including sustained improvement in pain and
function, whether the patient has experienced common or
serious adverse events or early warning signs of serious adverse
events, signs of opioid use disorder (e.g., difficulty controlling
use, work or family problems related to opioid use), whether
benefits of opioids continue to outweigh risks, and whether
opioid dosage can be reduced or opioids can be discontinued.
Ideally, these reassessments would take place in person and be
conducted by the prescribing clinician. In practice contexts
where virtual visits are part of standard care (e.g., in remote
areas where distance or other issues make follow-up visits
challenging), follow-up assessments that allow the clinician
to communicate with and observe the patient through video
and audio could be conducted, with in-person visits occurring
at least once per year. Clinicians should re-evaluate patients
who are exposed to greater risk of opioid use disorder or
overdose (e.g., patients with depression or other mental health
conditions, a history of substance use disorder, a history
of overdose, taking >50 MME/day, or taking other central
nervous system depressants with opioids) more frequently
than every 3 months. If clinically meaningful improvements
in pain and function are not sustained, if patients are taking
high-risk regimens (e.g., dosages 250 MME/day or opioids
combined with benzodiazepines) without evidence of benefit,
if patients believe benefits no longer outweigh risks or if they
request dosage reduction or discontinuation, or if patients
experience overdose or other serious adverse events (e.g., an
event leading to hospitalization or disability) or warning signs
of serious adverse events, clinicians should work with patients
to reduce opioid dosage or to discontinue opioids when
possible. Clinicians should maximize pain treatment with
nonpharmacologic and nonopioid pharmacologic treatments as
appropriate (see Recommendation 1) and consider consulting
a pain specialist as needed to assist with pain management.
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Considerations for Tapering Opioids

Although the clinical evidence review did not find high-
quality studies comparing the effectiveness of different tapering
protocols for use when opioid dosage is reduced or opioids
are discontinued (KQ3), tapers reducing weekly dosage by
10%-50% of the original dosage have been recommended by
other clinical guidelines (199), and a rapid taper over 2—3 weeks
has been recommended in the case of a severe adverse event
such as overdose (30). Experts noted that tapers slower than
10% per week (e.g., 10% per month) also might be appropriate
and better tolerated than more rapid tapers, particularly when
patients have been taking opioids for longer durations (e.g.,
for years). Opioid withdrawal during pregnancy has been
associated with spontaneous abortion and premature labor.

When opioids are reduced or discontinued, a taper slow
enough to minimize symptoms and signs of opioid withdrawal
(e.g., drug craving, anxiety, insomnia, abdominal pain,
vomiting, diarrhea, diaphoresis, mydriasis, tremor, tachycardia,
or piloerection) should be used. A decrease of 10% of the
original dose per week is a reasonable starting point; experts
agreed that tapering plans may be individualized based on
patient goals and concerns. Experts noted that at times, tapers
might have to be paused and restarted again when the patient
is ready and might have to be slowed once patients reach low
dosages. Tapers may be considered successful as long as the
patient is making progress. Once the smallest available dose is
reached, the interval between doses can be extended. Opioids
may be stopped when taken less frequently than once a day.
More rapid tapers might be needed for patient safety under
certain circumstances (e.g., for patients who have experienced
overdose on their current dosage). Ultrarapid detoxification
under anesthesia is associated with substantial risks, including
death, and should not be used (200). Clinicians should access
appropriate expertise if considering tapering opioids during
pregnancy because of possible risk to the pregnant patient and
to the fetus if the patient goes into withdrawal. Patients who
are not taking opioids (including patients who are diverting all
opioids they obtain) do not require tapers. Clinicians should
discuss with patients undergoing tapering the increased risk
for overdose on abrupt return to a previously prescribed higher
dose. Primary care clinicians should collaborate with mental
health providers and with other specialists as needed to optimize
nonopioid pain management (see Recommendation 1), as well
as psychosocial support for anxiety related to the taper. More
detailed guidance on tapering, including management of
withdrawal symptoms has been published previously (30,201).
If a patient exhibits signs of opioid use disorder, clinicians
should offer or arrange for treatment of opioid use disorder
(see Recommendation 12) and consider offering naloxone for
overdose prevention (see Recommendation 8).
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Assessing Risk and Addressing Harms of
Opioid Use
8. Before starting and periodically during continuation
of opioid therapy, clinicians should evaluate risk
factors for opioid-related harms. Clinicians should
incorporate into the management plan strategies to
mitigate risk, including considering offering naloxone
when factors that increase risk for opioid overdose,
such as history of overdose, history of substance use
disorder, higher opioid dosages (>50 MME/day), or
concurrent benzodiazepine use, are present
(recommendation category: A, evidence type: 4).
The clinical evidence review found insufficient evidence to
determine how harms of opioids differ depending on patient
demographics or patient comorbidities (KQ2). However,
based on the contextual evidence review and expert opinion,
certain risk factors are likely to increase susceptibility to opioid-
associated harms and warrant incorporation of additional
strategies into the management plan to mitigate risk. Clinicians
should assess these risk factors periodically, with frequency
varying by risk factor and patient characteristics. For example,
factors that vary more frequently over time, such as alcohol
use, require more frequent follow up. In addition, clinicians
should consider offering naloxone, re-evaluating patients more
frequently (see Recommendation 7), and referring to pain
and/or behavioral health specialists when factors that increase
risk for harm, such as history of overdose, history of substance
use disorder, higher dosages of opioids (=50 MME/day), and

concurrent use of benzodiazepines with opioids, are present.

Patients with Sleep-Disordered Breathing, Including
Sleep Apnea

Risk factors for sleep-disordered breathing include congestive
heart failure, and obesity. Experts noted that careful monitoring
and cautious dose titration should be used if opioids are
prescribed for patients with mild sleep-disordered breathing.
Clinicians should avoid prescribing opioids to patients with
moderate or severe sleep-disordered breathing whenever
possible to minimize risks for opioid overdose (contextual
evidence review).

Pregnant Women

Opioids used in pregnancy might be associated with
additional risks to both mother and fetus. Some studies
have shown an association of opioid use in pregnancy with
stillbirth, poor fetal growth, pre-term delivery, and birth
defects (contextual evidence review). Importantly, in some
cases, opioid use during pregnancy leads to neonatal opioid
withdrawal syndrome. Clinicians and patients together should
carefully weigh risks and benefits when making decisions
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about whether to initiate opioid therapy for chronic pain
during pregnancy. In addition, before initiating opioid therapy
for chronic pain for reproductive-age women, clinicians
should discuss family planning and how long-term opioid
use might affect any future pregnancy. For pregnant women
already receiving opioids, clinicians should access appropriate
expertise if considering tapering opioids because of possible
risk to the pregnant patient and to the fetus if the patient
goes into withdrawal (see Recommendation 7). For pregnant
women with opioid use disorder, medication-assisted therapy
with buprenorphine or methadone has been associated with
improved maternal outcomes and should be offered (202) (see
Recommendation 12). Clinicians caring for pregnant women
receiving opioids for pain or receiving buprenorphine or
methadone for opioid use disorder should arrange for delivery
ata facility prepared to monitor, evaluate for, and treat neonatal
opioid withdrawal syndrome. In instances when travel to such
a facility would present an undue burden on the pregnant
woman, it is appropriate to deliver locally, monitor and evaluate
the newborn for neonatal opioid withdrawal syndrome, and
transfer the newborn for additional treatment if needed.
Neonatal toxicity and death have been reported in breast-
feeding infants whose mothers are taking codeine (contextual
evidence review); previous guidelines have recommended that
codeine be avoided whenever possible among mothers who
are breast feeding and, if used, should be limited to the lowest

possible dose and to a 4-day supply (203).

Patients with Renal or Hepatic Insufficiency

Clinicians should use additional caution and increased
monitoring (see Recommendation 7) to minimize risks
of opioids prescribed for patients with renal or hepatic
insufficiency, given their decreased ability to process and
excrete drugs, susceptibility to accumulation of opioids, and
reduced therapeutic window between safe dosages and dosages
associated with respiratory depression and overdose (contextual
evidence review; see Recommendations 4, 5, and 7).

Patients Aged =65 Years

Inadequate pain treatment among persons aged =65 years has
been documented (204). Pain management for older patients
can be challenging given increased risks of both nonopioid
pharmacologic therapies (see Recommendation 1) and opioid
therapy in this population. Given reduced renal function and
medication clearance even in the absence of renal disease,
patients aged =65 years might have increased susceptibility
to accumulation of opioids and a smaller therapeutic window
between safe dosages and dosages associated with respiratory
depression and overdose (contextual evidence review). Some
older adults suffer from cognitive impairment, which can
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increase risk for medication errors and make opioid-related
confusion more dangerous. In addition, older adults are more
likely than younger adults to experience co-morbid medical
conditions and more likely to receive multiple medications,
some of which might interact with opioids (such as
benzodiazepines). Clinicians should use additional caution and
increased monitoring (see Recommendations 4, 5, and 7) to
minimize risks of opioids prescribed for patients aged =65 years.
Experts suggested that clinicians educate older adults receiving
opioids to avoid risky medication-related behaviors such as
obtaining controlled medications from multiple prescribers and
saving unused medications. Clinicians should also implement
interventions to mitigate common risks of opioid therapy
among older adults, such as exercise or bowel regimens to
prevent constipation, risk assessment for falls, and patient
monitoring for cognitive impairment.

Patients with Mental Health Conditions

Because psychological distress frequently interferes
with improvement of pain and function in patients with
chronic pain, using validated instruments such as the
Generalized Anxiety Disorder (GAD)-7 and the Patient
Health Questionnaire (PHQ)-9 or the PHQ-4 to assess for
anxiety, post-traumatic stress disorder, and/or depression
(205), might help clinicians improve overall pain treatment
outcomes. Experts noted that clinicians should use additional
caution and increased monitoring (see Recommendation 7)
to lessen the increased risk for opioid use disorder among
patients with mental health conditions (including depression,
anxiety disorders, and PTSD), as well as increased risk for drug
overdose among patients with depression. Previous guidelines
have noted that opioid therapy should not be initiated during
acute psychiatric instability or uncontrolled suicide risk, and
that clinicians should consider behavioral health specialist
consultation for any patient with a history of suicide attempt
or psychiatric disorder (37). In addition, patients with anxiety
disorders and other mental health conditions are more likely to
receive benzodiazepines, which can exacerbate opioid-induced
respiratory depression and increase risk for overdose (see
Recommendation 11). Clinicians should ensure that treatment
for depression and other mental health conditions is optimized,
consulting with behavioral health specialists when needed.
Treatment for depression can improve pain symptoms as well
as depression and might decrease overdose risk (contextual
evidence review). For treatment of chronic pain in patients with
depression, clinicians should strongly consider using tricyclic
or SNRI antidepressants for analgesic as well as antidepressant
effects if these medications are not otherwise contraindicated
(see Recommendation 1).
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Patients with Substance Use Disorder

Ilicit drugs and alcohol are listed as contributory factors on
a substantial proportion of death certificates for opioid-related
overdose deaths (contextual evidence review). Previous guidelines
have recommended screening or risk assessment tools to identify
patients at higher risk for misuse or abuse of opioids. However,
the clinical evidence review found that currently available risk-
stratification tools (e.g., Opioid Risk Tool, Screener and Opioid
Assessment for Patients with Pain Version 1, SOAPP-R, and
Brief Risk Interview) show insufficient accuracy for classification
of patients as at low or high risk for abuse or misuse (KQ4).
Clinicians should always exercise caution when considering or
prescribing opioids for any patient with chronic pain outside
of active cancer, palliative, and end-of-life care and should not
overestimate the ability of these tools to rule out risks from
long-term opioid therapy.

Clinicians should ask patients about their drug and alcohol
use. Single screening questions can be used (206). For
example, the question “How many times in the past year have
you used an illegal drug or used a prescription medication
for nonmedical reasons?” (with an answer of one or more
considered positive) was found in a primary care setting to be
100% sensitive and 73.5% specific for the detection of a drug
use disorder compared with a standardized diagnostic interview
(207). Validated screening tools such as the Drug Abuse
Screening Test (DAST) (208) and the Alcohol Use Disorders
Identification Test (AUDIT) (209) can also be used. Clinicians
should use PDMP data (see Recommendation 9) and drug
testing (see Recommendation 10) as appropriate to assess for
concurrent substance use that might place patients at higher
risk for opioid use disorder and overdose. Clinicians should
also provide specific counseling on increased risks for overdose
when opioids are combined with other drugs or alcohol (see
Recommendation 3) and ensure that patients receive effective
treatment for substance use disorders when needed (see
Recommendation 12).

The clinical evidence review found insufficient evidence to
determine how harms of opioids differ depending on past or
current substance use disorder (KQ2), although a history of
substance use disorder was associated with misuse. Similarly,
based on contextual evidence, patients with drug or alcohol
use disorders are likely to experience greater risks for opioid use
disorder and overdose than persons without these conditions.
If clinicians consider opioid therapy for chronic pain outside
of active cancer, palliative, and end-of-life care for patients with
drug or alcohol use disorders, they should discuss increased
risks for opioid use disorder and overdose with patients,
carefully consider whether benefits of opioids outweigh
increased risks, and incorporate strategies to mitigate risk into
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the management plan, such as considering offering naloxone
(see Offering Naloxone to Patients When Factors That Increase
Risk for Opioid-Related Harms Are Present) and increasing
frequency of monitoring (see Recommendation 7) when
opioids are prescribed. Because pain management in patients
with substance use disorder can be complex, clinicians should
consider consulting substance use disorder specialists and pain
specialists regarding pain management for persons with active
or recent past history of substance abuse. Experts also noted
that clinicians should communicate with patients’ substance
use disorder treatment providers if opioids are prescribed.

Patients with Prior Nonfatal Overdose

Although studies were not identified that directly addressed
the risk for overdose among patients with prior nonfatal
overdose who are prescribed opioids, based on clinical
experience, experts thought that prior nonfatal overdose would
substantially increase risk for future nonfatal or fatal opioid
overdose. If patients experience nonfatal opioid overdose,
clinicians should work with them to reduce opioid dosage and
to discontinue opioids when possible (see Recommendation 7).
If clinicians continue opioid therapy for chronic pain outside
of active cancer, palliative, and end-of-life care in patients
with prior opioid overdose, they should discuss increased
risks for overdose with patients, carefully consider whether
benefits of opioids outweigh substantial risks, and incorporate
strategies to mitigate risk into the management plan, such
as considering offering naloxone (see Offering Naloxone to
Patients When Factors That Increase Risk for Opioid-Related
Harms Are Present) and increasing frequency of monitoring
(see Recommendation 7) when opioids are prescribed.

Offering Naloxone to Patients When Factors That
Increase Risk for Opioid-Related Harms Are Present

Naloxone is an opioid antagonist that can reverse severe
respiratory depression; its administration by lay persons,
such as friends and family of persons who experience opioid
overdose, can save lives. Naloxone precipitates acute withdrawal
among patients physically dependent on opioids. Serious
adverse effects, such as pulmonary edema, cardiovascular
instability, and seizures, have been reported but are rare at
doses consistent with labeled use for opioid overdose (210).
The contextual evidence review did not find any studies on
effectiveness of prescribing naloxone for overdose prevention
among patients prescribed opioids for chronic pain. However,
there is evidence for effectiveness of naloxone provision in
preventing opioid-related overdose death at the community
level through community-based distribution (e.g., through
overdose education and naloxone distribution programs in
community service agencies) to persons at risk for overdose
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(mostly due to illicit opiate use), and it is plausible that
effectiveness would be observed when naloxone is provided in
the clinical setting as well. Experts agreed that it is preferable
not to initiate opioid treatment when factors that increase
risk for opioid-related harms are present. Opinions diverged
about the likelihood of naloxone being useful to patients and
the circumstances under which it should be offered. However,
most experts agreed that clinicians should consider offering
naloxone when prescribing opioids to patients at increased
risk for overdose, including patients with a history of overdose,
patients with a history of substance use disorder, patients taking
benzodiazepines with opioids (see Recommendation 11),
patients at risk for returning to a high dose to which they are
no longer tolerant (e.g., patients recently released from prison),
and patients taking higher dosages of opioids (=50 MME/day).
Practices should provide education on overdose prevention and
naloxone use to patients receiving naloxone prescriptions and
to members of their households. Experts noted that naloxone
co-prescribing can be facilitated by clinics or practices with
resources to provide naloxone training and by collaborative
practice models with pharmacists. Resources for prescribing
naloxone in primary care settings can be found through
Prescribe to Prevent at http://prescribetoprevent.org.

9. Clinicians should review the patient’s history of
controlled substance prescriptions using state
prescription drug monitoring program (PDMP) data
to determine whether the patient is receiving opioid
dosages or dangerous combinations that put him or
her at high risk for overdose. Clinicians should review
PDMP data when starting opioid therapy for chronic
pain and periodically during opioid therapy for chronic
pain, ranging from every prescription to every 3 months
(recommendation category: A, evidence type: 4).

PDMPs are state-based databases that collect information

on controlled prescription drugs dispensed by pharmacies in
most states and, in select states, by dispensing physicians as
well. In addition, some clinicians employed by the federal
government, including some clinicians in the Indian Health
Care Delivery System, are not licensed in the states where they
practice, and do not have access to PDMP data. Certain states
require clinicians to review PDMP data prior to writing each
opioid prescription (see state-level PDMP-related policies on
the National Alliance for Model State Drug Laws website at
http://www.namsdl.org/prescription-monitoring-programs.
cfm). The clinical evidence review did not find studies
evaluating the effectiveness of PDMPs on outcomes related
to overdose, addiction, abuse, or misuse (KQ4). However,
even though evidence is limited on the effectiveness of PDMP
implementation at the state level on prescribing and mortality
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outcomes (28), the contextual evidence review found that most
fatal overdoses were associated with patients receiving opioids
from multiple prescribers and/or with patients receiving high
total daily opioid dosages; information on both of these risk
factors for overdose are available to prescribers in the PDMP.
PDMP data also can be helpful when patient medication
history is not otherwise available (e.g., for patients from other
locales) and when patients transition care to a new clinician.
The contextual evidence review also found that PDMP
information could be used in a way that is harmful to patients.
For example, it has been used to dismiss patients from clinician
practices (211), which might adversely affect patient safety.

The contextual review found variation in state policies
that affect timeliness of PDMP data (and therefore benefits
of reviewing PDMP data) as well as time and workload for
clinicians in accessing PDMP data. In states that permit
delegating access to other members of the health care team,
workload for prescribers can be reduced. These differences
might result in a different balance of benefits to clinician
workload in different states. Experts agreed that PDMPs are
useful tools that should be consulted when starting a patient
on opioid therapy and periodically during long-term opioid
therapy. However, experts disagreed on how frequently
clinicians should check the PDMP during long-term opioid
therapy, given PDMP access issues and the lag time in reporting
in some states. Most experts agreed that PDMP data should
be reviewed every 3 months or more frequently during long-
term opioid therapy. A minority of experts noted that, given
the current burden of accessing PDMP data in some states and
the lack of evidence surrounding the most effective interval
for PDMP review to improve patient outcomes, annual review
of PDMP data during long-term opioid therapy would be
reasonable when factors that increase risk for opioid-related
harms are not present.

Clinicians should review PDMP data for opioids and other
controlled medications patients might have received from
additional prescribers to determine whether a patient is receiving
high total opioid dosages or dangerous combinations (e.g.,
opioids combined with benzodiazepines) that put him or her at
high risk for overdose. Ideally, PDMP data should be reviewed
before every opioid prescription. This is recommended in all
states with well-functioning PDMPs and where PDMP access
policies make this practicable (e.g., clinician and delegate access
permitted), but it is not currently possible in states without
functional PDMPs or in those that do not permit certain
prescribers to access them. As vendors and practices facilitate
integration of PDMP information into regular clinical workflow
(e.g., data made available in electronic health records), clinicians’
ease of access in reviewing PDMP data is expected to improve.
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In addition, improved timeliness of PDMP data will improve
their value in identifying patient risks.

If patients are found to have high opioid dosages, dangerous
combinations of medications, or multiple controlled substance
prescriptions written by different clinicians, several actions can
be taken to augment clinicians’ abilities to improve patient safety:

* Clinicians should discuss information from the PDMP
with their patient and confirm that the patient is aware of
the additional prescriptions. Occasionally, PDMP
information can be incorrect (e.g., if the wrong name or
birthdate has been entered, the patient uses a nickname
or maiden name, or another person has used the patient’s
identity to obtain prescriptions).

* Clinicians should discuss safety concerns, including
increased risk for respiratory depression and overdose, with
patients found to be receiving opioids from more than one
prescriber or receiving medications that increase risk when
combined with opioids (e.g., benzodiazepines) and
consider offering naloxone (see Recommendation 8).

* Clinicians should avoid prescribing opioids and
benzodiazepines concurrently whenever possible.
Clinicians should communicate with others managing the
patient to discuss the patient’s needs, prioritize patient
goals, weigh risks of concurrent benzodiazepine and opioid
exposure, and coordinate care (see Recommendation 11).

* Clinicians should calculate the total MME/day for
concurrent opioid prescriptions to help assess the patient’s
overdose risk (see Recommendation 5). If patients are
found to be receiving high total daily dosages of opioids,
clinicians should discuss their safety concerns with the
patient, consider tapering to a safer dosage (see
Recommendations 5 and 7), and consider offering
naloxone (see Recommendation 8).

* Clinicians should discuss safety concerns with other
clinicians who are prescribing controlled substances for
their patient. Ideally clinicians should first discuss concerns
with their patient and inform him or her that they plan
to coordinate care with the patient’s other prescribers to
improve the patient’s safety.

* Clinicians should consider the possibility of a substance
use disorder and discuss concerns with their patient (see
Recommendation 12).

e If clinicians suspect their patient might be sharing or
selling opioids and not taking them, clinicians should
consider urine drug testing to assist in determining
whether opioids can be discontinued without causing
withdrawal (see Recommendations 7 and 10). A negative
drug test for prescribed opioids might indicate the patient
is not taking prescribed opioids, although clinicians should
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consider other possible reasons for this test result (see
Recommendation 10).

Experts agreed that clinicians should not dismiss patients
from their practice on the basis of PDMP information.
Doing so can adversely affect patient safety, could
represent patient abandonment, and could result in missed
opportunities to provide potentially lifesaving information
(e.g., about risks of opioids and overdose prevention)
and interventions (e.g., safer prescriptions, nonopioid
pain treatment [see Recommendation 1], naloxone [see
Recommendation 8], and effective treatment for substance
use disorder [see Recommendation 12]).

10. When prescribing opioids for chronic pain, clinicians
should use urine drug testing before starting opioid
therapy and consider urine drug testing at least
annually to assess for prescribed medications as well
as other controlled prescription drugs and illicit drugs
(recommendation category: B, evidence type: 4).

Concurrent use of opioid pain medications with other

opioid pain medications, benzodiazepines, or heroin can
increase patients’ risk for overdose. Urine drug tests can
provide information about drug use that is not reported by
the patient. In addition, urine drug tests can assist clinicians in
identifying when patients are not taking opioids prescribed for
them, which might in some cases indicate diversion or other
clinically important issues such as difficulties with adverse
effects. Urine drug tests do not provide accurate information
about how much or what dose of opioids or other drugs a
patient took. The clinical evidence review did not find studies
evaluating the effectiveness of urine drug screening for risk
mitigation during opioid prescribing for pain (KQ4). The
contextual evidence review found that urine drug testing can
provide useful information about patients assumed not to
be using unreported drugs. Urine drug testing results can be
subject to misinterpretation and might sometimes be associated
with practices that might harm patients (e.g., stigmatization,
inappropriate termination from care). Routine use of urine
drug tests with standardized policies at the practice or clinic
level might destigmatize their use. Although random drug
testing also might destigmatize urine drug testing, experts
thought that truly random testing was not feasible in clinical
practice. Some clinics obtain a urine specimen at every visit, but
only send it for testing on a random schedule. Experts noted
that in addition to direct costs of urine drug testing, which
often are not covered fully by insurance and can be a burden
for patients, clinician time is needed to interpret, confirm, and
communicate results.

Experts agreed that prior to starting opioids for chronic

pain and periodically during opioid therapy, clinicians should
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use urine drug testing to assess for prescribed opioids as well
as other controlled substances and illicit drugs that increase
risk for overdose when combined with opioids, including
nonprescribed opioids, benzodiazepines, and heroin. There
was some difference of opinion among experts as to whether
this recommendation should apply to all patients, or whether
this reccommendation should entail individual decision making
with different choices for different patients based on values,
preferences, and clinical situations. While experts agreed that
clinicians should use urine drug testing before initiating opioid
therapy for chronic pain, they disagreed on how frequently
urine drug testing should be conducted during long-term
opioid therapy. Most experts agreed that urine drug testing
at least annually for all patients was reasonable. Some experts
noted that this interval might be too long in some cases and
too short in others, and that the follow-up interval should be
left to the discretion of the clinician. Previous guidelines have
recommended more frequent urine drug testing in patients
thought to be at higher risk for substance use disorder (30).
However, experts thought that predicting risk prior to urine
drug testing is challenging and that currently available tools
do not allow clinicians to reliably identify patients who are at
low risk for substance use disorder.

In most situations, initial urine drug testing can be
performed with a relatively inexpensive immunoassay panel
for commonly prescribed opioids and illicit drugs. Patients
prescribed less commonly used opioids might require specific
testing for those agents. The use of confirmatory testing
adds substantial costs and should be based on the need to
detect specific opioids that cannot be identified on standard
immunoassays or on the presence of unexpected urine drug
test results. Clinicians should be familiar with the drugs
included in urine drug testing panels used in their practice
and should understand how to interpret results for these
drugs. For example, a positive “opiates” immunoassay detects
morphine, which might reflect patient use of morphine,
codeine, or heroin, but this immunoassay does not detect
synthetic opioids (e.g., fentanyl or methadone) and might
not detect semisynthetic opioids (e.g., oxycodone). However,
many laboratories use an oxycodone immunoassay that detects
oxycodone and oxymorphone. In some cases, positive results
for specific opioids might reflect metabolites from opioids
the patient is taking and might not mean the patient is
taking the specific opioid for which the test was positive. For
example, hydromorphone is a metabolite of hydrocodone, and
oxymorphone is a metabolite of oxycodone. Detailed guidance
on interpretation of urine drug test results, including which
tests to order and expected results, drug detection time in urine,
drug metabolism, and other considerations has been published
previously (30). Clinicians should not test for substances
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for which results would not affect patient management or
for which implications for patient management are unclear.
For example, experts noted that there might be uncertainty
about the clinical implications of a positive urine drug test
for tetrahyrdocannabinol (THC). In addition, restricting
confirmatory testing to situations and substances for which
results can reasonably be expected to affect patient management
can reduce costs of urine drug testing, given the substantial
costs associated with confirmatory testing methods. Before
ordering urine drug testing, clinicians should have a plan for
responding to unexpected results. Clinicians should explain to
patients that urine drug testing is intended to improve their
safety and should also explain expected results (e.g., presence
of prescribed medication and absence of drugs, including
illicit drugs, not reported by the patient). Clinicians should
ask patients about use of prescribed and other drugs and ask
whether there might be unexpected results. This will provide an
opportunity for patients to provide information about changes
in their use of prescribed opioids or other drugs. Clinicians
should discuss unexpected results with the local laboratory or
toxicologist and with the patient. Discussion with patients
prior to specific confirmatory testing can sometimes yield a
candid explanation of why a particular substance is present or
absent and obviate the need for expensive confirmatory testing
on that visit. For example, a patient might explain that the test
is negative for prescribed opioids because she felt opioids were
no longer helping and discontinued them. If unexpected results
are not explained, a confirmatory test using a method selective
enough to differentiate specific opioids and metabolites (e.g.,
gas or liquid chromatography/mass spectrometry) might be
warranted to clarify the situation.

Clinicians should use unexpected results to improve
patient safety (e.g., change in pain management strategy
[see Recommendation 1], tapering or discontinuation
of opioids [see Recommendation 7], more frequent
re-evaluation [see Recommendation 7], offering naloxone [see
Recommendation 8], or referral for treatment for substance
use disorder [see Recommendation 12], all as appropriate). If
tests for prescribed opioids are repeatedly negative, confirming
that the patient is not taking the prescribed opioid, clinicians
can discontinue the prescription without a taper. Clinicians
should not dismiss patients from care based on a urine drug test
result because this could constitute patient abandonment and
could have adverse consequences for patient safety, potentially
including the patient obtaining opioids from alternative sources
and the clinician missing opportunities to facilitate treatment
for substance use disorder.

11. Clinicians should avoid prescribing opioid pain
medication and benzodiazepines concurrently
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whenever possible (recommendation category: A,
evidence type: 3).

Benzodiazepines and opioids both cause central nervous
system depression and can decrease respiratory drive.
Concurrent use is likely to put patients at greater risk for
potentially fatal overdose. The clinical evidence review did
not address risks of benzodiazepine co-prescription among
patients prescribed opioids. However, the contextual evidence
review found evidence in epidemiologic series of concurrent
benzodiazepine use in large proportions of opioid-related
overdose deaths, and a case-cohort study found concurrent
benzodiazepine prescription with opioid prescription to be
associated with a near quadrupling of risk for overdose death
compared with opioid prescription alone (272). Experts
agreed that although there are circumstances when it might
be appropriate to prescribe opioids to a patient receiving
benzodiazepines (e.g., severe acute pain in a patient taking long-
term, stable low-dose benzodiazepine therapy), clinicians should
avoid prescribing opioids and benzodiazepines concurrently
whenever possible. In addition, given that other central
nervous system depressants (e.g., muscle relaxants, hypnotics)
can potentiate central nervous system depression associated
with opioids, clinicians should consider whether benefits
outweigh risks of concurrent use of these drugs. Clinicians
should check the PDMP for concurrent controlled medications
prescribed by other clinicians (see Recommendation 9) and
should consider involving pharmacists and pain specialists as
part of the management team when opioids are co-prescribed
with other central nervous system depressants. Because of
greater risks of benzodiazepine withdrawal relative to opioid
withdrawal, and because tapering opioids can be associated
with anxiety, when patients receiving both benzodiazepines
and opioids require tapering to reduce risk for fatal respiratory
depression, it might be safer and more practical to taper
opioids first (see Recommendation 7). Clinicians should
taper benzodiazepines gradually if discontinued because
abrupt withdrawal can be associated with rebound anxiety,
hallucinations, seizures, delirium tremens, and, in rare cases,
death (contextual evidence review). A commonly used tapering
schedule that has been used safely and with moderate success
is a reduction of the benzodiazepine dose by 25% every
1-2 weeks (213,214). CBT increases tapering success rates
and might be particularly helpful for patients struggling with
a benzodiazepine taper (213). If benzodiazepines prescribed
for anxiety are tapered or discontinued, or if patients receiving
opioids require treatment for anxiety, evidence-based
psychotherapies (e.g., CBT) and/or specific anti-depressants
or other nonbenzodiazepine medications approved for anxiety
should be offered. Experts emphasized that clinicians should
communicate with mental health professionals managing the
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patient to discuss the patient’s needs, prioritize patient goals,
weigh risks of concurrent benzodiazepine and opioid exposure,
and coordinate care.

12. Clinicians should offer or arrange evidence-based
treatment (usually medication-assisted treatment with
buprenorphine or methadone in combination with
behavioral therapies) for patients with opioid use disorder
(recommendation category: A, evidence type: 2).

Opioid use disorder (previously classified as opioid abuse
or opioid dependence) is defined in the Diagnostic and
Statistical Manual of Mental Disorders, 5th edition (DSM-5)
as a problematic pattern of opioid use leading to clinically
significant impairment or distress, manifested by at least
two defined criteria occurring within a year (http://pcssmat.
org/wp-content/uploads/2014/02/5B-DSM-5-Opioid-Use-
Disorder-Diagnostic-Criteria.pdf) (20).

The clinical evidence review found prevalence of opioid
dependence (using DSM-IV diagnosis criteria) in primary
care settings among patients with chronic pain on opioid
therapy to be 3%-26% (KQ2). As found in the contextual
evidence review and supported by moderate quality evidence,
opioid agonist or partial agonist treatment with methadone
maintenance therapy or buprenorphine has been shown
to be more effective in preventing relapse among patients
with opioid use disorder (157-153). Some studies suggest
that using behavioral therapies in combination with these
treatments can reduce opioid misuse and increase retention
during maintenance therapy and improve compliance after
detoxification (154,155); behavioral therapies are also
recommended by clinical practice guidelines (215). The cited
studies primarily evaluated patients with a history of illicit
opioid use, rather than prescription opioid use for chronic
pain. Recent studies among patients with prescription
opioid dependence (based on DSM-IV criteria) have found
maintenance therapy with buprenorphine and buprenorphine-
naloxone effective in preventing relapse (216,217). Treatment
need in a community is often not met by capacity to provide
buprenorphine or methadone maintenance therapy (218),
and patient cost can be a barrier to buprenorphine treatment
because insurance coverage of buprenorphine for opioid use
disorder is often limited (279). Oral or long-acting injectable
formulations of naltrexone can also be used as medication-
assisted treatment for opioid use disorder in nonpregnant
adults, particularly for highly motivated persons (220,221).
Experts agreed that clinicians prescribing opioids should
identify treatment resources for opioid use disorder in the
community and should work together to ensure sufficient
treatment capacity for opioid use disorder at the practice level.
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If clinicians suspect opioid use disorder based on patient
concerns or behaviors or on findings in prescription drug
monitoring program data (see Recommendation 9) or from
urine drug testing (see Recommendation 10), they should
discuss their concern with their patient and provide an
opportunity for the patient to disclose related concerns or
problems. Clinicians should assess for the presence of opioid
use disorder using DSM-5 criteria (20). Alternatively, clinicians
can arrange for a substance use disorder treatment specialist
to assess for the presence of opioid use disorder. For patients
meeting criteria for opioid use disorder, clinicians should offer
or arrange for patients to receive evidence-based treatment,
usually medication-assisted treatment with buprenorphine
or methadone maintenance therapy in combination with
behavioral therapies. Oral or long-acting injectable naltrexone,
a long-acting opioid antagonist, can also be used in non-
pregnant adults. Naltrexone blocks the effects of opioids if
they are used but requires adherence to daily oral therapy or
monthly injections. For pregnant women with opioid use
disorder, medication-assisted therapy with buprenorphine
(without naloxone) or methadone has been associated with
improved maternal outcomes and should be offered (see
Recommendation 8). Clinicians should also consider offering
naloxone for overdose prevention to patients with opioid
use disorder (see Recommendation 8). For patients with
problematic opioid use that does not meet criteria for opioid
use disorder, experts noted that clinicians can offer to taper
and discontinue opioids (see Recommendation 7). For patients
who choose to but are unable to taper, clinicians may reassess
for opioid use disorder and offer opioid agonist therapy if
criteria are met.

Physicians not already certified to provide buprenorphine
in an office-based setting can undergo training to receive a
waiver from the Substance Abuse and Mental Health Services
Administration (SAMHSA) that allows them to prescribe
buprenorphine to treat patients with opioid use disorder.
Physicians prescribing opioids in communities without
sufficient treatment capacity for opioid use disorder should
strongly consider obtaining this waiver. Information about
qualifications and the process to obtain a waiver are available
from SAMHSA (222). Clinicians do not need a waiver to offer
naltrexone for opioid use disorder as part of their practice.

Additional guidance has been published previously (215) on
induction, use, and monitoring of buprenorphine treatment
(see Part 5) and naltrexone treatment (see Part 6) for opioid use
disorder and on goals, components of, and types of effective
psychosocial treatment that are recommended in conjunction
with pharmacological treatment of opioid use disorder (see
Part 7). Clinicians unable to provide treatment themselves
should arrange for patients with opioid use disorder to receive

US Department of Health and Human Services/Centers for Disease Control and Prevention

care from a substance use disorder treatment specialist, such
as an office-based buprenorphine or naltrexone treatment
provider, or from an opioid treatment program certified by
SAMHSA to provide supervised medication-assisted treatment
for patients with opioid use disorder. Clinicians should assist
patients in finding qualified treatment providers and should
arrange for patients to follow up with these providers, as well
as arranging for ongoing coordination of care. Clinicians
should not dismiss patients from their practice because of a
substance use disorder because this can adversely affect patient
safety and could represent patient abandonment. Identification
of substance use disorder represents an opportunity for a
clinician to initiate potentially life-saving interventions, and
it is important for the clinician to collaborate with the patient
regarding their safety to increase the likelihood of successful
treatment. In addition, although identification of an opioid
use disorder can alter the expected benefits and risks of
opioid therapy for pain, patients with co-occurring pain and
substance use disorder require ongoing pain management that
maximizes benefits relative to risks. Clinicians should continue
to use nonpharmacologic and nonopioid pharmacologic
pain treatments as appropriate (see Recommendation 1) and
consider consulting a pain specialist as needed to provide
optimal pain management.

Resources to help with arranging for treatment include
SAMHSA’s buprenorphine physician locator (http://
buprenorphine.samhsa.gov/bwns_locator); SAMHSA’s
Opioid Treatment Program Directory (http://dpt2.samhsa.
gov/treatment/directory.aspx); SAMHSA’s Provider Clinical
Support System for Opioid Therapies (http://pcss-o0.org),
which offers extensive experience in the treatment of substance
use disorders and specifically of opioid use disorder, as well
as expertise on the interface of pain and opioid misuse; and
SAMHSA’s Provider’s Clinical Support System for Medication-
Assisted Treatment (http://pcssmat.org), which offers expert
physician mentors to answer questions about assessment for
and treatment of substance use disorders.

Conclusions and Future Directions

Clinical guidelines represent one strategy for improving
prescribing practices and health outcomes. Efforts are required
to disseminate the guideline and achieve widespread adoption
and implementation of the recommendations in clinical
settings. CDC will translate this guideline into user-friendly
materials for distribution and use by health systems, medical
professional societies, insurers, public health departments,
health information technology developers, and clinicians
and engage in dissemination efforts. CDC has provided a
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checklist for prescribing opioids for chronic pain (http://
stacks.cdc.gov/view/cdc/38025), additional resources such
as fact sheets (http://www.cdc.gov/drugoverdose/prescribing/
resources.html), and will provide a mobile application to
guide clinicians in implementing the recommendations. CDC
will also work with partners to support clinician education
on pain management options, opioid therapy, and risk
mitigation strategies (e.g., urine drug testing). Activities such
as development of clinical decision support in electronic health
records to assist clinicians” treatment decisions at the point of
care; identification of mechanisms that insurers and pharmacy
benefit plan managers can use to promote safer prescribing
within plans; and development of clinical quality improvement
measures and initiatives to improve prescribing and patient care
within health systems have promise for increasing guideline
adoption and improving practice. In addition, policy initiatives
that address barriers to implementation of the guidelines, such
as increasing accessibility of PDMP data within and across
states, e-prescribing, and availability of clinicians who can
offer medication-assisted treatment for opioid use disorder,
are strategies to consider to enhance implementation of the
recommended practices. CDC will work with federal partners
and payers to evaluate strategies such as payment reform and
health care delivery models that could improve patient health
and safety. For example, strategies might include strengthened
coverage for nonpharmacologic treatments, appropriate urine
drug testing, and medication-assisted treatment; reimbursable
time for patient counseling; and payment models that improve
access to interdisciplinary, coordinated care.

As highlighted in the forthcoming report on the National
Pain Strategy, an overarching federal effort that outlines a
comprehensive population-level health strategy for addressing
pain as a public health problem, clinical guidelines complement
other strategies aimed at preventing illnesses and injuries
that lead to pain. A draft of the National Pain Strategy has
been published previously (/80). These strategies include
strengthening the evidence base for pain prevention and
treatment strategies, reducing disparities in pain treatment,
improving service delivery and reimbursement, supporting
professional education and training, and providing public
education. It is important that overall improvements be made
in developing the workforce to address pain management in
general, in addition to opioid prescribing specifically. This
guideline also complements other federal efforts focused on
addressing the opioid overdose epidemic including prescriber
training and education, improving access to treatment for opioid
use disorder, safe storage and disposal programs, utilization
management mechanisms, naloxone distribution programs, law
enforcement and supply reduction efforts, prescription drug
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monitoring program improvements, and support for community
coalitions and state prevention programs.

This guideline provides recommendations that are based on
the best available evidence that was interpreted and informed
by expert opinion. The clinical scientific evidence informing
the recommendations is low in quality. To inform future
guideline development, more research is necessary to fill
in critical evidence gaps. The evidence reviews forming the
basis of this guideline clearly illustrate that there is much yet
to be learned about the effectiveness, safety, and economic
efficiency of long-term opioid therapy. As highlighted by an
expert panel in a recent workshop sponsored by the National
Institutes of Health on the role of opioid pain medications
in the treatment of chronic pain, “evidence is insufficient for
every clinical decision that a provider needs to make about the
use of opioids for chronic pain” (223). The National Institutes
of Health panel recommended that research is needed to
improve our understanding of which types of pain, specific
diseases, and patients are most likely to be associated with
benefit and harm from opioid pain medications; evaluate
multidisciplinary pain interventions; estimate cost-benefit;
develop and validate tools for identification of patient risk and
outcomes; assess the effectiveness and harms of opioid pain
medications with alternative study designs; and investigate
risk identification and mitigation strategies and their effects
on patient and public health outcomes. It is also important to
obtain data to inform the cost feasibility and cost-effectiveness
of recommended actions, such as use of nonpharmacologic
therapy and urine drug testing. Research that contributes to
safer and more effective pain treatment can be implemented
across public health entities and federal agencies (4). Additional
research can inform the development of future guidelines for
special populations that could not be adequately addressed
in this guideline, such as children and adolescents, where
evidence and guidance is needed but currently lacking.
CDC is committed to working with partners to identify the
highest priority research areas to build the evidence base. Yet,
given that chronic pain is recognized as a significant public
health problem, the risks associated with long-term opioid
therapy, the availability of effective nonpharmacological and
nonopioid pharmacologic treatment options for pain, and the
potential for improvement in the quality of health care with
the implementation of recommended practices, a guideline
for prescribing is warranted with the evidence that is currently
available. The balance between the benefits and the risks of
long-term opioid therapy for chronic pain based on both
clinical and contextual evidence is strong enough to support
the issuance of category A recommendations in most cases.
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CDC will revisit this guideline as new evidence becomes
available to determine when evidence gaps have been
sufficiently closed to warrant an update of the guideline. Until
this research is conducted, clinical practice guidelines will have
to be based on the best available evidence and expert opinion.
This guideline is intended to improve communication between
clinicians and patients about the risks and benefits of opioid
therapy for chronic pain, improve the safety and effectiveness
of pain treatment, and reduce the risks associated with long-
term opioid therapy, including opioid use disorder, overdose,
and death. CDC is committed to evaluating the guideline to
identify the impact of the recommendations on clinician and
patient outcomes, both intended and unintended, and revising
the recommendations in future updates when warranted.
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Recommendations and Reports

TABLE 1. Grading of Recommendations Assessment, Development and Evaluation (GRADE) clinical evidence review ratings of the evidence for
the key clinical questions regarding effectiveness and risks of long-term opioid therapy for chronic pain

Type of
Outcome Studies Limitations Inconsistency Imprecision evidence Other factors Estimates of effect/findings

Effectiveness and comparative effectiveness (KQ1)

Effectiveness of long-term opioid therapy versus placebo or no opioid therapy for long-term (=1 year) outcomes

Pain, function, and None —t — — Insufficient — No evidence
quality of life

Harms and adverse events (KQ2)

Risks of opioids versus placebo or no opioids on opioid abuse, addiction, and related outcomes; overdose; and other harms
Abuse or addiction 1 cohort study Serious Unknown (1 No imprecision 3 None identified One retrospective cohort study found
(n =568,640) limitations study) long-term use of prescribed opioids
associated with an increased risk of abuse
or dependence diagnosis versus no opioid
use (adjusted OR ranged from 14.9 to
122.5, depending on dose).
Abuse or addiction 10 uncontrolled studies Very serious Very serious No imprecision 4 None identified In primary care settings, prevalence of
(n=3,780) limitations inconsistency opioid abuse ranged from 0.6% to 8% and
prevalence of dependence from 3% to
26%. In pain clinic settings, prevalence of
misuse ranged from 8% to 16% and
addiction from 2% to 14%. Prevalence of
aberrant drug-related behaviors ranged

from 6% to 37%.
Overdose 1 cohort study Serious Unknown (1 Serious 3 None identified ~ Current opioid use associated with
(n=9,940) limitations study) imprecision increased risk of any overdose events

(adjusted HR 5.2, 95% Cl = 2.1-12) and
serious overdose events (adjusted HR 8.4,
95% Cl = 2.5-28) versus current nonuse.

Fractures 1 cohort study Serious No inconsistency No imprecision 3 None identified ~ Opioid use associated with increased risk of
(n=2,341) and limitations fracture in 1 cohort study (adjusted HR
1 case—control study 1.28,95% Cl = 0.99-1.64) and 1
(n=21,739 case case-control study (adjusted OR 1.27,
patients) 95% Cl=1.21-1.33).

Myocardial infarction 1 cohort study No limitations No inconsistency No imprecision 3 None identified ~ Current opioid use associated with
(n=426,124) and increased risk of myocardial infarction
1 case-control study versus nonuse (adjusted OR 1.28,
(n=11,693 case 95% Cl = 1.19-1.37 and incidence rate
patients) ratio 2.66, 95% Cl = 2.30-3.08).

Endocrinologic harms 1 cross-sectional study  Serious Unknown (1 No imprecision 3 None identified Long-term opioid use associated with
(n=11,327) limitations study) increased risk for use of medications for

erectile dysfunction or testosterone
replacement versus nonuse (adjusted OR
1.5,95% Cl=1.1-1.9).

How do harms vary depending on the opioid dose used?

Abuse or addiction 1 cohort study Serious Unknown (1 No imprecision 3 None identified ~ One retrospective cohort study found

(n =568,640) limitations study) higher doses of long-term opioid therapy

associated with increased risk of opioid
abuse or dependence than lower doses.
Compared to no opioid prescription, the
adjusted odds ratios were 15
(95% Cl = 10-21) for 1 to 36 MME/day, 29
(95 % Cl = 20-41) for 36 to120 MME/day,
and 122 (95 % Cl = 73-205) for

>120 MME/day.
Overdose 1 cohort study Serious No inconsistency No imprecision 3 Magnitude of Versus 1 to <20 MME/day, one cohort study
(n=9,940) and limitations effect, dose found an adjusted HR for an overdose
1 case-control study response event of 1.44 (95% Cl = 0.57-3.62) for 20
(n =593 case patients relationship to <50 MME/day that increased to 8.87
in primary analysis) (95% Cl = 3.99-19.72) at =100 MME/day;

one case-control study found an adjusted
OR for an opioid-related death of 1.32

(95% Cl = 0.94-1.84) for 20 to 49 MME/day
that increased to 2.88 (95% Cl = 1.79-4.63)

at =200 MME/day.
Fractures 1 cohort study Serious Unknown (1 Serious 3 None identified Risk of fracture increased from an adjusted
(n=2,341) limitations study) imprecision HR of 1.20 (95% Cl = 0.92-1.56) at 1 to <20

MME/day to 2.00 (95% Cl = 1.24-3.24) at
=50 MME/day; the trend was of borderline
statistical significance.

See table footnotes on page 47.
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TABLE 1. (Continued) Grading of Recommendations Assessment, Development and Evaluation (GRADE) clinical evidence review ratings of the
evidence for the key clinical questions regarding effectiveness and risks of long-term opioid therapy for chronic pain

Type of
Outcome Studies Limitations Inconsistency Imprecision evidence Other factors Estimates of effect/findings
Myocardial infarction 1 cohort study Serious Unknown No imprecision 3 None identified Relative to a cumulative dose of 0 to 1,350
(n=426,124) limitations (1 study) MME during a 90-day period, the
incidence rate ratio for myocardial
infarction for 1350 to <2700 MME was 1.21
(95% Cl = 1.02-1.45), for 2,700 to <8,100
MME was 1.42 (95% Cl = 1.21-1.67), for
8,100 to <18,000 MME was 1.89
(95% Cl = 1.54-2.33), and for >18,000 MME
was 1.73 (95% Cl = 1.32-2.26).
Motor vehicle crash 1 case-control study No limitations Unknown No imprecision 3 None identified No association between opioid dose and
injuries (n=5,300 case (1 study) risk of motor vehicle crash injuries even
patients) though opioid doses >20 MME/day were
associated with increased odds of road
trauma among drivers.
Endocrinologic harms 1 cross-sectional study  Serious Consistent No imprecision 3 None identified  Relative to 0 to <20 MME/day, the adjusted
(n=11,327) New for limitations OR for =120 MME/day for use of
update: 1 additional medications for erectile dysfunction or
cross-sectional study testosterone replacement was 1.6
(n=1,585) (95% Cl = 1.0-2.4).

One new cross-sectional study found
higher-dose long-term opioid therapy
associated with increased risk of androgen
deficiency among men receiving
immediate-release opioids (adjusted OR
per 10 MME/day 1.16, 95% Cl = 1.09-1.23),
but the dose response was very weak
among men receiving ER/LA opioids.

Dosing strategies (KQ3)
Comparative effectiveness of different methods for initiating opioid therapy and titrating doses
Pain 3 randomized trials Serious Serious Very serious 4 None identified  Trials on effects of titration with immediate-
(n=93) limitations inconsistency imprecision release versus ER/LA opioids reported
inconsistent results and had additional
differences between treatment arms in
dosing protocols (titrated versus fixed
dosing) and doses of opioids used.
Overdose New for update: Serious Unknown No imprecision 4 None identified One new cross-sectional study found
1 cohort study limitations (1 study) initiation of therapy with an ER/LA opioid
(n =840,606) associated with increased risk of overdose
versus initiation with an immediate-
release opioid (adjusted HR 2.33,
95% Cl = 1.26-4.32).
Comparative effectiveness of different ER/LA opioids
Pain and function 3 randomized trials Serious No inconsistency No imprecision 3 None identified No differences
(n=1,850) limitations
All-cause mortality 1 cohort study Serious Serious No imprecision 4 None identified ~ One cohort study found methadone to be
(n=108,492) limitations inconsistency associated with lower all-cause mortality
New for update: risk than sustained-release morphine in a
1 cohort study propensity-adjusted analysis (adjusted HR
(n=38,756) 0.56,95% Cl = 0.51-0.62) and one cohort
study among Tennessee Medicaid patients
found methadone to be associated with
higher risk of all-cause mortality than
sustained-release morphine (adjusted HR
1.46,95% Cl =1.17-1.73).
Abuse and related 1 cohort study Serious Unknown Serious 4 None identified ~ One cohort study found some differences
outcomes (n=5,684) limitations (1 study) imprecision between ER/LA opioids in rates of adverse
outcomes related to abuse, but outcomes
were nonspecific for opioid-related
adverse events, precluding reliable
conclusions.
ER/LA versus immediate-release opioids
Endocrinologic harms New for update: Serious Unknown No imprecision 4 None identified ~ One cross-sectional study found ER/LA
1 cross-sectional limitations (1 study) opioids associated with increased risk of
study (n = 1,585) androgen deficiency versus immediate-
release opioids (adjusted OR 3.39,
95% Cl =2.39-4.77).
See table footnotes on page 47.
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TABLE 1. (Continued) Grading of Recommendations Assessment, Development and Evaluation (GRADE) clinical evidence review ratings of the
evidence for the key clinical questions regarding effectiveness and risks of long-term opioid therapy for chronic pain

Type of
Outcome Studies Limitations Inconsistency Imprecision evidence Other factors Estimates of effect/findings
Dose escalation versus dose maintenance or use of dose thresholds
Pain, function, or 1 randomized trial Serious Unknown Very serious 3 None identified No difference between more liberal dose
withdrawal due to (n=140) limitations (1 study) imprecision escalation versus maintenance of current
opioid misuse doses in pain, function, or risk of

withdrawal due to opioid misuse, but
there was limited separation in opioid
doses between groups (52 versus 40
MME/day at the end of the trial).

Immediate-release versus ER/LA opioids; immediate-release plus ER/LA opioids versus ER/LA opioids alone; scheduled and continuous versus as-needed dosing of opioids; or
opioid rotation versus maintenance of current therapy
Pain, function, quality of None — — — Insufficient — No evidence

life, and outcomes

related to abuse

Effects of decreasing or tapering opioid doses versus continuation of opioid therapy
Pain and function 1 randomized trial Very serious Unknown Very serious 4 None identified ~ Abrupt cessation of morphine was
(n=10) limitations (1 study) imprecision associated with increased pain and
decreased function compared with
continuation of morphine.
Comparative effectiveness of different tapering protocols and strategies
Opioid abstinence 2 nonrandomized trials Very serious No inconsistency Very serious 4 None identified No clear differences between different
(n=150) limitations imprecision methods for opioid discontinuation or
tapering in likelihood of opioid abstinence
after 3-6 months
Risk assessment and risk mitigation strategies (KQ4)

Diagnostic accuracy of instruments for predicting risk for opioid overdose, addiction, abuse, or misuse among patients with chronic pain being considered for long-term opioid
therapy

Opioid risk tool 3 studies of diagnostic ~ Serious Very serious Serious 4 None identified Based on a cutoff score of >4 (or
accuracy (n = 496) limitations inconsistency imprecision unspecified), five studies (two fair-quality,
New for update: three poor-quality) reported sensitivity
2 studies of diagnostic that ranged from 0.20 to 0.99 and
accuracy (n =320) specificity that ranged from 0.16 to 0.88.
Screener and Opioid 2 studies of diagnostic ~ Very serious No inconsistency Serious 3 None identified Based on a cutoff score of =8, sensitivity
Assessment for Patients  accuracy (n = 203) limitations imprecision was 0.68 and specificity was 0.38 in one
with Pain, Version 1 study, for a positive likelihood ratio of 1.11

and a negative likelihood ratio of 0.83.
Based on a cutoff score of >6, sensitivity
was 0.73 in one study.

Screener and Opioid New for update: Very serious No inconsistency Serious 3 None identified Based on a cutoff score of >3 or unspecified,
Assessment for Patients 2 studies of diagnostic  limitations imprecision sensitivity was 0.25 and 0.53 and
with Pain-Revised accuracy (n =320) specificity was 0.62 and 0.73 in two
studies, for likelihood ratios close to 1.
Brief Risk Interview New for update: Very serious No inconsistency  Serious 3 None identified Based on a“high risk” assessment,
2 studies of diagnostic  limitations imprecision sensitivity was 0.73 and 0.83 and
accuracy (n =320) specificity was 0.43 and 0.88 in two

studies, for positive likelihood ratios of
1.28 and 7.18 and negative likelihood
ratios of 0.63 and 0.19.

See table footnotes on page 47.
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TABLE 1. (Continued) Grading of Recommendations Assessment, Development and Evaluation (GRADE) clinical evidence review ratings of the
evidence for the key clinical questions regarding effectiveness and risks of long-term opioid therapy for chronic pain

Type of
Outcome Studies Limitations Inconsistency Imprecision evidence Other factors Estimates of effect/findings

Effectiveness of risk prediction instruments on outcomes related to overdose, addiction, abuse, or misuse in patients with chronic pain
Outcomes related to None — — — Insufficient — No evidence
abuse

Effectiveness of risk mitigation strategies, including opioid management plans, patient education, urine drug screening, use of prescription drug monitoring program data, use of
monitoring instruments, more frequent monitoring intervals, pill counts, and use of abuse-deterrent formulations, on outcomes related to overdose, addiction, abuse, or misuse
Outcomes related to None — — — Insufficient — No evidence
abuse
Effectiveness of risk prediction instruments on outcomes related to overdose, addiction, abuse, or misuse in patients with chronic pain
Outcomes related to None — — — Insufficient — No evidence
abuse
Effectiveness of risk mitigation strategies, including opioid management plans, patient education, urine drug screening, use of prescription drug monitoring program data, use of
monitoring instruments, more frequent monitoring intervals, pill counts, and use of abuse-deterrent formulations, on outcomes related to overdose, addiction, abuse, or misuse

Outcomes related to None — — — Insufficient — No evidence
abuse

Comparative effectiveness of treatment strategies for managing patients with addiction to prescription opioids

Outcomes related to None — — — Insufficient — No evidence
abuse

Effects of opioid therapy for acute pain on long-term use (KQ5)

Long-term opioid use New for update: Serious No inconsistency No imprecision 3 None identified One study found use of opioids within
2 cohort studies limitations 7 days of low-risk surgery associated with
(n=399,852) increased likelihood of opioid use at 1 year

(adjusted OR 1.44, 95% Cl = 1.39-1.50),
and one study found use of opioids within
15 days of onset of low back pain among
workers with a compensation claim
associated with increased risk of late
opioid use (adjusted OR 2.08,

95% Cl = 1.55-2.78 for 1 to 140 MME/day
and OR 6.14, 95% Cl = 4.92-7.66 for

>450 MME/day).

Abbreviations: Cl = confidence interval; ER/LA = extended release/long-acting; HR = hazard ratio; MME = morphine milligram equivalents; OR = odds ratio.
*Ratings were made per GRADE quality assessment criteria; “no limitations” indicates that limitations assessed through the GRADE method were not identified.
 Not applicable as no evidence was available for rating.
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TABLE 2. Morphine milligram equivalent (MME) doses for commonly
prescribed opioids

Opioid Conversion factor*
Codeine 0.15
Fentanyl transdermal (in mcg/hr) 24
Hydrocodone 1
Hydromorphone 4
Methadone
1-20 mg/day 4
21-40 mg/day 8
41-60 mg/day 10
>61-80 mg/day 12
Morphine 1
Oxycodone 1.5
Oxymorphone 3
Tapentadol® 0.4

Source: Adapted from Von Korff M, Saunders K, Ray GT, et al. Clin J Pain

2008;24:521-7 and Washington State Interagency Guideline on Prescribing

Opioids for Pain (http://www.agencymeddirectors.wa.gov/

Files/2015AMDGOpioidGuideline.pdf).

* Multiply the dose for each opioid by the conversion factor to determine the
dose in MMEs. For example, tablets containing hydrocodone 5 mg and
acetaminophen 300 mg taken four times a day would contain a total of 20 mg
of hydrocodone daily, equivalent to 20 MME daily; extended-release tablets
containing oxycodone 10mg and taken twice a day would contain a total of
20mg of oxycodone daily, equivalent to 30 MME daily. The following cautions
should be noted: 1) All doses are in mg/day except for fentanyl, which is mcg/
hr. 2) Equianalgesic dose conversions are only estimates and cannot account
for individual variability in genetics and pharmacokinetics. 3) Do not use the
calculated dose in MMEs to determine the doses to use when converting opioid
to another; when converting opioids the new opioid is typically dosed at
substantially lower than the calculated MME dose to avoid accidental overdose
due to incomplete cross-tolerance and individual variability in opioid
pharmacokinetics. 4) Use particular caution with methadone dose conversions
because the conversion factor increases at higher doses. 5) Use particular
caution with fentanyl since it is dosed in mcg/hr instead of mg/day, and its
absorption is affected by heat and other factors.

T Tapentadol is a mu receptor agonist and norepinephrine reuptake inhibitor.
MMEs are based on degree of mu-receptor agonist activity, but it is unknown
if this drug is associated with overdose in the same dose-dependent manner
as observed with medications that are solely mu receptor agonists.
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Please note: An erratum has been published for this issue. To view the erratum, please click here.

Recommendations and Reports

Steering Committee and Core Expert Group Members

Steering Committee: Deborah Dowell, MD, Tamara M. Haegerich, PhD; Division of Unintentional Injury Prevention, National Center for Injury Prevention and
Control, CDC; Roger Chou, MD; on detail to CDC under contract.

Core Expert Group Members: Pum Archer, MPH, Oklahoma State Department of Health; Jane Ballantyne, MD; University of Washington (retired); Amy Bohnert,
PhD; University of Michigan; Bonnie Burman, ScD; Ohbio Department on Aging; Roger Chou, MD; on detail to CDC under contract; Phillip Coffin, MD, San
Francisco Department of Public Health; Gary Franklin, MD, MPH; Washington State Department of Labor and Industries/University of Washington; Erin Krebs,
MDH; Minneapolis VA Health Care System/University of Minnesota; Mitchel Mutter, MD, Tennessee Department of Health; Lewis Nelson, MD; New York University
School of Medicine; Trupti Patel, MD, Arizona Department of Health Services; Christina A. Porucznik, PhD, University of Utah; Robert “Chuck” Rich, MD, FAAFP,
American Academy of Family Physicians; Joanna Starrels, MD, Albert Einstein College of Medicine of Yeshiva University; Michael Steinman, MD, Society of General
Internal Medicine; Thomas Tape, MD, American College of Physicians; Judith Turner, PhD, University of Washington.

Stakeholder Review Group

John Markman, MD, American Academy of Neurology; Bob Twillman, PhD, American Academy of Pain Management; Edward C. Covington, MD, American
Academy of Pain Medicine; Roger E Suchyta, MD, FAAR American Academy of Pediatrics; Kavitha V. Neerukonda, JD, American Academy of Physical Medicine
and Rehabilitation; Mark Fleury, PhD, American Cancer Society Cancer Action Network; Penney Cowan, American Chronic Pain Association; David Juurlink,
BPharm, MD, PhD, American College of Medical Toxicology; Gerald “Jerry” E Joseph, Jr, MD, American College of Obstetrics and Gynecology; Bruce Ferrell, MD,
AGSE M. Carrington Reid, MD, PhD, American Geriatrics Society; Ashley Thompson, American Hospital Association; Barry D. Dickinson, PhD, American Medical
Association; Gregory Terman MD, PhD, American Pain Society; Beth Haynes, MPPA, American Society of Addiction Medicine; Asokumar Buvanendran, MD,
American Society of Anesthesiologists; Robert M. Plovnick; MD, American Society of Hematology; Sanford M. Silverman, MD, American Society of Interventional
Pain Physicians; Andrew Kolodny, MD, Physicians for Responsible Opioid Prescribing.

Opioid Guideline Workgroup
Chair: Christina Porucznik, PhD, MSPH
Workgroup Members: Anne Burns, RPh; Penney Cowan; Chinazo Cunningham, MD, MS; Katherine Galluzzi, DO; Traci Green, PhD, MSC; Mitchell Katz, MD;
Erin Krebs, MD, MPH; Gregory Terman, MD, PhD; Mark Wallace, MD. Workgroup Consultants: Roger Chou, MD; Edward Covington, MD; Diana Eppolito;
Michael Greene, MD; Steven Stanos, DO.

Peer Reviewers
Jeanmarie Perrone, MD, University of Pennsylvania; Matthew Bair, MD, Indiana University School of Medicine;, David Tauben, MD, University of Washington.

NCIPC Board of Scientific Counselors
Chair: Stephen Hargarten, MD, MPH; Members: John Allegrante, PhD; Joan Marie Duwve, MD, Samuel Forjuoh, MD, MPH, DrPH, FGCP; Gerard Gioia,
PhD; Deborah Gorman-Smith, PhD; Traci Green, PhD; Sherry Lynne Hamby, PhD; Robert Johnson, MD; Angela Mickalide, PhD, MCHES; Sherry Molock, PhD;
Christina Porucznik, PhD, MSPH; Jay Silverman, PhD; Maria Testa, PhD; Shelly Timmons, MD, PhD, FACS, FAANS; Ex Officio Members: Melissa Brodowski,
PhD; Dawn Castillo, MPH; Wilson Compton, MD, MPE; Elizabeth Edgerton, MD, MPH; Thomas Feucht, PhD; Meredith Fox, PhD; Holly Hedegaard, MD,
MSPH; John Howard, MD; Lyndon Joseph, PhD; Jinhee Lee, PharmD; Iris Mabry-Hernandez, MD, MPH; Valeri Maholmes, PhD; Angela Moore Parmley, PhD;
Thomas Schroeder, MS.

US Department of Health and Human Services/Centers for Disease Control and Prevention MMWR / March 18,2016 / Vol.65 / No.1 49

62



hxv5
Highlight

http://www.cdc.gov/mmwr/volumes/65/wr/mm6511a6.htm?s_cid=mm6511a6_w
hxv5
Rectangle

Please note: An erratum has been published for this issue. To view the erratum, please click here.

http://www.cdc.gov/mmwr/volumes/65/wr/mm6511a6.htm?s_cid=mm6511a6_w

The Morbidity and Mortality Weekly Report (MMWR) Series is prepared by the Centers for Disease Control and Prevention (CDC) and is available free of
charge in electronic format. To receive an electronic copy each week, visit MM WR’s free subscription page at Atip://www. cde. govimmuwr/mmwrsubscribe. html.
Paper copy subscriptions are available through the Superintendent of Documents, U.S. Government Printing Office, Washington, DC 20402; telephone
202-512-1800.

Readers who have difficulty accessing this PDF file may access the HTML file at http://www.cdc.gov/mmwr/volumes/65/rr/rr6501el.htm?s_cid=rr6501el_w.
htm. Address all inquiries about the MAMWR Series, including material to be considered for publication, to Executive Editor, MMWR Series, Mailstop
E-90, CDC, 1600 Clifton Rd., N.E., Atlanta, GA 30329-4027 or to mmwrq@cdc.gov.

All material in the MMWR Series is in the public domain and may be used and reprinted without permission; citation as to source, however, is appreciated.
Use of trade names and commercial sources is for identification only and does not imply endorsement by the U.S. Department of Health and Human Services.

References to non-CDCsites on the Internet are provided as a service to MM WR readers and do not constitute or imply endorsement of these organizations
or their programs by CDC or the U.S. Department of Health and Human Services. CDC is not responsible for the content of these sites. URL addresses
listed in MMWR were current as of the date of publication.

ISSN: 1057-5987 (Print)

63


http://www.cdc.gov/mmwr/mmwrsubscribe.html
mailto:mmwrq@cdc.gov

Morbidity and Mortality Weekly Report

Errata

Vol. 65, No. RR-1

In the report, “CDC Guideline for Prescribing Opioids for
Chronic Pain — United States, 2016,” three errors occurred.
On page 1, the last sentence of the Summary should read,
“CDC has provided a checklist for prescribing opioids for
chronic pain (http://stacks.cdc.gov/view/cdc/38025) as well
as a website (http://www.cdc.gov/drugoverdose/prescrib-
ing/resources.html) with additional tools to guide clinicians
in implementing the recommendations.” On page 8, the first
sentence of the first full paragraph should read, “NCIPC
announced an open meeting of the NCIPC BSC in the
Federal Register on January 11, 2016.” On page 49, in the
fourth line of the Stakeholder Review Group, the affiliation
for Gerald “Jerry” E Joseph should read, “American College
of Obstetricians and Gynecologists.”

US Department of Health and Human Services/Centers for Disease Control and Prevention

Vol. 65, No. 9

In the report, “Notes from the Field: Lymphocytic
Choriomeningitis Virus Meningoencephalitis from a
Household Rodent Infestation — Minnesota, 2015,” on page
248, the first sentence of the fourth paragraph should read,
“The family was referred for integrated pest management
services through the St. Paul-Ramsey County Department
of Public Health, with assistance from the Minnesota
Department of Health Healthy Homes grant program.”
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Statement on pain management from David W. Baker, MD, MPH, FACP, Executive Vice President,
Healthcare Quality Evaluation, The Joint Commission:

In the environment of today’s prescription opioid epidemic, everyone is looking for someone to blame.
Often, The Joint Commission’s pain standards take that blame. We are encouraging our critics to look at
our exact standards, along with the historical context of our standards, to fully understand what our
accredited organizations are required to do with regard to pain.

The Joint Commission first established standards for pain assessment and treatment in 2001 in response
to the national outcry about the widespread problem of undertreatment of pain. The Joint Commission’s
current standards require that organizations establish policies regarding pain assessment and treatment
and conduct educational efforts to ensure compliance. The standards DO NOT require the use of drugs to
manage a patient’s pain; and when a drug is appropriate, the standards do not specify which drug should
be prescribed. ‘

Our foundational standards are quite simple. They are:

+ The hospital educates all licensed independent practitioners on assessing and managing
pain.

+ The hospital respects the patient's right to pain management.

+ The hospital assesses and manages the patient's pain.

Requirements for what should be addressed in organizations’ policies include:

1. The hospital conducts a comprehensive pain assessment that is consistent with its scope of
care, treatment, and services and the patient's condition.

2. The hospital uses methods to assess pain that are consistent with the patient's age, condition,
and ability to understand.

3. The hospital reassesses and responds to the patient's pain, based on its reassessment criteria.

.
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4. The hospital either treats the patient's pain or refers the patient for treatment. Note: Treatment
strategies for pain may include pharmacologic and nonpharmacologic approaches. Strategies
should reflect a patient-centered approach and consider the patient's current presentation, the
health care providers' clinical judgment, and the risks and benefits associated with the
strategies, including potential risk of dependency, addiction, and abuse.

Despite the stability and simplicity of our standards, misconceptions persist, and [ would like to take this
opportunity to address the most common ones:

Misconception #1: The Joint Commission endorses pain as a vital sign

The Joint Commission does not endorse pain as a vital sign, and this is not part of our standards. Starting
in 1990, pain experts started calling for péin to be “made visible.” Some organizations implemented
programs to try to achieve this by making pain a vital sign. The original 2001 Joint Commission standards
did not state that pain needed to be treated like a vital sign. The only time that The Joint Commission
standards referenced the fifth vital sign was when The Joint Commission provided examples of what

some organizations were doing to assess patient pain. In 2002, The Joint Commission addressed the
problems in the use of the 5th vital sign concept by describing the unintended consequences of this
approach to pain management and described how organizations had subsequently modified their
processes.

Misconception #2: The Joint Commission requires pain assessment for all patients.

The original pain standards stated “Pain is assessed in all patients.” This was applicable to all
accreditation programs (i.e., Hospital, Nursing Care Center, Behavioral Health Care, etc). This
requirement was eliminated in 2009 from all programs except Behavioral Health Care Accreditation.
Patients in behavioral health care settings were thought to be less able to bring up the fact that they were
in pain and, therefore, required a more aggressive approach. The current Behavioral Health Care
Accreditation standard says, “The organization screens all patients for physical pain.”

The current version of the standard for hospitals and programs other than Behavioral Health says “The
hospital assesses and manages the patient's pain.” This standard allows organizations to set their own
policies regarding which patients should have pain assessed based on the population served and the .
services delivered. Joint Commission surveyors determine whether such policies have been established,
and whether there is evidence that the organization’s own policies are followed. Some organizations may
still follow the old standard and require pain assessment of all patients.

Misconception #3: The Joint Commission requires that pain be treated until the pain score reaches zero.

There are several variations of this misconception, including that The Joint Commission requires that
patients are treated by an algorithm according to their pain score. In fact, throughout our history we have
advocated for an individualized patient-centric approach that does not require zero pain. The introduction
to the “Care of Patients Functional Chapter” in 2001 started by saying that the goal of care is “to provide
individualized care in settings responsive to specific patient needs.”

Misconception #4: The Joint Commission standards push doctors to prescribe opioids

As stated above, the current standards do not push clinicians to prescribe opioids. We do not mention
opioids at all:
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The note to the standard says: Treatment strategies for pain may include pharmacologic and
nonpharmacologic approaches. Strategies should reflect a patient-centered approach and consider the
patient's current presentation, the health care providers' clinical judgment, and the risks and benefits
associated with the strategies, including potential risk of dependency, addiction, and abuse.

Misconception #5: The Joint Commission pain standards caused a sharp rise in opioid prescriptions.

This claim is completely contradicted by data from the National Institute on Drug Abuse. The graph below
(Figure 1 in the report) shows the number of opioid prescriptions filled at commercial pharmacies in the
United States from 1991 to 2013 shows the rate had been steadily increasing for 10 years prior to the
standards’ release in 2001. It is likely that the increase in opioid prescriptions began in response to the
growing concerns in the U.S. about under treatment of pain and efforts by pain management experts to
allay physicians’ concerns about using opioids for non-malignant pain. Moreover, the standards do not
appear to have accelerated the trend in opioid prescribing. If there was an uptick in the rate of increase in
opioid use, it appears to have occurred around 1997-1998, two years prior to release of the standards.

L T‘.‘)‘iﬁf

No. of Ax's (millions)

Data Exfractad 2041 IM5 Healih, National Prascription Audit, years 19272013, Data Bxtraciad 2044:

The Joint Commission pain standards were designed to address a serious, intractable problem in patient
care that affected millions of people, including inadequate pain control for both acute and chronic
conditions. The standards were designed to be part of the solution. We believe that our standards, when
read thoroughly and correctly interpreted, continue to encourage organizations to establish education
programs, training, policies, and procedures that improve the assessment and treatment of pain without
promoting the unnecessary or inappropriate use of opioids.

The Joint Commission is committed to working to dispel these misunderstandings and welcomes dialogue
with the dedicated individuals who are caring for patients in our accredited organizations.

Contact

Elizabeth Eaken Zhani
Media Relations Manager
The Joint Commission
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PREAMBLE

Protection of the public is the highest priority for the Medical Board of California (Board)
in exercising its licensing, regulatory, and disciplinary functions, The Board recognizes
that principles of high-quality medical practice and California law dictate that the people
of California have access to appropriate, safe and effective pain management. The
application of up-to-date knowledge and treatment modalities can help to restore function
and thus improve the quality of life for patients who suffer from pain, particularly chronic
pain.

In 1994, the Medical Board of California formally adopted a policy statement titled,
“Prescribing Controlled Substances for Pain.” This was used to provide guidance to
physicians prescribing controlled substances. Several legislative changes since 1994
necessitated revising these guidelines; most recently in 2007.

In November 2011, the Centers for Disease Control and Prevention declared
prescription drug abuse to be a nationwide epidemic. Drug overdose is now the leading
cause of accidental deaths, exceeding deaths due to motor vehicle accidents. A
majority of those overdose deaths involved prescription drugs. The diversion of opioid
medications to non-medical uses has also contributed to the increased number of
deaths, although the problem is not limited to the aberrant, drug-seeking patient.
Injuries are occurring among general patient populations, with some groups at high risk,
(e.g., those with depression). Consequently, the Board called for revision of the
guidelines to provide additional direction to physicians who prescribe controlled
substances for pain.

These guidelines are intended {o help physicians improve outcomes of patient care and
to prevent overdose deaths due to opioid use. They particularly address the use of
opioids in the long-term treatment of chronic pain. Opioid analgesics are widely
accepted as appropriate and effective for alleviating moderate-to-severe acute pain,
pain associated with cancer, and persistent end-of-life pain. ' Although some of the
recommendations cited in these guidelines might be appropriate for other types of pain,
they are not meant for the treatment of patients in hospice or palliative care settings and
are not in any way intended to limit treatment where improved function is not anticipated
and pain relief is the primary goal. These guidelines underscore the extraordinary
complexity in treating pain and how long-term opioid therapy should only be conducted
in practice settings where careful evaluation, regular follow-up, and close supervision
are ensured. Since opioids are only one of many options to mitigate pain, and because
prescribing opioids carries a substantial level of risk, these guidelines offer several non-
opioid treatment alternatives. These guidelines are not intended to mandate the
standard of care. The Board recognizes that deviations from these guidelines will occur
and may be appropriate depending upon the unique needs of individual patients.
“Medicine is practiced one patient at a time and each patient has individual needs and
vulnerabilities. Physicians are encouraged to document their rationale for each

! California Medical Association (Prescribing Opioids: Care amid Controversy, March 2014). 7
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prescribing decision. Physicians should understand that if one is ever the subject of a
quality of care complaint, peer expert review will be sought by the Board. The expert
reviewer must consider the totality of circumstances surrounding the physician’s
prescribing practice (e.g., issues relating to access of care, paucity of referral sources,
etc.) Specifically, experts are instructed to “define the standard of care in {erms of the
level of skill, knowledge, and care in diagnosis and treatment ordinarily possessed and
exercised by other reasonably careful and prudent physicians in the same or similar
circumstances at the time in question.”

in an effort to provide physicians with as many sources of information as possibie, these
guidelines link to numerous references relating to prescribing. Additionally, numerous
appendices are attached. The Board recognizes that some of the links/appendices may
not be consistent with either each other or the main text of the guidelines. The intent for
including as many sources of information as practicable is so that physicians can
consider varying perspectives to arrive at the best patient-appropriate treatment
decision. The Board does not endorse one treatment option over another and
encourages physicians to undertake independent research on this continuously evolving
subject matter.

UNDERSTANDING PAIN

The diagnosis and treatment of pain is integral to the practice of medicine. In order to
cautiously prescribe opioids, physicians must understand the relevant pharmacologic
and clinical issues in the use of such analgesics, and carefully structure a treatment
plan that reflects the particular benefits and risks of opioid use for each individual
patient. Such an approach should be employed in the care of every patient who
receives long-term opioid therapy.

The California Medical Association® has defined and clarified key concepts relating to
pain, excerpted below:

Pain: The definition of pain proposed by the International Association for the Study of
Pain is “an unpleasant sensory and emotional experience associated with actual or
potential tissue damage, or described in terms of such damage.” It has also been said
that “Pain is what the patient says it is.” Both definitions acknowledge the subjective
nature of pain and are reminders that, with the rare exception of patients who
intentionally deceive, a patient's self-report and pain behavior are likely the most reliable
indicators of pain and pain severity. As a guide for clinical decision-making, however,
hoth of these definitions are inadequate. In addition, it is important to remember that
the subjectivity of pain, particularly when the cause is not apparent, can lead to the
stigmatization of those with pain.

2 Medical Board of California Expert Reviewer Guidelines (rev. January, 2013)
? California Medical Association (Prescribing Opioids: Care amid Controversy, March 2014).
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Acute and Chronic Pain: Traditionally, pain has been classified by its duration. In this
perspective, “acute” pain is relatively short-duration, arises from obvious tissue injury,
and usually fades with healing. “Chronic” pain, in contrast, has been variously defined
as lasting longer than would be anticipated for the usual course of a given condition, or
pain that lasts longer than arbitrary cut-off times, such as 3 or 6 months. Temporal pain
labels, however, provide no information about the biological nature of the pain itself,
which is often of critical importance.

Nociceptive and Neuropathic Pain: A more useful nomenclature classifies pain on the
basis of its patho-physiological process. Nociceptive pain is caused by the activation of
nociceptors, and is generally, though not always, short-lived and is associated with the
presence of an underlying medical condition. itis a “normal” process; a physiological
response to an injurious stimulus. Nociceptive pain is a symptom. Neuropathic pain, on
the other hand, resuits either from an injury to the nervous system or from inadequately-
treated nociceptive pain. It is an abnormal response to a stimulus; a pathological
process. |t is a neuro-biological disease. Neuropathic pain is caused by abnormal
neuronal firing in the absence of active tissue damage. It may be continuous or
episodic and varies widely in how it is perceived. Neuropathic pain is complex and can
be difficult to diagnose and to manage because available treatment options are limited.

A key aspect of both nociceptive and neuropathic pain is the phenomenon of
sensitization, which is a state of hyper-excitability in either peripheral nociceptors or
neurons in the central nervous system. Sensitization may lead to either hyperalgia or
allodynia. Sensitization may arise from intense, repeated or prolonged stimulation of
nociceptors, or from the influence of compounds released by the body in response to
tissue damage or inflammation. Importantly, many patients — particularly those with
persistent pain --- present with “compound” pain that has both nociceptive and
neuropathic components, a situation which complicates assessment and treatment.

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

Cancer and Non-Cancer Pain: Pain associated with cancer is sometimes given a
separate classification, although it is not distinct from a patho-physiological perspective.
Cancer-related pain includes pain caused hy the disease itself and/or painful diagnostic
or therapeutic procedures [and the sequelae of those processes]. The treatment of
cancer-related pain may be influenced by the life expectancy of the patient, by co-
morbidities and by the fact that such pain may be of exceptional severity and duration.
A focus of recent attention by the public, regulators, legislators, and physicians has
been chronic pain that is not associated with cancer. A key feature of such pain, which
may be caused by conditions such as musculoskeletal injury, lower back trauma and
dysfunctional wound healing, is that the severity of pain may not correspond well to
identifiable levels of tissue damage.
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Tolerance, Dependence and Addiction: Related to the nomenclature of pain itself is
continuing confusion not only among the public, but also in the medical community,
about terms used to describe the effects of drugs on the brain and on behavior. To help
clarify and standardize understanding, the American Society of Addiction Medicine
(ASAM), the American Academy of Pain Medicine (AAPM) and the American Pain
Society (APS) have recommended the following definitions:

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

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

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

Pain as an lliness: Finally, it may be helpful to point out that pain can be regarded as
an iliness as well as a symptom or a disease. “lliness” defines the impact a disease has
on an organism and is characterized by epiphenomena or co-morbidities with bio-
psycho-social dimensions. Effective care of any iliness, therefore, requires attention to
all of these dimensions. Neuropathic pain, end-of-life pain and chronic pain should all
be viewed as illnesses. :

SPECIAL PATIENT POPULATIONS

All patients may experience pain. Below are treatment considerations for differing
patient populations or scenarios. As previously addressed, these guidelines are
intended to particularly address the use of opioids in the long-term treatment of chronic,
non-cancer pain. However, since many of the recommendations cited in these
guidelines might be appropriate for other types of pain, other scenarios are listed below
to provide additional guidance in prescribing opioids, when appropriate.

Acute Pain®

Opioid medications should only be used for treatment of acute pain when the severity of
the pain warrants that choice and after determining that other non-opioid pain
medications or therapies likely will not provide adequate pain relief. When opioid
medications are prescribed for treatment of acute pain, the number dispensed should
be for a short duration and no more than the number of doses needed based on the
usual duration of pain severe enough to require opioids for that condition.

* Utah Department of Health (Utah Clinical Guidelines on Prescribing Opioids for Treatment of Pain, 2009).
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Long (and intermediate} duration-of-action opioids or extended-release/long-acting
opioids (ER/LA) should not be used for treatment of acute pain, including post-operative
pain, except in situations where monitoring and assessment for adverse effects can be
conducted. Methadone is rarely, if ever, indicated for treatment of acute pain. The use
of opioids should be re-evaluated carefully, including the potential for abuse, if
persistence of pain suggests the need to continue opiocids beyond the anticipated time
period of acute pain treatment for that condition.

It is important to emphasize that numerous (but not all) recommendations cited in
these guidelines may not be relevant for the physician treating a patient for acute
pain. For example, a physician treating a patient who presents to an emergency
department or primary care physician with a medical condition manifested by objective
signs (e.g., a fractured ulna or kidney stones discernible with imaging studies) would not
necessarily need to undertake an opioid trial, perform a psychological assessment,
utilize a pain management agreement, confer with the Prescription Drug Monitoring
Program database, order a drug toxicology screen, etc.

Emergency Departments :

Treating patients in an emergency department (ED) or urgent care clinic presents
unique challenges in that, oftentimes, there is limited ability to procure adequate patient
history and the primary physician is not available. Drug seeking patients may take
advantage of this in order to secure controlled substances.

The American College of Emergency Physicians (ACEP) Clinical Policy - Critical Issues
in the Prescribing of Opioids for Adult Patients in the Emergency Department
(Appendix 1) - identifies acute low back pain as a common presenting complaint in the
ED. Opioids are frequently prescribed, expected or requested for such presentations.
Consequently, ACEP clinical policy recommends:

(1) For the patient being discharged from the ED with acute low back pain, the
emergency physician should ascertain whether non-opioid analgesics and non-
pharmacologic therapies will be adequate for initial pain management.

(2) Given a lack of demonstrated evidence of superior efficacy of either opioid or
non-opioid analgesics and the individuai and community risks associated with
opioid use, misuse, and abuse, opioids should be reserved for more severe pain
or pain refractory to other analgesics rather than routinely prescribed.

(3) If opioids are indicated, the prescription should be for the lowest practical dose
for a limited duration (e.g.,<1 week), and the prescriber should consider the
patient’s risk for opioid misuse, abuse, or diversion.

For patients presenting to the ED with an acute exacerbation of non-cancer chronic
pain, ACEP recommends the following:
(1) Physicians should avoid the routine prescribing of outpatient opioids for a patient
with an acute exacerbation of chronic non-cancer pain seen in the ED,
(2) If opioids are prescribed on discharge, the prescription should be for the lowest
practical dose for a limited duration (e.g., < 1 week), and the prescriber should
consider the patient’s risk for opioid misuse, abuse, or diversion.
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(3) The physician should, if practicable, honor existing patient-physician pain
contracts/treatment agreements and consider past prescription patterns from
information sources such as prescription drug monitoring programs.

ACEP recommends that the use of a state prescription monitoring program may help
identify patients who are at high risk for prescription opioid diversion or doctor shopping.

End-of-Life Pain® _
Pain management at the end of life seeks to improve or maintain a patient’s overall
quality of life in addition to relieving suffering. This focus is important because
sometimes a patient may have priorities that compete with, or supersede, the relief of
pain. For some patients, mental alertness sufficient to allow lucid interactions with loved
ones may be more important than physical comfort. Optimal pain management, in such
cases, may mean lower doses of an analgesic and the experience, by the patient, of
higher levels of pain.

Fear of inducing severe or even fatal respiratory depression may lead to the clinician®
under-prescribing and reluctance by patients to take an opiocid medication. Despite this
fear, studies have revealed no correlation between opioid dose, timing of opioid
administration and time of death in patients using opicids in the context of terminal
illness. A consult with a specialist in palliative medicine in these situations may be
advisable.

Cancer Pain

Pain is one of the most common symptoms of cancer, as well as being one of the most
feared cancer symptoms. Opioid pain medications are the mainstay of cancer pain
management, and are appropriate to consider for cancer patients with moderate to
severe pain, regardless of the known or suspected pain mechanism. However, some
cancer survivors with moderate-to-severe pain may additionally or alternatively benefit
from the use of non-opioid treatments, and opioids may not be necessary. Other
treatments such as surgeries, radiation therapy, and other procedures may provide
sufficient pain relief so that opioids are not necessary.

ER/LA opioid formulations may lessen the inconvenience associated with the use of
short-acting opioids. Patient-controlled analgesia using an ambulatory infusion device
may provide optimal patient control and effective analgesia. The full range of adjuvant
medications should be considered for patients with cancer pain, with the caveat that
such patients are often on already complicated pharmacological regimens, which raises
the risk of adverse reactions associated with polypharmacy.”

* California Medical Association (Prescribing Opioids: Care amid Controversy, March 2014).
® The term “clinician” throughout the document means “physician.”
7 California Medical Association (Prescribing Opioids: Care amid Controversy, March 2014).
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Olfder Adults
With appropriate precautions opiocid therapy for elderly patients can be efficacious. It is
important to begin with lower starting doses, slower titration, longer dosing intervals,

and more frequent monitoring. Tapering of benzodiazepines is important to reduce the

potential for respiratory depression.
For additional information, see Appendix 2.

Pediatric Patients

Extreme caution should be used in prescribing opioids for pediatric patients. A trial of
opioid therapy may be considered with well-defined somatic or neuropathic pain
conditions when non-opioid alternatives have failed or are unlikely to be effective for
acute pain. Additionally, close monitoring and consultation should be undertaken.

For additional information, see Appendix 3.

Pregnant Women

Clinicians should encourage minimal or no use of opioids during pregnancy unless the
potential benefits clearly outweigh risks. Pregnant patients taking long-term opioid
therapy should be tapered to the lowest effective dose slowly enough to avoid
withdrawal symptoms, and then therapy should be discontinued if possible.

Additional information on the appropriate use of opioids for pregnant patients is
available from the American Congress of Obstetricians and Gynecologists {ACOG)
committee opinion titled Opioid Abuse, Dependence, and Addiction in Pregnancy.

Patients Covered by Workers’ Compensation®

This population of patients presents its own unique circumstances. Injured workers are
generally sent to an occupational medicine facility for treatment. Ideally, the injured
worker recovers and returns to work in full capacity. If recovery or healing does not
occur as expected, early triage and appropriate, timely treatment is essential to restore
function and facilitate a return to work.

The use of opioids in this population of patients can be problematic. Some evidence
suggests that early treatment with opicids may actually delay recovery and a return to
work. Conflicts of motivation may also exist in patients on workers' compensation, such
as when a person may not want to return to an unsatisfying, difficult or hazardous job.
Clinicians are advised to apply the same careful methods of assessment, creation of
treatment plans and monitoring used for other pain patients but with the added
consideration of the psycho-social dynamics inherent in the workers’ compensation
system. Injured workers should be afforded the full range of treatment options that are
appropriate for the given condition causing the disability and impairment.

¥ California Medical Association (Prescribing Opioids: Care amid Controversy, March 2014).
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For additional information on treating patients covered by Workers’ Compensation
please see State of California Division of Workers' Compensation Guideline for the Use
of Opioids fo Treat Work-Related Injuries.

Patients with History of Substance Use Disorder®

Use of opioids for patients with a history of substance use disorder is challenging
because such patients are more vuinerable to drug misuse, abuse and addiction. In
patients who are actively using illicit drugs, the potential benefits of opioid therapy are
likely to be outweighed by potential risks, and such therapy should not be prescribed
outside of highly controlled settings (such as an opioid treatment program with directly
observed therapy). In other patients, the potential benefits of opioid therapy may
outweigh potential risks. Although evidence is lacking on best methods for managing
such patients, potential risks may be minimized by more frequent and intense
monitoring compared with lower risk patients, authorization of limited prescription
quantities and consuitation or co-management with a specialist in addiction medicine.
Clinicians should use the [Controlled Substance Utilization Review and Evaluation
System (CURES)/Prescription Drug Monitoring Program (PDMP)} CURES/PDMP to
identify patients who obtain drugs from multiple sources.

[f either the patient’'s medical history, self-report or scores on screening assessment
tools such as the Opioid Risk Tool (Appendix 4) suggest an above-average risk of
substance abuse, clinicians should consider the following steps in proceeding with a
pain management strategy:
¢ Exhaust all non-opioid pain management methodologies prior to considering
opioid therapy;
e Consult with a specialist in addiction medicine;
¢ Create a written treatment plan and patient agreement and review carefully with
the patient, obtaining their signed informed consent;
e Closely monitor and assess pain, functioning and aberrant behaviors;
e Regularly check with a PDMP for compliance with prescribed amounts of opioids
(using cross-state PDMP systems whenever they are available);
¢ While the patient is on long-term opioid therapy, implement urine drug testing, if
possible; or
¢ |f misuse or abuse of opioid analgesics is suspected or confirmed, initiate a non-
confrontational in-person meeting, use a non-judgmental approach to asking
questions, present options for referral, opioid taper/discontinuation or switching to
non-opioid treatments, and avoid “abandoning” the patient or abruptly stopping
opioid prescriptions.

Psychiatric Patients 7
A higher risk for deleterious side effects exists for patients with psychiatric diagnocses
who are receiving opioid treatment. Opioids should only be prescribed for well-defined

¥ California Medical Association (Prescribing Opioids: Care amid Controversy, March 2014).
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somatic or neuropathic pain conditions. Physicians should titrate slowly, closely monitor
the patient and seek consultation from the appropriate specialist.

Patients Prescribed Benzodiazepines

Patients taking benzodiazepines and opioids are at an increased risk for respiratory
depression, particularly elderly patients. Physicians should consider a trial of
henzodiazepine tapering in patients concomitantly using opioids or other respiratory
depressant medications. If a trial of tapering is not indicated or is unsuccessful, opioids
should be titrated more slowly and at lower doses. For additional information, see
Benzodiazepines: How They Work and How to Withdraw. '

Patients Prescribed Methadone or Buprenorphine for Treatment of a Substance Use
Disorder

Patients prescribed methadone or buprenorphine for treatment of a substance use
disorder may need relief from acute and/or chronic pain, beyond that provided by their
maintenance medication. For more information on pain relief for persons on methadone
or huprenorphine, see Acute Pain Management for Patients Receiving Maintenahce
Methadone or Buprenorphine Therapy.

PATIENT EVALUATION AND RISK STRATIFICATION

When considering long-term use of opicids for chronic, non-cancer pain, given the
potential risks of opioid analgesics, careful and thorough patient assessment is critical.
Risk stratification is one of the most important things a physician can do to mitigate
potentially adverse consequences of opioid prescribing. The nature and extent of the
clinical assessment depends on the type of pain and the context in which it occurs. This
includes but is not [imited to:

s Completing a medical history and physical exammation (Appendix 5).

o Performing a psychological evaluation.

o Psychological assessment should include risk of addictive dlsorders
Screening tools that can be considered for use include:

»  CAGE-AID (Appendix 6);

PHQ-9 {(Appendix 7);

Opioid Risk Tool (ORT) (Appendix 4); and

SOAPP®-R (Appendix 8).

Note: Although the above-listed assessment tools are well-

established with proven effectiveness, physicians must be aware

that seasoned diverters know the right answers to these tools so
they look "normal."

« Establishing a diagnosis and medical necessity (review past medical records,
laboratory studies, imaging studies, etc. and order new ones, if necessary or if
previous studies are outdated), Screening tools that can be considered for use
include:

o Pain Intensity and Interference (pain scale) {(Appendix 9); and
o Sheehan Disability Scale.
¢ Exploring non-opioid therapeutic options.
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Opioid medications may not be the appropriate first line of treatment for a
patient with chronic pain. Other measures, such as non-opioid analgesics, non-
steroidal anti-inflammatory drugs (NSAIDs), antidepressants, antiepileptic drugs,
and non-pharmacologic therapies (e.g., physical therapy), should be tried and the
outcomes of those therapies documented first. Opioid therapy should be
considered only when other potentially safer and more effective therapies have
proven inadequate. Resources that can be consuited include:

o Therapeutic Options for Pain Management (Appendix 10); and

o Non-Opioid Pain Management Tool (Appendix 11).

¢ Evaluating both potential benefits and potential risks of opioid therapy.

s Being cognizant of aberrant or drug seeking behaviors.

» As a universal precaution, undertaking urine drug testing.

+ Reviewing the CURES/PDMP report for the patient. This allows a physicianto
check to see if a patient is receiving controlled substances from other prescribers
in California (assuming the prescription is being filled at a California pharmacy).

CONSULTATION

The treating physician should seek a consultation with, or refer the patient to, a pain,
psychiatry, or an addiction or mental health specialist as needed. For exampile, a patient
who has a history of substance use disorder or a co-occurring mental health disorder
may require specialized assessment and freatment, if available.

Physicians who prescribe long-term opioid therapy should be familiar with treatment
options for opioid addiction (including those available in licensed opioid treatment
programs [OTPs]) and those offered by an appropriately credentialed and experienced
physician through office-based opioid treatment [OBOT]), so as to make appropriate
referrals when needed.

- TREATMENT PLAN AND OBJECTIVES

When considering long-term use of opioids for chronic, non-cancer pain, the physician
and the patient should develop treatment goals together. The goals of pain treatment
include reasonably attainable improvement in pain and function; improvement in pain-
associated symptoms such as sleep disturbance, depression, and anxiety; and
avoidance of unnecessary or excessive use of medications. Pain relief is important, but
it is difficult to measure objectively. Therefore, it cannot be the primary indicatorto
assess the success of the treatment. Effective pain relief improves functioning,
whereas addiction decreases functionality. Effective means of achieving these goals
vary widely, depending on the type and causes of the patient’s pain, other concurrent
issues, and the preferences of the physician and the patient.

The treatment plan and goals should be established as early as possible in the

. _treatment process and revisited regularly, so as to provide clear-cut, individualized
objectives to guide the choice of therapies. The treatment plan should contain

information supporting the selection of therapies, both pharmacologic (including
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medications other than opioids) and non-pharmacologic. It also should specify
measurable goals and objectives that will be used to evaluate treatment progress, such
as relief of pain and improved physical and psychosocial function.

The plan should document any further diagnostic evaluations, consultations or referrals,
or additional therapies that have been considered. The treatment plan should also
include an “exit strategy” for discontinuing opioid therapy in the event the tapering or
termination of opioid therapy becomes necessary.

PATIENT CONSENT

When considering long-term use of opicids, or in other medically appropriate situations,
the physician shouid discuss the risks and henefits of the treatment plan with the
patient, with persons designated by the patient, or with the patient’s conservator if the
patient is without medical decision-making capacity. if opioids are prescribed, the
patient {(and possibly family members, if appropriate) should be counseled on safe ways
to store and dispose of medications. For convenience, patient consent and a pain
management agreement can be combined into one document.

Patient consent typically addresses:

o The potential risks and anticipated benefits of long-term opioid therapy.

s Potential side effects (both short- and long-term) of the medication, such as
nausea, opioid-induced constipation, decreased libido, sexual dysfunction,
hypogonadism with secondary osteoporosis (Gegmann et al., 2008) and
coghitive impairment.

¢ The likelihood that some medications will cause tolerance and physical

dependence to deveiop.

The risk of drug interactions and over-sedation.

The risk of respiratory depression.

The risk of impaired motor skills (affecting driving and other tasks).
The risk of opioid misuse, dependence, addiction, and overdose.
The limited evidence as to the benefit of long-term opioid therapy.

e & o © o

PAIN MANAGEMENT AGREEMENT

Use of a pain management agreement is recommended for patients:
e On short-acting opioids at the time of third visit within two months;
s On long-acting opioids; or
¢ Expected to require more than three months of opioids.

Pain management agreements typically outline the joint responsibilities of the physician
and the patient and should include:
e The physician’s prescribing policies and expectations, including the number and
frequency of prescription refills, as well as the physician’s policy on early refills
and replacement of lost or stolen medications.
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¢ Specific reasons for which drug therapy may be changed or discontinued
(including violation of the policies and agreements spelled out in the treatment
agreement).

¢ The patient’s responsibility for safe medication use (e.g., by not using more
medication than prescribed or using the opioid in combination with alcohol or
other substances; storing medications in a secure location; and safe disposal of
any unused medication to prevent misuse by other household members).

s The patient's agreement fo share information with family members and other
close contacts on how to recognize and respond to an opiate overdose, including
administering an opioid antagonist, such as naloxone, if necessary.(Appendix 12)

¢ The patient’s responsibility to obtain his or her prescribed opioids from only one
physician or practice and one pharmacy.

e The patient’s agreement to periodic drug testing (blood, urine, hair, or saliva).

« The physician’s responsibility to be available or to have a covering physician
available to care for unforeseen problems and to prescribe scheduled refills, if
appropriate and in accordance with the patient's pain management agreement.

Samples of pain management agreements:
¢ Patient Pain Medication Agreement and Consent (Appendix 13)
e Treatment Plan Using Prescription Opioids {(Appendix 14)

COUNSELING PATIENTS ON OVERDOSE RISK AND RESPONSE

Empirical evidence has shown that lay persons can be trained to recognize the signs of
an opiate overdose and fo safely administer naloxone, an opiate antagonist. Programs
that have trained lay persons in naloxone administration have reported more than
10,000 overdose reversals.™®

It is important to educate patients and family/caregivers about the danger signs of

respiratory depression. Everyone in the household should know to summon medical

help immediately if a person demonstrates any of the following signs while on opioids: -
e Snoring heavily and cannot be awakened.

Periods of ataxic (irregular) or other sleep-disordered breathing.

Having trouble breathing.

Exhibiting extreme drowsiness and slow breathing.

Having slow, shallow breathing with litlle chest movement or no breathing.

Having an increased or decreased heartheat.

Feeling faint, very dizzy, confused or has heart palpitations.

Blue skin/lips.

Non-responsiveness to painful stimulation.

1 Centers for Disease Control and Prevention, Community-based opioid overdose prevention programs providing
naloxone-United States, 2010. Morbidity and mortality weekly report, February 17, 2012/ 61(06);101-105
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Effective January 1, 2015, California pharmacists will be able to furnish an opioid
overdose reversal drug in accordance with standardized procedures or protocols,
naloxone, to family members of patients at risk for overdose, those who might be in
contact with an individual at risk for overdose, or anyone who requests the drug without
a prescription. '

SAMHSA’s Opiate Overdose Toolkit and Prescribe to Prevent contain numerous
documents relating to overdose prevention and management.

INITIATING OPIOID TRIAL

Safer aiternative treatments should be considered before initiating opioid therapy for
chronic pain. Opioid therapy should be presented to the patient as a therapeutic trial or
test for a defined period of time (usually no more than 45 days) and with specific
evaluation points. The Long-Term Chronic Opioid Therapy Discontinuation Rates from
the TROUP Study’’ reveals that “{o]ver half of persons receiving 90 days of continuous
opioid therapy remain on opioids years later. Factors most strongly associated with
continuation were intermittent prior opioid exposure, daily opioid dose2120 mg MED,
and possible opioid misuse. Since high dose and opioid misuse have been shown to
increase the risk of adverse outcomes, special caution is warranted when prescribing
more than 90 days of opioid therapy in these patients.”

The physician should explain that progress will be carefully monitored for both benefit
and harm in terms of the effects of opioids on the patient’s level of pain, function, and
quality of life, as well as to identify any adverse events or risks to safety.

According to the California Medical Association:'?
Oral administration, especially for the treatment of chronic pain, is generally
preferred because it is convenient, flexible and associated with stable drug levels.
Intravenous administration provides rapid pain relief and, along with rectal,
sublingual and subcutaneous administration, may be useful in patients who cannot
take medications by mouth. Continuous infusions produce consistent drug blood
levels but are expensive, require frequent professional monitoring and may limit
patient mobility.

Transdermal administration is a convenient alternate means of continuous drug
delivery that does not involve needles or pumps. Patient-controlled analgesia (PCA)
aflows patients to self-administer pain medications and may be useful if anaigesia is
required for 12 hours or more and mobility is not required. Intrathecal delivery of
opioids is a viable option for patients with chronic pain who have not responded to
other treatment options, or for whom the required doses resuit in unacceptable
side-effects. Patients with intrathecal delivery systems typically require ongoing
ambulatory monitoring and supportive care.

' Journal of General Internal Medicine article (December 2011, Volume 26, Issue 12, pp 1450-1457).
? California Medical Association (Prescribing Opioids: Care amid Controversy, March 2014).
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Patients on a steady dose of an opioid medication may experience pain that breaks
through the analgesic effects of the steady-state drug. Paper or electronic pain
diaries may help patients track these breakthrough episodes and spot correlations
between the episodes and variables in their lives. A short-acting opioid is typically
prescribed for treatment by patients with breakthrough pain.

Continuation of opioid therapy after an appropriate trial should be based on
outcomes such as: making progress toward functional goals; presence and nature
of side effects; pain status; and a lack of evidence of medication misuse, abuse, or
diversion. Patients with no, or modest, previous opioid exposure should be started
at the lowest appropriate initial dosage of a short-acting opioid and titrated upward
to decrease the risk of adverse effects. The selection of a starting dose and manner
of titration are clinical decisions made on a case-by-case hasis because of the
many variables involved. Some patients, such as frail older persons or those with
co-morbidities, may require an even more cautious therapy initiation. Short-acting
opioids are usually safer for initial therapy since they have a shorter half-life and
may be associated with a lower risk of overdose from drug accumulation. The
general approach is to “start low and go slow.”

Since opioids are known in some circumstances to worsen pain (hyperalgesia),
instances of ongoing pain may suggest opioid insensitivity (or an inadequate dose).
Careful assessment must be undertaken. If hyperalgesia is suspected, a dose
reduction, opioid rotation or tapering to cessation could be considered.

Dosing Recommendations For Opioid Naive Patients

There is a plethora of data available regarding recommended dosages for various
analgesics. Because this is continuously evolving, physicians are encouraged to review
the Food and Drug Administration’s website and other relevant information sources.

Morphine Equivalent Dose (MED)

There are differing opinions among reputable experts and organizations as to what
MED should trigger a consultation. The Board recommends that physicians proceed
cautiously (yellow flag warning) once the MED reaches 80 mg/day. Referral to an
appropriate specialist should be considered when higher doses are contemplated.
There is no absolute safe ceiling dose of opicids, however, and caution and monitoring
are appropriate for applications of these medications.

The patient should be seen more frequently while the treatment plan is being initiated
and the opioid dose adjusted. As the patient is stabilized in the treatment regimen,
follow-up visits may be scheduled less frequently.

ONGOING PATIENT ASSESSMENT -

When a trial of an opioid medication is successful and the physician and patient decide
to continue opioid therapy, regular review and monitoring should be undertaken for the
duration of treatment. '
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Continuation, modification or termination of opioid therapy for pain should be contingent
on the physician’s evaluation of (1) evidence of the patient’s progress toward treatment
objectives and (2) the absence of substantial risks or adverse events, such as overdose
or diversion. A satisfactory response to treatment would be indicated by a reduced level
of pain, increased leve! of function, and/or improved quality of life. Validated brief

- assessment tools that measure pain and function, such as the three-question “Pain,
Enjoyment and_General Activity” (PEG) scale or other validated assessment tools, may
be helpful and time effective.. -

Consider the 5-As method for chronic pain management assessment:

Analgesia: the patient is experiencing a reduction in pain.

Activity: the patient is demonstrating an improvement in level of function.

Adverse: the patient is not experiencing side effects.

Aberrance: the patient is complying with the pain management agreement and there
are no signs of medication abuse or diversion.

Affect: . the patient’s behavior and mood are appropriate.

“Opioid rotation,” the switching from one opioid to another in order to better balance
analgesia and side effects, may be used if pain relief is inadequate, if side effects are
bothersome or unacceptable, or if an alternative route of administration is suggested.
Opioid rotation must be done with great care, particularly when converting from an
immediate-release formuiation to an extended-release/long-acting (ER/LA) product.
Equianalgesic charts, conversion tables and calculators must be used cautiously with
titration and appropriate monitoring. 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, hence physicians may want to use initially lower-than-
calculated doses of the switched-to opioid.

COMPLIANCE MONITORING

Physicians who prescribe opioids or other controlled substances for pain should ensure
the provisions of a pain management agreement are being heeded. Strategies for
monitoring compliance may include:

CURES/PDMP Report

The CURES/PDMP report can be useful in establishing whether or not an individual is
receiving controlled substances from multiple prescribers. The CURES/PDMP report
should be requested frequently for patients who are being treated for pain as well as
addiction.

Drug Testing _
A patient’s report of medication use is not always reliable; therefore, drug testing can be
an important monitoring tool.

Physicians need to be aware of the limitations of available tests (such as their limited
sensitivity for many opioids) and take care to order tests appropriately, For example,
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when a drug test is ordered, it is important to specify that it include the opioid being
prescribed. Because of the complexities invoived in interpreting drug test results, it is
advisable to confirm significant or unexpected results with the laboratory toxicologist or
a clinical pathologist. Urine toxicology tests can be compromised by variability and
limitations in obtaining specimens, custody of specimens, laboratory methodologies and
interpreting laboratory data. Laboratories vary in their testing methodologies, thresholds
and standards. Results from drug screens may involve diverse drug classes and
interpreting them requires clinical understanding well beyond opioids.

“Variability may result from differences between laboratories. Some labs, for example,
only report values above a certain preset threshold. So, a patient might have a
measureable level of drug, but since it does not exceed the given threshold, it is
reported as negative finding. This might lead the physu:san to suspect that a prescribed
drug, which should be present at the time of testing, is absent.””

“Limitations to Urine Drug Testing (UDTY): There is currently no way to tell from a urine
drug test the exact amount of drug ingested or taken, when the last dose was taken, or
the source of the drug. A recent systematic review of the use of drug treatment
agreements and urine drug testing to discourage misuse when opioids are prescribed
for chronic non-cancer pain, found weak, heterogeneous evidence that these strategies
were associated with less misuse. Limited research did find that UDT was a valuable
tool to detect use of non-prescribed drugs and confirm adherence to prescribed
medications beyond that identified by patient self-report or impression of the treating
physician.”* “Consequently, additional testing, including quantitative blood levels of
prescribed medications and other laboratory testing, may be deemed necessary to
monitor and treat patients receiving chronic opioid treatment and is considered part of a
medlcally necessary treatment and monitoring program.”*®

It is important to be aware of cost barriers related to a patient's ability to pay for the
testing. There are numerous Clinical Laboratory Improvement Amendments waived
office drug testing kits which are inexpensive and which physicians may wish to
consider for use for initial drug testing. However, unexpected results from office-based
testing should be confirmed by the more-sensitive Eaboratory testing before the patient’s
plan of care is changed.

Pill Counting
Periodic pill counting can be a useful strategy to confirm medication adherence and to
minimize diversion (selling, sharing or giving away medications).

' Responsible Opioid Prescribing, A Clinician’s Guide, Second Edition, 2012, Scott Fishman, M.D.; Federation of
State Medical Boards (FSMB), FSMB Foundation, and University of Nebraska Medical Center,

' State Of California Division Of Workers® Compensation Guideline For The Use Of Opioids To Treat Work-
Related Injuries (Forum Posting, April 2014) Part I}: Comparison Of Recommendations From Existing Opioid
Guidelines.

1% State Of California Division Of Workers” Compensation Guideline For The Use Of Opioids To Treat Work-
Related [njuries (Forum Posting, April 2014) Part B Recommendations.

Guidelines for PritroIIeSbas or in - November 2014 N “ 16

87




The physician must decide whether or not to revise or augment a pain management
agreement and/or treatment plan if the patient's progress is unsatisfactory.
If it is suspected that a patient may be abusing or diverting prescribed medications, or
using “street” drugs, a careful re-assessment of the treatment plan must be undertaken.
A patient’s failure to adhere to a pain management agreement is not necessarily proof

- of abuse or diversion. Failure to comply may be the consequence of inadequate pain
refief, confusion regarding the prescription, a language barrier or economic concerns. A
physician should arrange for an in-person meeting in order to have a non-judgmental
conversation to clarify his or her concerns. [f abuse is confirmed, minimally,
consuitation with an addiction medicine specialist or mental health specialist trained in
substance abuse disorders and/or referral to a substance use disorder treatment
program that provides medication-assisted therapy (MAT) should be immediately
facilitated. Physicians who prescribe long-term opioid therapy should be knowledgeable -
in the diagnosis of substance use disorders and able to distinguish such disorders from
physical dependence—which is expected in chronic therapy with opioids and many
sedatives. _

Documented drug diversion or prescription forgery, obvious impairment, and abusive or
assaultive behaviors usually require a firmer, immediate response. The degree to which
the patient has breached the pain agreement and/or the presence of criminal activity
should govern the physician's response. Although an immediate face-to-face meeting
with the patient to re-evaluate the treatment plan may be appropriate, in some instances
it may be necessary to taper opioid therapy and/or terminate the physician patient
relationship. In situations where the patient has engaged in prescription forgery,
prescription theft or assauitive behaviors directed towards physician or staff, the
physician is strongly encouraged to contact the police/Drug Enforcement Agency
(DEA). For other criminal behaviors, the physician is encouraged to contact legal
counsel to determine whether it is appropriate to report to law enforcement. Failing to
respond can place the patient and others at significant risk of adverse consequences,
including accidental overdose, suicide attempts, arrests and incarceration, or even

death.

DISCONTINUING OPIOID THERAPY

Discontinuing or tapering of opioid therapy may be required for many reasons and
ideal!y, an “exit strategy” should be included in the treatment plan for ail patlents
receiving opioids at the outset of treatment. Reasons may include:

Resolution or healing of the painful condition;

Intolerable side effects;

Failure to achieve anticipated pain relief or functional improvement (although
ensure that this failure is not the resuit of inadequate treatment);

Evidence of non-medical or inappropriate use;

Failure to comply with monitoring, such as urine drug screenmg (although ensure
that this failure is not the result of a cost issue);

Failure to comply with pain management agreement;




« Exhibition of drug-seeking behaviors (although ensure this behavior is not the
result of inadequate treatment) or diversion, such as:
o Selling prescription drugs;
Forging prescriptions;
Stealing or borrowing drugs;
Aggressive demand for opioids;
Injecting oral/topical opioids;
Unsanctioned use of opioids;
Unsanctioned dose escalation;
Concurrent use of illicit drugs; .
Getting opioids from muitiple prescribers and/or muitiple pharmacies; or
Recurring emergency department visits for chronic pain management.

O 00O 0 0C o C OO0

If opioid therapy is discontinued, the patient who has become physically dependent
should be provided with a safely-structured tapering regimen. Opioid withdrawal
symptoms are uncomfortable, but are generally not life threatening. Opioids can be
stopped abruptly when the risks outweigh the benefits. This is not true for
benzodiazepine withdrawals, which can be life threatening. Withdrawal can be
managed either by the prescribing physician or by referring the patient to an addiction
specialist. “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.”'® For strategies on tapering and
weaning, see Appendix 15. The termination of opioid therapy should not mark the end
of treatment, which should continue with other modalities, either through direct care or
referral to other health care specialists, as appropriate.

If complete termination of care is necessary (as opposed to termination of a specific
treatment modality), physicians should treat the patient until the patient has had a
reasonable time to find an alternative source of care, and ensure that the patient has
adequate medications, if appropriate, to avoid unnecessary risk from withdrawal
symptoms. Physicians can be held accountable for patient abandonment if medical care
is discontinued without adequate provision for subsequent care. If a patient is known to
be abusing a medication, initiating a detoxification protocol may be appropriate.
Consultation with an attorney and/or one’s malpractice insurance carrier may be
prudent in such cases. Physicians may want to also consult health plan contracts to
ensure compliance. The Board also provides guidance on how to terminate/sever the
patient relationship.

If a patient is dismissed for not honoring treatment agreements, consider referral to
addiction resources. This can also include a 12-step program.

18 California Medical Association (Prescribing Opioids: Care amid Controversy, March 2014).
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MEDICAL RECORDS

Every physician must maintain adequate and accurate medical records. The content of

a patient’s medical record may vary considerably, depending on numerous factors. For

a physician treating a patient with opioids for chronic, non-cancer pain, an adequate

medical record includes, but is not limited to, the documentation of:
o the patient's medical history;
o resuits of the physical examination and all laboratory tests ordered by the

physician;

patient consent;

pain management agreement;

results of the risk assessment, including results of any screening instruments

used;

e description of the treatments provided, including all medications prescribed or
administered (including the date, type, dose and quantity);

o instructions to the patient, including discussions of risks and benefits with the
patient and any significant others;

e results of ongoing monitoring of patient progress (or lack of progress) in terms of
pain management and functional improvement;
notes on evaluations by, and consultations with, specialists;

o any other information used to support the initiation, continuation, revision, or

- termination of treatment and the steps taken in response to any aberrant
medication use behaviors (these may include actual copies of, or references to,
medical records of past hospitalizations or treatments by other providers);

s authorization for release of information to other treatment providers as
appropriate and/or legally required; and

e results of CURES/PDMP data searches.

[ ]

The medical record should include all prescription orders for opioid analgesics and other
controlled substances, whether written, telephoned or electronic. In addition, written
instructions for the use of all medications should be given fo the patient and
documented in the record. The name, telephone number, and address of the patient’s
pharmacy also should be recorded to facilitate contact as needed, if the pharmacy that
the patient will use is known. Records should be up-to-date and maintained

in an accessible manner so as to be readily available for review.

Good records demonstrate that a service was provided to the patient and establish that
the service provided was medically necessary. Even if the outcome is less than optimal,
thorough records protect the physician as well as the patient.

SUPERVISING ALLIED HEALTH PROFESSIONALS

Physicians who supervise physician assistants or nurse practitioners who prescribe
opioids should be aware of the specific regulations and requirements governing them
and those whom they supervise.

Gu;delmesfor Prescnbmg Contro]led Substances forPaln November2014 T ”

90




COMPLIANCE WITH CONTROLLED SUBSTANCES LAWS

California [aws. .
e California laws regarding controlled substances
¢ Guide to the Laws Governing the Practice of Medicine -

Federal laws:
e Title 21 United States Code {USC) Controlled Substances Act

QOther information:
¢ Pharmacist corresponding responsibilities
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Appendix 1 - Clinical Policy: Critical issues in the Prescribing of Opioids for Ad‘ult
Patients in the Emergency Department
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Clinical Policy

ABSTRACT

This clinical policy deals with critical issues in prescribing
of opioids for adult patients treated in the emergency
department (ED}. This guideline is the result of the efforts of
the American College of Emesgency Physicians, in
consultation with the Centers for Disease Control and
Prevention, and the Food and Drug Administration. The
critical questions addressed in this clinical policy are: (1) In
the adult ED patient with noncancer pain for whom opioid
prescriptions are considered, what is the utility of state
prescription drug monitoring programs in identifying
patients who are at high risk for opioid abuse? (2) In the
adult ED patient with acute low back pain, are prescriptions
for opioids more effective during the acute phase than other
medications? (3) In the adult ED patient for whom opioid
prescription is considered appropriate for treatment of
new-onset acute pain, are short-acting schedule IT opioids
more effective than shorr-acting schedule ITT opioids? (4) In
the adult ED patient with an acute exacerbation of
noncancer chronic pain, do the benefits of prescribing
opioids on discharge from the ED cutweigh the potential
harms?

INTRODUCTION

Pain is a major symptom of many patients presenting to the
emergency department (ED), with up to 429 of ED visits being
related to painful conditions.! Pain management has received
increased emphasis in the past decade, including The Joint
Commission’s focus on patient analgesia® and increasing
institutional emphasis placed on patient satisfaction surveys
covering pain management. Much literature, including the most
recent Institute of Medicine report on this topic, has stressed
that health care providers have not done as well as possible in
the area of pain management.” A possible unintended
consequence of these efforts is the increase in prescription drug
abuse, especially opioid abuse, the fastest-growing drug abuse
problem in the United States,*

As part of this issue, there has been a startling increase in
unintentional drug overdoses and related deaths since the late
1990s.”® Reported overdose deaths involving opioid analgesics
increased from 4,030 in 1999 to 14,800 in 2008.”* Data from
2008 reveal thar drug overdoses were the second leading cause
of injury death in the United States, after motor vehicle
crashes,” Currently, deaths from opioid analgesics are
significantly greater in number than those from cocaine and
heroin combined.®

The efforts of clinicians to improve their treatment of pain,
along with pharmaceutical industry marketing, have been
factors in contributing to a significant increase in the sale and
distribution of opioids in the United States. For example, the
sales of opioid analgesics to hospitals, pharmacies, and
practitioners quadrupled between 1999 and 2010.% Drug sales
and distribution data of opioids show an increase from 180 mg
morphine equivalents per person in the United States in 1997
to 710 mg per person in 2010.%'® This is the equivalent of 7.1

kg of opioid medication per 10,000 population, or enough to
supply every American adult with 5 mg of hydrocadone every 4
hours for a month.®

"The dilemma of treating pain appropriately while avoiding
adverse events is further compticated by insufficient data
supporting the long-term use of opioids in the treatment of
chronic noncancer pain. Although selective use of opieids in the
trearment of actite pain is traditionally accepted, the trearment
of chronic nencancer pain is mote complex. Many authors have
begun to question the routine long-term use of opioids for the
treatment of chronic noncancer pain.''™'* Multiple practice
guidelines have been developed to address this issue, 19
However, most recommendations in this area are of 2 consensus
nature, being based on experiential or low-quality evidence.

Data from 2009 show that there were more than 201.9
million opicid prescriptions dispensed in the United States
during that year.*® It is difficult to obtain refiable dara
concerning the degree to which this is an emergency medicine
issue, but during 2009, in the 10- to 19-year-old and 20- to
29-year-old patient groups, emergency medicine ranked third
2mong all specialties in terms of number of opioid prescriptions,
writing approximately 129 of the total prescriptions in each age
group. In the 30- to 39-year-old group, emergency medicine
ranked fourch.?® Although these data do not deal with total
doses dispensed by specialty, it is commonly postulated that the
population served in EDs as 2 whole is at high risk for opioid
abuse.”

- The significant increase in opioid-related deaths has raised
the concern of many.*®* This problem has also been observed
in the pediatric population.’?"?* Action at the national level
includes the recent proposal from the Food and Drug
Administration for the establishment of physician education
programs for the prescribing of long-acting and extended-release
opioids as parr of their national opioid risk evaluation and
mitigation strategy (the REMS program).” State efforts to
address this issue have included the development of statewide
opioid prescribing guidelines, such as these developed by the
Utah Department of Health'/ and statewide ED opioid
prescribing guidelines, such as those developed in Washington
State by the Washington chapter of the American College of
Emergency Physicians {ACEP) working with other state
organizations.®
groups have also promulgated opioid prescribing guidelines.
Some of these policies also deal with the necessity of patient
education about the safe use and proper disposal of opieid
medications. Early data indicate that, in some cases, these
guidelines may decrease prescription opiocid overdose.
Anecdotal experience suggests that public policies such as these
may change patient perceptions of appropriate prescribing and -
mitigate complaints arising from more stringent prescribing
practices. ACEP has approved related policy statements abouc
optimizing the treatment of pain in patients with acute

6 Some individual EDs and emergency physician

presentations and the implementation of electronic prescription
deng monitoring programs.””?*
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Clinical Policy

This clinical policy addresses several issues believed to be
important in the prescribing of opioids by emergency
physicians for adult patients treated and released from the
ED for whom opioids may be an appropriate treatment
modality. Although relieving pain and reducing suffering are
primary emergency physician responsibilities, there is a
concurrent duty to limit the personal and societal harm that
can result from prescription drug misuse and abuse. Because
long-acting ot extended-release opioids are not indicated for
the treatment of acute pain, the aim of this clinical policy is
to provide evidence-based recommendations for prescribing
short-acting opioids for adult ED patients with painful acuce
or chronic conditions while attempting to address the
increasing frequency of adverse events, abuse, and overdose
of prescribed opioid analgesics.

METHODOLOGY

This clinical policy was created after careful review and
critical analysis of the medical literature. The critical questions
were formulated in the PICO (patient, intervention,
comparison, outcome)*” format to strengthen the clarity and
scientific rigor of the questions. Searches of MEDLINE,
MEDLINE InProcess, and the Cochrane Library were
performed. All searches were limited to English-language
sources, human stadics, adults, and years 2000 to 2011. Specific
key words/phrases and years used in the searches are identified
under each critical question. In addition, relevant articles from
the bibliographies of included studies and more recent articles
identified by committee members were included,

This policy is a product of the ACEP clinical policy
development process, including expert review, and is based on
the literature; when literature was not available, consensus of
panel members was used. Expert review comments were
received from emergency physicians, toxicologists, pain and
addiction medicine specialists, pharmacologists, occupational
medicine specialists, and individual members of the American
Academy of Clinical Toxicology, American Academy of Family
Physicians, American Academy of Pain Medicine, American
Chronic Pain Association, American College of Occupational
and Environmental Medicine, American College of Osteopathic
Emergency Physicians, American College of Physicians,
American Pain Society, American Society of Health-System
Pharmacists, American Society of [nterventional Pain
Physicians, Emergency Medicine Resident’s Association, and
Emergency Nurses Association. Their responses were used to
further refine and enhance this policy; however, their responses
do not imply endorsement of this clinical policy, Clinical
policies are scheduled for revision every 3 years; however,
interim reviews are conducted when technology or the practice
enviranment changes significantly. The Centers for Disease
Control and Prevention was the funding source for this clinical
policy.

Alb articles used in the formulation of this clinical policy were
graded by ar least 2 subcommittee members for quality and
strength of evidence. The articles were classified into 3 classes of

evidence on the basis of the design of the study, with design 1
representing the strongest evidence and design 3 representing
the weakest evidence for therapeutic, diagnostic, and prognostic
studies, respectively (Appendix A). Articles were then graded on
dimensions related to the study’s methodological features:
blinded versus nonblinded outcome assessment, blinded or
randomized allocation, direct or indirect outcome measures
(reliability and validity), biases (g, selection, detection,
transfer), external validity (ie, generalizahility), and sufficiens
sample size. Articles received 4 final grade (Class I, 11, I11) on the
basis of a predetermined formula, taking into account the design
and study quality (Appendix B). Articles with faral flaws or that
were not relevant to the critical question were given an “X”
grade and were not used in formulating recommendations for
this policy, Evidence grading was done with respect to the
specific data being extracted and the specific critical question
being reviewed. Thus, the level of evidence for any one study
may have varied according to the question, and it is possible for
a single article to receive different levels of grading as different
critical questions were answered. Question-specific level of
evidence grading may be found in the Evidentiary Table
included at the end of this policy. Evidence grading sheets may
be viewed at hetp:/fwww.acep.org/clinicalpolicies/?pg=1L.

Clinical findings and strength of recommendations about
patient management were then made according to the following
criteria:

Level A veconmendations. Generally accepted principles for
patient management that reflect a high degree of clinical
certainty (ie, based on strength of evidence Class I or
overwhelming evidence from strength of evidence Class 11
studies that directly address all of the issues).

Level B recommendations. Recommendations for patient
management that may identify a particular strategy or range of
management strategies that reflect moderate clinical cereainty
(e, based on strength of evidence Class II studies that directly
address the issue, decision analysis that directly addresses the
issue, or strong consensus of strength of evidence Class 111
studies).

Level C recommendations, Other strategies for patient
management that are based on Class 11T studies, or in the
absence of any adequate published literature, based o panel
consensus,

There are certain circumstances in which the
recommendations stemming from a body of evidence should
not be rated as highly as the individual studies on which they
are based. Factors such as heterogeneity of results, uncertainty
about effect magnitude and consequences, and publication bias,
among others, might lead to such a downgrading of
recommendations.

This policy is not intended to be a complete manual on the
evaluation and management of adule ED pacients with painful
conditions where prescriptions for opioids are being considered,
but rather is a focused examination of critical issues that have
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Clinicat Policy

particular relevance to the current practice of emergency
medicine.

The goal of the ACEP Opioid Guideline Panel is to
provide an evidence-based recommendation when the
medical literature provides enough qualicy information 1o
answer a critical question. When the medical literature does
not contain enough quality information to answer a critical
question, the members of the ACEP Opioid Guideline Panel
believe that it is equally important to alert emergency
physicians to this fact.

Recommendations offered in this policy are not intended o
represent the only management options that the emergency
physician should consider. ACEP clearly recognizes the
importance of the individual physician’s judgment. Rather, this
guideline defines for the physician those strategies for which
medical literature exists to provide support for answers to the
critical questions addressed in this policy.

Scope of Application. This guideline is intended for
physicians working in hospital-based EDs.

Tuclusion Criteria. This guideline is intended for adult
patients presenting to the ED with acute noncancer pain or an
acute exacerbation of chronic noncancer pain.

Exclusion Criteria, This guideline is not intended to
address the long-term care of patients with cancer or chronic
noncancer pain.

CRITICAL QUESTIONS

1. In the aduft ED patient with noncancer pain for whom
opioid prescriptions are considered, what is the utility of
state prescription drug monitoring programs in identifying
patients who are at high risk for opioid abuse?

Recommendations

Level A recommendations. None specified.

Level B recommendations. None specified.

Level C reconmmendations. The use of a state prescription
monitoring program may help identify patients who are at high
risk for prescription opioid diversion or doctor shopping,

Key words/phrases for licerature searches: opioid, drug
prescriptions, drug monitoring, drug utlization review,
substance abuse detection, drug-secking behavior, drug and
narcotic control, substance-related disorders, physician’s practice
patterns, program evaluation, emergency service, and variations
and combinations of the key words/phrases with exclusion of
cancer. -

Emergency physicians must balance oligoanalgesia
{(undertreatment or ineffectual treatment of pain} with concerns
about drug diversion® and doctor shopping.ﬂo'az' Therefore, the

*Drug diversion: The diversicn of drugs for nonmedical use through
routes that do not involve the direct prescription of the drug by a
provider. Diverted drugs might be provided by family or friends,
purchased on the street market, or obtained through fraudulent
prescription. Epidemiologic data suggest that most opicids used
nonmedically are obtained throggh thesa means.

development of mechanisms to address these issues is justified.
The expanded use of prescription drug monitoring programs to
cutb prescription opioid misuse was recommended in the 2011
Prescription Drug Abuse Prevention Plan released by the White
House Office of National Drug Control Policy.*® Prescription
drug monitoring programs are state-based monitoring programs
for certain controlled substances that are prescribed by licensed
practitioners and dispensed by pharmacies. Althoagh existing in
various forms for more than 3 decades, the first efforr to
standardize prescription deug monitoring practice was the
passage in 2005 of the National All Schedules Preseription
Electronic Reporting Act (NASPER). Unfortunately, chis
federal legislative mandate that intended to harmonize
prescription drug monitoring programs across the various siates
has yet to be fulty funded.

Prescription drug monitoring programs ideally serve muldiple
functions, including identifying patients who engage in doctor
shopping, and patents, providers, or pharmacies who engage in
diversion of controlled substances and providing information
about prescribing trends for surveillance and evaluation
purposes. Such information may serve to benefit the patients,
the health care system, epidemiologists, policymakers, regulatory
agencies, and law enforcement.®® Certain large health care
systems, particularly closed prescribing systems such as the
Verterans Administration and health mainrenance organizations,
maintain databases that allow prescribers to view recent
prescriptions of enrolled clients or patients. Forty-one states
have operational prescription drug monitoring programs of
various complexity and capability, with an additional 7 states
having prescription drug moniroring program legistation in
place but with programs that are not yet operational. *¢ Most
states allow health care providers and pharmacists to access the
programs for patients under their care. Other groups such as law
enforcement and regulatory boards may also have access. One
pragram tracks only schedule IT drug prescriptions, whereas
most track drug presceiptions of schedule Il o [V or Il o V
drugs.

Despite prescription drug monitoring programs providing an
intuitive perception of beneht for the medical community, there
are limited dara to indicate any benefit of these programs for
improving patient outcomes or feducing the misuse of
prescription drugs.” In part, this relates to the fimited
optimization of and standardization between the programs and
the lack of a mechanism to allow interstate communication,”

TDocter shopping: The practice of obtaining prescriptions for
controlled substances from multiple providers, which is regarded
as a possible indication of abuse or diversion. There is no rigorous
definition, and various authors have defined it in different ways,
from 2 or more prescrivers within 30 days, greater than 4 during 1
year, and greater than 5 during 1 year.®%?2 it has also been
defined as the amount of drug obtained through dactor shopping
compared with the amount intended to be prescribed.®® The use of
“pill mills,” in which a prescriber provides ready access to
prescriptions or pilis, can be considered a form of dactor shopging.
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One study has demonstrated that compared with states without
a prescription monitoring program, those with such a program
had a slower rate of increase in opioid misuse,*®
In an attempt to guantify the effect of a prescription drug
monitoring program, Baehren et 4i*® conducted a prospective
study (Class 1) of 18 providers who cared for a convenience
sample of adult patients with pain in 2 single Ohio ED. After
the clinical assessment of a patient, the researchers queried the
providers about 3 patient-specific issues: {1) the likelihcod of
querying the state’s prescription drug monitoring program,
called Ohio Automated Rx Reporting System; {2) the likelihood
of providing an opioid prescription at discharge; and (3) if yes,
which opioid and what quantity. They were then provided with
a printout of the patient data from the prescription drug
monitoring program and asked to reassess the same questions.
Of the 179 paiients with complete data, information from the
Ohie Automated Rx Reporting System altered prescribing
practice in 74 of 179 (41%), The majority (6196) of these
patients received fewer or no opioids, whereas 39% received
more. The change in management was attributed to the number
of previous prescriptions, 30 of 74 (4194); number of previous
prescribers, 23 of 74 (31%); number of pharmacies vsed, 19 of
74 (26%); and number of addresses listed, 12 of 74 {169). A
limitation of this study was that 4 prescribers accounted for
almost two thirds of the total patient encounters, In this study,
knowledge of the information provided by a prescription drug
monitoring program had an important impact on the
prescription practices for controlled substances in an ED,
although the actual effect of prescription drug monitoring
program dara on patient outcomes in this study is unknown.
Although not specifically evaluating the benefit of

prescription drug menitoring programs on identifying high-risk
patients, Hall et al,** in a Class III study, reviewed
characteristics of decedents who died of prescription drugs in
West Virginia and reported that opicid analgesics accounted for
939% of deaths. Cross-referencing the medical examiner’s
detailed analysis of the cause of death with the West Virginia
prescription monitoring program, the authors determined the
ptescription history of the drug associated with each fatality.
Patdents who had received controlled drugs from 5 or more
prescribers in the year before death were defined as engaging in
“dector shopping,” whereas those whose death was not
associated with a valid prescription were considered to have
obrained their drugs through “diversion,” Of the 295 deaths
that were reviewed, the mean age of patients who died was 39
years, and 92% were between ages 18 and 54 years. Diversion
was associated with 186 {63%) of the fatalities, and doctor
shopping was associated with 63 (2196} of the fatalities. Of the
295 total decedents, 279 (95%} had at least 1 indicator of
substance abuse, and these differed according to whether the
drug was obtained through diversion or doctor shopping.
Deaths involving diversion were associated with 2 history of
substance abuse (82.3% versus 71.6%; odds ratio [OR] 1.8;

95% confidence interval [CI] 1.0 to 3.4}, nonmedical route of

pharmaceutical administration (26.3% versus 15.6%; OR 1,9;
95% CI 1.0 to 3.8), and a conuibutory illicit drug (19.4%
versus 10.1%6; OR 2.1; 95% CI 1.0 to 4.9), Patients with

- evidence of doctor shopping were significantly more likely to

have had a previous overdose (30.2% versus 13.4%; OR 2.8;
95% CI 1.4 to 3.6} and significantly less likely to have used
contributory alcohol (7.9% versus 19.8%; OR 0.3; 95% CI 0.1
to 0.9). Few patients (8.19%) were involved in both doctor
shopping and diversion. The study suggests that the
information provided by a prescription drug monitoring
program, with correct interpretation and action based on that
knowledge, might have prevented some inappropriate
prescribing and poor outcomes in this patient population,

In another Class 11T study, Pradel et al** monitored
prescribing trends for buprenorphine in a select area of France,
using a prescription drug database during 2 multiple-year
period. During this time, a prescription drug menitoring
program was implemented, allowing a before-after comparison
of the buprenorphine prescribing pattern for more than 2,600
patients. The doctor shopping diug quantity, which was defined
as the total drug quantity received by the patient minus the
quantity prescribed by an individual provider, increased from
631 g in the first 6 months of 2000 to 2 peak of 1,151 g in the
first 6 months of 2004, equivalent to 143,750 days of treatment
at 8 mg/day. The doctor shopping ratio, determined as the ratio
of the quantity delivered to the quantity prescribed, increased
steadily from early 2000 (14.9% of the grams of drug
prescribed) to a peak value in the first 6 months of 2004
(21.7%6). After implementation of the prescription drug
monitoring program in early 2004, this value decreased rapidly,
in fewer than 2 years reaching the value observed in 2000. The
points of inflection of the doctor shopping curves (quantity and
ratio) coincided with the implementation of the prescription
drug monitoring program, suggesting an immediate benefit of
this program. The prescribed quantity did not change after the
implementation, indicating that access to treatment may not
have changed. Eighty percent of the total dector shopping
quantity of buprenorphine was obtained by approximately 200
{8%) of the total patients. However, it is difficult to make any
inferences about the effect of a decrease in doctor shopping,
given the fractional amount of total prescribing accounted for
by this practice.”® The authors suggested that the doubling in
the street price of buprencrphine after the prescription drug
monitoring program implementation was an indicator of
success.

An observational study of opioid-related deaths by Paulozzi et
al*” highlights some important considerations in the assessment
of the effectiveness of prescription drug menitoring programs.
The authors assessed the mortality rate from 1999 to 2005 from
schedule H and III prescription opioids in the United States and
compared states that had prescription drug menitoring
programs with those that did not. They further divided states
with prescription drug monitoring programs into those that
proactively informed presciibers, generally by mail, of potential
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misuse and those that did not, This study found no difference
in the mortality rates over time for states with and without a
prescription drug monitoring program, nor did states with
proactive prescription drug monitoring programs perform better
than those with programs that were not proactive. There was a
nonsignificantly lower rate of consumption of schedule II
opioids and a significantly higher rate of consumption of
hydrocodone (schedule 111) in states that had a prescription
drug monitoring program, A major limiration of this study is
that the variability in the prescription drug monitoring program
structure, including the ability of health care providers to access
the database, was not considered. Current applicability is
somewhat limited by substantial changes in the manner in
which prescription drug monitoring programs function since
the study was conducted, including the extent of physician
access and the definition of patient inclusion criteria. Because of
the practical limitation of the delay in informing the
prescriber of a patient’s potential drug misuse, the proactive
notification aspect of these programs would have minimal
effect on emergency medical practice in states that cannot
provide prescription drug monitoring program data in real
time.

In conclusion, there are no studies that directly evaluate the
effect of real-time, voluntary access to a prescription drug
monitoring program on prescribing practices of emergency
physicians. In additien, the broader effect of such access on
diversion, abuse, doctor shopping, mortality, and the possibility
of pain undertreatment remains undefined. Prescription drug
monitoring programs have many limitations in their current
format, including complex access issues, limitations on access
permission, thresholds for patient listing, timeliness, interstate
communication, and whether the dara are presented to the
physician automatically or require physician effort to retrieve.
Furthermore, the recent addition of prescription drug
monitoring programs in several states and continuing changes in
the structure or function of existing programs limit the direct
application of even recently published research. Legislation
designed to improve prescription drug monitoring program
operation {eg, NASPER} has stalled or remained underfunded,
and concerns over patient confidentialicy have often trumped
public health concerns. Until an interstate, frequently updated,
multiple-drug-schedule, easily accessible, widely used
prescription drug monitoring system is implemented, the
likelihood of success is limited.™

2. In the adult ED patient with acute low back pain, are
prescriptions for opioids more effective during the acute
phase than other medications?

Recommendations

Level A recommendations. None specified.

Level B recommendations. None specified.

Level C recommendations. (1) For the patient being
discharged from the ED with acute low back pain, the

emergency physician should ascertain whether nonopiotd
analgesics and nonpharmacologic theraplcs will be adequate for
initial pain management,

(2) Given 2 lack of demonstrated evidence of superior efficacy
of either opioid or nonopioid analgesics and the individual and
community risks associated with opiotd use, misuse, and abuse,
opioids should be reserved for more severe pain or pain
refractory to other analgesics rather than routinely prescribed.

(3) If apicids are indicated, the prescription should be for the
lowest practical dose for a limited duration (eg, <1 weck), and
the prescriber should consider the patient’s risk for opioid
misuse, abuse, or diversion,

Key words/phrases for literature searches: acute low back
pain, opioid, and variations and combinations of the key
words/phrases.

Acute low back pain is a common ED presenting complaint,
Opioids are frequently prescribed, expected, or requested for
such presentations. ™! In a recent study, it was estimated that
low back pain—related disorders result in approximately 2.6
million annual ED visits in the United States. Of medications
either administered in the ED ar prescribed ar discharge, the
most frequently used classes were opioids (61.7%; 95% CI
59.2% to 64.29%), nonsteroidal anti-inflammatory drugs
(NSAIDs) (49.6%; 95% CI 46.7% to 52.3%), and muscle
relaxants (42.8%; 95% CI 40.2% to 45.4%).%" The opioid
analgesics most commonly prescribed for low back pain,
hydrocodone and oxycodone products, are also those most
prevalent in 2 Government Accountability Office study of
frequently abused drugs.* Low back pain as a presenting
complaint was also observed in 2 recent study to be associared
with patients at higher risk for opioid abuse.® Low back pain,
although 2 common acute presentation, is also often persistent
and recurrent, with 33% of patients continuing to complain of
moderate-intensity pain and 15% of severe pain at 1 year from
initial presentation, Symptoms recur in 50% to 80% of people
within the first year. ™ Tn one study, 199 reported opioid use at a
3-month follow—u];:.‘m Emergency physicians, as a specialty, are
among the higher prescribers of opioid pain relievers for patients
aged 10 to 40 years.”® Recent data show simultaneous increases in
overall optoid sales rates and prescription opioid-related deaths and
addiction rates and suggest that widespread use of opioids has
adverse consequences for patients and communities.®

There is a paucity of literature that addresses the use of
opioids after ED discharge for acute low back pain versus the
use of NSAIDs or the combination of NSAIDs and muscle
relaxants, Two meta-analyses published in the last 5 yeacs
identified relatively few valid studies that address the use of
opioids for low back pain.*>%€

In a Class 11! 2008 Cochrane review, NSAIDs were
compared with opioids and muscle relaxants for the treatment
of low back pain.*® Three studies were reviewed that compared
opioids (2 of which are no longer in use) with NSAIDs for
treatment of acute low back pain, including 1 study considered
by the Cochrane reviewers to be of higher quality.¥” None of
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the individual studies found statistically significant differences in
pain relief. A Class 111 review by McIntosh and Hall* of clinical
evidence for treatment of acute low back pain similarly found
no evidence for superiority of opioids over other therapies and
no direct information to demonstrate that opioids were better
than no active therapy; however, the authors concluded that the
opioid-related studies were too small to detect any clinically
important differences.

A Class TIT Cochrane review of NSAID treatment for acute
low back pain evaluated 65 studies (including more than 11,000
patients) of mixed methodological quality that compared
various NSAIDs with placebo, other drugs, other therapies, and
other NSAIDSs. * The review authors concluded that NSAIDs
are slightly cffective for short-term symptomatic relief in
patients with acute and chronic low back pain without sciatica
(pain and tingling radiating down the leg). In patients with
acute sciatica, no difference in effect between NSAIDs and
placebo was found but moderate efficacy was found for opioids.
The systematic review also reported that NSAIDs are no more
effective than other drugs (acetaminophen, opioids, and muscle
relaxants), Placebo and acetaminophen had fewer adverse cffects
than NSAIDs, and NSAIDS had fewer adverse effects than
muscle relaxants or opioids.

A 2003 Cochrane review of muscle relaxants for low back
pain (Class X because it did not address the role of opioids)
found that muscle relaxants were effective for shore-term
symptomatic relief in patients with acute and chronic low back
pain.*® However, muscle relaxants were associated with a high
incidence of adverse effects. This study cited strong evidence in
4 trials involving a total of 294 people thart oral
nonbenzodiazepine muscle relaxants are more effective than
placebo in patients with acute low back pain for short-term pain
relief, global efficacy, and improvement of physical outcomes.

Althaugh no superiority has been demonstrated for opioids
over other therapies for treatment of acute low back pain,
groups have recommended against use of opioids as first-line
therapy for tzeatment of this problem,**>® A guideline for
diagnosis and treatment of low back pain endorsed by the
American College of Physicians and the American Pain Society
recommends opioids only for severe, disabling pain that is not
controlled or not likely to be controlled with acetaminophen or
NSAIDs.** In their 2007 guidelines, the American College of
Occupational and Environmental Medicine stated that routine
use of opioids for acute, subacute, or chronic low back pain is
nat recommended, >

Several abservational non-ED studies also suggest caution
with regard to opioid prescribing for back pain. Franklin er al,”*
in a retrospective study (Clase X because of the non-ED patient
population}, found that workers with acute low back injury and
worket’s compensation claims who were treated with
prescription opioids within 6 weeks of acute injury for more
than 7 days had a significantly higher risk for long-term
disability. In a subsequent Class 11l population-based
prospective study of opioid use among injured Washington

State workers with low back pain, Franklin et a®? observed a
strong association between the amount of prescribed opioids
received eatly after injury and long-term use of prescription
opioids, A retrospective study of 98 workers with acute low back
pain and subsequent disability claims by Mahmud et al** found
that patients whose treatment of new work-related low back
pain involved opiocid use for 7 days or more were more likely to
have long-term disabilicy (relative risk 2.58; 95% CI 1.22 to
5.47); however, the direct applicability of this study (Class X)
was limited because most patients were not seen in the ED, In
another study that addressed assaciations of long-term outcome
with opioid therapy for nonspecific low back pain, Volinn et
al™ found that the odds of chronic work loss were 11 to 14
times greater for claimants treated with schedule IT (“strong”)
opioids compared with those not treated with opioids ar all,
They further observed that the strong associations between
schedule IT use and long-term disability suggest that for most
workers, opioid therapy did not arrest the cycle of work loss and
pain. Although this study was also graded as Class X because of
the population selected and failure to directly address acute or
immediate benefit, the results highlight patential problems of
treating acute low back pain with opioids.> Unfortunately,
causation cannot be directly inferred from these studies because
of possible confounding,

In summary, although opicids currently offer the most potent
form of pain relief, there is essentially no published evidence
that the prescription of opioid analgesics for acute fow back pain
provides benefit over other available medications or vice versa,
Several observational studies suggest associations of both
prescription of “strong” opioids or longer prescription duration
{greater than 7 days} and early opioid prescribing with worsened
functional outcomes. Additionally, as noted, the overalt
increased rate of opioid sales has been strongly associated with
adverse effects in the community (overdose, addiceion, aberrant
use, and death).® Therefore, it can be recommended that
opioids not be routinely prescribed for acute low back pain but
reserved for select ED patients with more severe pain (eg,
sciatica) or pain refractory to other drug and treatment
modalities. Prescriptions for opioids should always be provided
for limited amounts and for a limited period, Fxtra caution
(such as use of prescription drug monitoring programs and
seeking of collateral patient information such as patient visit
history) may be indicaced for patients identified 2s possibly
having an increased risk for substance dependence or abuse.

3. In the aduft ED patient for whom opioid prescription is
considered appropriate for treatment of new-onset acute
pain, are short-acting schedule I opioids more effective
than short-acting schedule II opioids?

Recommendations

Level A recommendations, None specified.

Level B vecommendations. For the short-term relief of acute
musculoskeletal pain, emergency physicians may prescribe
shert-acting opioids such as axycodone or hydrocodone
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products while considering the benefits and risks for the
individual patient.

Level C recommendations, Research evidence to support
superiar pain relfef for short-acting schedule II over schedule 111
opioids is inadequate.

Key words/phrases for literature searches: opioids, schedule 11
narcotics, schedule 111 narcotics, acute pain, acute disease,
emergency service, and variations and combinations of the key
words/phrases,

Schedules IT and I11 are classifications established by the
Compre}iensive Drug Abuse Prevention and Control Act of
1970 and determined by the Drug Enforcement
Administration. Among other criteria, classification decisions
for specific drugs are based on judgments about the potential for
their abuse. Schedule II opioids include morphine (eg, MS
Contin), oxymorphone {eg, Opana), oxycodone {eg,
Roxicodone} and oxycodone combination products (eg,
Percocet, Percodan), as well as hydromorphone (eg, Dilaudid)
and fentanyl (eg, Duragesic patch, Actiq). Schedule III opioids
include combination products, such as hydrecedone {15 mg or
less) combined with acetaminophen (eg, Vicodin, Lortab) or
ibuprofen (eg, Vicoprofen), as well as some of the codeine
combination products.”” Schedule classifications for opioids
may change over time in response to a number of factors,
including their perceived risk of abuse. Calls to reclassify
hydrocodone combination products (eg, Vicodin, Lortab) from
schedule IIT to schedule 11 have increased in recent years in
response to increasing levels of abuse of these substances.

These recommendations address only new-onset acute pain.
Long-acting or extended-released schedule I products such as
oxycodone ER (OxyContin), methadone, fentanyl parches, or
morphine extended-release (MS Contin) are indicated for
chronic pain and should not be used for acute pain.*® Long-
acting and extended-release opioids are for use in opioid-
tolerant patients only and are not intended for use as an “as-
needed” analgesic. In addition, the immediate-release oral
transmucosal formulations of fentanyl are indicated only for
breakthrough pain relief in cancer patients who are already taking
sustained-release medications and are opioid tolerant. These
formulations should not be used for acute new-onset pain.

As part of the decision to prescribe opioids for new onset of
acute pain, the care provider can select berween short-acting
schedule II or IIT agents (Table). In general, equianalgesic doses
of opioids are equally efficacious in relieving pain. Therefore, 2
prior, there is no reason to consider an equianalgesic dose of a
short-acting schedule II opioid more effective in providing pain
relief than a short-acting schedule IIT opioid. However, some
studies have compared schedule IT and HT opioids combined
with nonepioid analgesics with one another. Two prospective
randomized controlled trials have compared the efficacy of
short-acting oxycodone, a schedule IT drug, with hydrocodone
combination products {schedule TIT) and found them to be
equal.””*% [n 2005, Marco et al®” compared single doses of

Table. Short-acting oral opioid formulations, Dese and interval
are recommended starting dosing ranges.

Medicatlon Initial Dose/Interval Schedule
Codeine/APAP 3060 mg* PO Q4-6h PRN m
Codeine 30-60 mg PO Q4-6h PRN ]
Hydrocodone/APAP 515 mg* PO Q4-6h PRN i
Hydromorphene 2-4 mg PO Q4-6h PRN 1
Morphine 1530 mg PO Q4-6h PRN i
Oxycodone/APAP 515 mg* PO Q4-6h PRN H]
Oxycodone 515 mg PG Q4-6h PRN L]
Oxymorphone 10-20 mg PO Q4-6h PRN il

APAP, acetaminophen; i1, hour; mg, milligram; PG, by mouth; PRN, as needed;
Q, every.

* isted dose is of the oploid cemponent. Note that the acstaminophen compo-
nent is now limited to 325 mg or less per pill.

oxycodone 5 mg with hydracedone 5 mg (both combined
with 325 mg acetaminophen). In this single-site Class 1I
study of 67 adolescent and adult subjects with acute
fractures, no differences in analgesic efficacy were observed at
30 or 60 minutes. Constipation rates were higher for
hydrocodone, In 2 2002 Class I study, Palangio et al®®
compared oxycodone 5 mg combined with acetaminophen
325 mg (schedule II) with hydrocodone 7.5 mg combined
with ibuprefen 200 mg {schedule III) in a prospective,
multicenter, multidose, randomized controlled txial of 147
adults with acute or recurrent low back pain. During an 8-
day study period, no differences were found in pain relief,
doses taken, global evaluations of efficacy, health status, or
pain interference with work. As noted above, eguianalgesic
doses of opioids have similar efficacy in the treatment of
acute pain, no matter their Drug Enforcement
Administration classification, Given this understanding, it
was not unexpected that 2 randomized controlled trials
comparing schedule 11 with III agents found no differences
in analgesic efficacy.

4 In the adult ED patient with an acute exacerbation of
noncancer chronic pain, do the benefits of prescribing
opioids on discharge from the ED outweigh the potential
harms?

Recommendations

Level A recommendations. None specified,

Level B recommendations. None specified.

Level C recommendations. (1) Physicians should avoid
the routine prescribing of outpatient opioids for a patient

" with an acute exacerbation of chronic noncancer pain seen in

the EI. )
{2) If opioids are prescribed on discharge, the prescription
should be for the lowest practical dose for a limited duration
{eg, <1 week), and the prescriber should consider the patient’s
tisk for opioid misuse, abuse, or diversion.
{3) The clinician should, if praciicable, honor existing
patient-physician pain contracts/treatment agreements and
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consider past prescription patterns from information sources
such as prescription drug monitoring programs.

Key words/phrases for literature searches: opioid, patient
discharge, pain, emergency service, and variations and
combinations of the key words/phrases with exclusion of cancer.

Patients with chronic noncancer pain, either already taking
opioids or not, commonly present to the ED for treatment of
acute exacerbation of their pain. There have been no studies
that evaluate the efficacy or potential harms of prescribing
opioids specifically for these patients on discharge from the ED.
Thus, given the paucity of evidence, this critical question cannot
be definitively answered. Despite the biological plausibility that
treating any acute exacerbation of pain with parenteral or oral
opioids should decrease pain intensity, no studies were found to
support this hypothesis.

©Only 2 randomized controlled trials were identified char
addressed the use of short-acting opioids for the weatment of
breakehrough pain in patients taking opioids for chronic nencancer
pain; transmucosal fentanyl was the intervention for both trials.>*%
Because of methodological problerns, valid estimates for efficacy of
the intervention could not be determined, but adverse event rates
among both treated populations were common and similar (range
63% to 65%) (Class III).

A systematic review of nonrandomized studies by Devulder et
al® examined the effect of rescue medications on overall
analgesic efficacy and adverse events. They examined 48 studies
of patients treated with long-acting opioids for chronic
noncancer pain and compared the analgesic efficacy and adverse
events among those that allowed short-acting opioid rescue
medications for breakchrough pain with those that did not allow
such rescue medications. Although graded Class X because of
lack of randomized studies and the limitation of harms studied
to adverse effects only, no significant difference in the analgesic
efficacy between the rescue and nonrescue studies was found.
There was also no difference between these 2 groups in the
incidence of nausea, constipation, or somnolence. Kalso et al,
in 2 Class HI systematic review, found that 8096 of patients
receiving opioids for chronic noncancer pain had at least 1
adverse event, including nausea (329%), constipation (4196}, and
somnolence {29%).

Studies of the use of opioids for chronic pain indicate that
adverse effects of these drugs are common. Several studies
assessed the adverse effects with the use of tramadol with
acetaminophen in the treatment of patients with chronic low
back pain.%*%* All of the studies had high dropout rates and
reported adverse event rares of nausea, dizziness, and
sommnolence between 8% and 17%. Allan et al,%* in a
nonblinded Class 111 study comparing transdermal fentanyl
versus oral morphine, found a constipation rate of 48% in the
morphine-treated patients compared with a rate of 31% in the
fentanyl-treated patients. Constipation was aiso the major
adverse effect in a Class 111 study by Hale et al*” comparing
oxymorphone extended release, oxycodone controlled release,

and placebo. Furlan et 2l,%® in a Class II meta-analysis of 41
randomized studies of opioid use in the treatment of chronic
noncancer pain, found that constipation and nausea were the
only significant adverse effects. Holmes et al,*” however, in a
Class 1I! study, assessed an opioid screening instrument, the
Pain Medication Questionnaire, in chronic noncancer pain
patients and found that those patients with a higher score were
more likely to have 2 substance abuse problem or request early
refills of their opioid prescription, In a retrospective Class 111
cohort study, Jensen et al’? conducted a 10-year follow-up on
patients discharged from a pain clinic and found thac chronic
opioid treatment may put patients at risk for chronic
depression. Unfortunately, near-universal shortcomings of
these studies include the exclusion of patients with a history
of substance abuse, other significant medical problems, or
psychiatric disease, and lack of follow-up to detect long-term
effects such as aberrant drug-related behaviors, addiction, or
overdose. Therefore, studies such as these can be
confounded, making the ability to draw conclusions zbout
causality difficult.

Questions of opioid effectiveness involve the assessment of
reduction in pain and improvement in function for the patient,
potential patient adverse effects, and the potential harm to the
community {eg, opioid diversion and abuse) from the drugs
prescribed. Hall et al,*® in a Class TIT recrospective analysis of
295 unintentional prescription overdose deaths, found that
939 were due to opioids, 63% represented pharmaceutical drug
diversion, 21% of the patients had engaged in doctor shapping,
and 95% of the patients had a history of substance abuse.
Although no studies have addressed the effects related to dose
and duration of prescribed opioids in this specific patient
population, 2 general studies have shown a correlation between
high daily opioid dose and overdose death.”>"2

Patiens assessment tools such as the Screener and Opioid
Assessment for Patients with Pain (SOAPP), Opioid Risk Teol
(ORT), Diagnosis, Intractability, Risk, and Efficacy (DIRE},
and others to assess the risk of prescription opioid misuse and
abuse have yee to be fully validated in the ED in terms of
sensitivity, specificity, and utility.”” Many, however, believe that
use of these tools, as imperfect as they are, represents a
beginning in the ability to better quantify potential risks related
to opioid prescribing for outpatients.

Many patients undergoing treatment for chronic noncancer
pain have pain contracts/treatment agreements with their
primary care providers. These should be henored if possible in
treating any acute exacerbation of their pain.”%”? As discussed
in critical question 1, use of prescription drug monitoring
programs may also assist the emergency physician in making
appropriate clinical decisions about the use of outpatient opioid
prescriptions for these patients.

FUTURE RESEARCH

Provider pain management practices related to opioids are
highly variable. In part, this variability reflects the lack of
evidence to guide many of these therapeutic decisions.”®
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Although there is high-quality rescarch assessing the treatment
of acute pain with opioid analgesics duting the ED encounter,
there is a paucity of studies assessing the benefits of prescribing
opioids for discharged ED patients with acute pain and chronic
noncancer pain, especially in comparison o other analgesic
drugs and pain treatment modalities. Therefore, clinical
decisions and practice recommendations must rely on practice
experience and consensus rather than research evidence.

ED populations typically include patients with unmet
substance abuse treatment needs and psychiatric comorbidities,
and many of these patients present with acute pain.”” In almost
all pain seudies, these patients are excluded, leaving clinicians
with little evidence-based guidance for their pain management.
There are also significant research gaps in clearly understanding
the long-term harms of opioids, including drug abuse and
addiction, aberrant drug-related behaviors, and divession. As
mentioned above, further research and validation is needed on
ED patient abuse and addiction-related assessment tools.
Additional studies to characterize individual patient-related risks
for opioid abuse are also greatly needed.

Although there has been secent widespread adoption of
prescription monitoring programs, there remains a dearth of
evidence about the effectiveness of these programs in altering
physician prescribing patterns or diminishing the adverse effects
of opioids in the community. For research in this area to
advance, further refinement of prescribing metrics (quantity,

duration, and frequency) and public health measures is required.

Comparison of the functionality and effectiveness of the various
state prescription drug monitoring program models may
provide additional insight into developing best practices that
could be adopted nationally, including the sharing of data
between states. Important distinctions among the states, such as
immediate online prescriber access to the prescription
monitoring program, should be examined for their relative
contributions. However, this type of analysis must consider
baseline variability among states for prescription opioid misuse
{versus heroin or methadone, for example) and other state-
specific issues (such as prescription-writing regulations).

With respect to the treatment of acute low back pain in the
ED, there is a need for quality studies comparing the
cffectiveness of the more commonly prescribed opioids
{hydrocodone and oxycodone congeners and other
semisynthetic opioids) and nonopioid therapies, with attention
to confounding variables such as depression or other
psychopathology. Further study is needed to validate or refute
the reported associations of early or potent opioid prescribing
with increased rates of disability.” Given the frequency of acute
low back pain as an ED presentation and its association with
perceived drug-seeking behavior,”® and with apparent higher
risk for misuse, > more attention needs to be paid to
discriminatory historical or physical factors that may be
predictive of drug-secking or abuse to allow better matching of
treatment modality for individual patients.

Future studies should include additional multiple-dose
analgesic protacols to better understand the postdischarge
experience of patients with acute pain and what would
constitute optimum patient follow-up provisions. Investigarors
should include clinically relevant study periods (days o weeks),
which vary by diagnosis; thus, trials should be suatified by
specific presenting complaints, pain site, discharge diagnosis,
and classification of pain eype, ie, nociceptive, neuropathic, and
visceral pain. In addition to measuring pain and adverse effects,
functional outcomes, such as return 1o work or pain-related
quality-of-life measures, should be included.”” Straightforward
observational studies are needed to determine the relative
duration of different acute pain presentations, thus informing
decisions to prescribe an appropriate number of apioid doses
per prescriprion. Current prescribing practice often involves a
“one size fies all” patrern that is encouraged by electronic
prescribing software. Prescribing practices that ignore varfable
durations of acute pain syndromes will predictably result in
undertreatment for some patients and overtreatment for others.
The latter increases the likelihood that unused opioids will be
diverted into nonmedical use in commauniries at risk,

Additional research should include evaluation of the
appropriateness of patient satisfaction as a quality metric as
related to patient expectations of opioids and the prevalence of
providers reporting pressure through low patient satisfaction
scores ot administrative complaints to provide opicids when the
providers believe these drugs are not medically indicated. This
issue may gain increased importance with the institution of the
Hospital Consumer Assessment of Healthcare Providers and
Systems (HCAHPS) survey, which may tie some reimbursement
to patient satisfaction scores. Additional work is needed to
investigate what constitutes an appropriate educational
curriculum in both medical school and residency for physician
education concerning safe, appropriate, and judicious use of
opioids.

Research addressing the treatment of chronic nencancer
pain would be enhanced by the use of accepted case
definitions, standardized definitions of advesse events, and
validated pain measurements. Case definitions should use a
similar definition of chronic, naciceptive {musculoskeletal or
visceral) versus neuropathic pain, or pain by disease type
{(headache, low back pain, etc). Research reporting also
requires more refined descriptions of opioid potency and
routes of administration.

Although opioids represent 4 treatment modality that has
long been used in patient care, it is clear by the paucity of
definitive answers to the questions posed in this documenc and
the significant number of future research issues that much work
remains to be done to clarify the best use of opioids in the care
of patients.

Relevant industry relationships/potential conflicts of
interest: Dr. Sporer is a consultant to Alcomed, a pharmaceutical
company. Dr. Todd serves on the Proféssional Advisory Board of the
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American Chronic Pain Association and has previeusly been a
consultant to the pharmacentical industry.

Relevans indusiry relationships are those relationships with

companies assaciated with produces or services that significantly
intpact the specific aspect of disease addressed in the critical
questions.
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Appendix A, Literature classification schama.*

Deslgn/Class 'l'herapyf Dlagnosls' Prognosw]s5
1 Randomized, controlled trial or Prospective cohort using a criterion Population prospective cohort
meta-analysis of randomized trials standard or meta-analysis of or meta-analysis of

prospective studies

2 Nenrandomized trial Retrospective observational
3 Case series Case series
Case report Case report
Other (eg, consensus, review) Other {eg, consensus, review)

*Some designs {eg, surveys) will not fit this schema and should be assessed individualty.
TObjective is 1o measure therapeutic efficacy comparing intenentions.

FObjective is to determine the sensitivity and specificity of diagnostic tests.

S0biective is to predict cutcome, including morality and morbidity.

prospective studies

Retrospective cohort
Case control :

Case series
Case report
Other (ag, consensus, review)

Appendix B. Approach to downgrading strength of evidence.

Daslgn/Class
Dovmngrading 1 2 3
None | ] Il]
1 level i LI X
2 levels lit X X
Fatally fiawed X X X
of Emergency Medicine 525
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Appendix 2 - Older Adults

Older Aduits "

The prevalence of pain among older adults has been estimated between 256% and 50%.
The prevalence of pain in nursing homes is even higher. Unfortunately, managing pain
in older adults is challenging due to: underreporting of symptoms; presence of multiple
medical conditions; polypharmacy; declines in liver and kidney function; problems with
communication, mobility and safety; and cognitive and functional decline in general.

Acetaminophen is considered the drug of choice for mild-to-moderate pain in older
adults because it lacks the gastrointestinal, bleeding, renal toxicities, and cognitive
side-effects that have been observed with NSAIDs in older adults (although
acetaminophen may pose a risk of liver damage). Opioids must be used with particular
caution and clinicians should “start tow, go slow” with initial doses and subsequent
titration. Clinicians should consult the American Geriatrics Society Updated Beers
Criteria for Potentially Inappropriate Medication Use in Older Adults for further
information on the many medications that may not be recommended.

The various chailenges of pain management in older adults, only sketched here,
suggest that early referral and/or consuitation with geriatric specialists or pain
specialists may be advisable.

7 California Medical Association (Prescribing Opioids: Care amid Controversy, March 2014).
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Appendix 3 - Pediatric Patients

Pediatric Patients'®

Children of all ages deserve compassionate and effective pain treatment. In fact, due to
their more robust inflammatory response and immature central inhibitory

influences, infants and young children actually may experience greater pain sensations
and pain-related distress than adults. Effective pain management in the pediatric
population is critical since children and adolescents experience a variety of acute and
chronic pain conditions associated with common childhood ilinesses and injuries, as
well as some painful chronic diseases that typically emerge in childhood such as

sickle cell anemia and cystic fibrosis.

The same basic principles of appropriate pain management for adults apply to children
and teens, which means that opicids have a place in the treatment armamentarium.
Developmental differences, however, can make opioid dosing challenging, especially in
the first several months of life. in the first week of a newborn’s life, for example, the
elimination half-life of morphine is more than twice as long as that in older children and
adults, as a result of delayed clearance. For older children, dosing

must be adjusted for body weight.

Although a thorough discussion of this topic is not possible in this document, the
following are summary recommendations for pain management in children and
teens from the American Pain Society and the American Academy of Pediatrics:

¢ Provide a calm environment for procedures that reduce distress-producing
stimulation;

« Use age-appropriate pain assessment tools and techniques;

¢ Anticipate predictable painful experiences, intervene and monitor accordingly;

¢ Use a multimodal approach (pharmacologic, cognitive, behavioral and
physical) to pain management and use a multidisciplinary approach when
possible; ,

¢ |nvolve families and tailor interventions to the individual chiid; and

¢ Advocate for the effective use of pain medication for children to ensure
compassionate and competent management of their pain.

18 California Medical Association (Prescribing Opioids: Care amid Controversy, March 2014).
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Appendix 4 - Opioid Risk Tool (ORT)

Duate

Patient Name

OPIOID RISK TOOL

Sark each {em S tem Sewsy
bot that epplics Rk it Make
i. Family History of Substance Abuse Alcohal [} 1 3
Tilgpal Drugs {1 2 3
Presoription Brrugs  { ] 4 4
2. Personal History of Substance Abuse  Alcohol {1 3 3
Titegal Dyugs [ 1 4 4
Preseription Drugs { ] 5 5
3. Age (Mark box if 16 - 45) (1 1 v
4. History of Preadalescent Sexual Abuse [} k) 0
5. Psychological Disease Attention Deficit
Disorder { ) 2 2
Obsessive Compulsive
Disorder
Bipolar
Schizopheenia
Drepression [} i 1
TOTAL i
Total Score Rlsk Category Low Risk 0 -3 Moderats Risk 47 High Risk > §

d ices
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Appendix 5 - Patient Evaluation and Risk Stratification

Patient Evaluation and Risk Stratification®

The medical record should document the presence of one or more recognized medical
indications for prescribing an opioid analgesic and reflect an appropriately detailed
patient evaluation. Such an evaluation should be completed before a decision is made
as to whether to prescribe an opioid analgesic.

The nature and extent of the evaluation depends on the type of pain and the context in
which it occurs. For example, meaningful assessment of chronic pain, including pain
related to cancer or non-cancer origins, usuaily demands a more detailed evaluation
than an assessment of acute pain. Assessment of the patient’s pain typically would
include the nature and intensity of the pain, past and current treatments for the pain,
any underlying or co-occurring disorders and conditions, and the effect of the pain on
the patient's physical and psychological functioning.

For every patient, the initial work-up should include a systems review and relevant
physical examination, as well as laboratory investigations as indicated. Such
investigations help the physician address not only the nature and intensity of the pain,
but also its secondary manifestations, such as its effects on the patient’s sleep, mood,
work, relationships, valued recreational activities, and alcohol and drug use.

Social and vocational assessment is useful in identifying supports and obstacles to
treatment and rehabilitation; for example: Does the patient have good social suppotts,
housing, and meaningful work? Is the home environment stressful or nurturing?.

Assessment of the patient’s personal and family history of alcohol or drug abuse and
relative risk for medication misuse or abuse also should be part of the initial evaluation,
and ideally should be completed prior to a decision as to whether to prescribe opioid
analgesics. This can be done through a careful clinical interview, which also should
inguire into any history of physical, emotional or sexual abuse, because those are risk
factors for substance misuse. Use of a validated screening tool (such as the Screener
and Opioid Assessment for Patients with Pain [SOAPP-R] or the Opioid Risk Tool
[ORT]), or other validated screening tools, can save time in collecting and evaluating the
information and determining the patient’s level of risk.

All patients should be screened for depression and other mental health disorders, as
pait of risk evaluation. Patients with untreated depression and other mental health
problems are at increased risk for misuse or abuse of controlled medications, including
addiction, as weill as overdose.

' Federation of State Medical Boards - Model Policy on the Use of Opioid Analgesics in the Treatment of Chronic
Pain, July 2013.
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Patients who have a history of substance use disorder (including alcohol) are at
elevated risk for failure of opioid analgesic therapy to achieve the goals of improved
comfort and function, and also are at high risk for experiencing harm from this therapy,
since exposure to addictive substances often is a powerful trigger of relapse. Therefore,
treatment of a patient who has a history of substance use disorder shouid, if possible,
involve consultation with an addiction specialist before opioid therapy is initiated (and
follow-up as needed). Patients who have an active substance use disorder should not
receive opioid therapy until they are established in a treatment/recovery program or
alternatives are established such as co-management with an addiction professional.
Physicians who treat patients with chronic pain should be encouraged to also be
knowledgeable about the treatment of addiction, including the role of replacement
agonists such as methadone and buprenorphine. For some physicians, there may be
advantages to becoming eligible to treat addiction using office-based buprenorphine
treatment. ' :

Information provided by the patient is a necessary but insufficient part of the evaluation
process. Reports of previous evaluations and treatments should be confirmed by
obtaining records from other providers, if possible. Patients have occasionally provided
fraudulent records, so if there is any reason to question the truthfulness of a patient’s
repor, it is best to request records directly from the other providers.

If possible, the patient evaluation should include information from family members
and/or significant others. Where available, the state prescription drug monitoring
program (PDMP) shouid be consulted to determine whether the patient is receiving
prescriptions from any other physicians, and the results obtained from the PDMP should
be documented in the patient record.

In dealing with a patient who is taking opioids prescribed by another physician—
particularly a patient on high doses—the evaluation and risk stratification assume even
greater importance. With all patients, the physician’s decision as to whether to prescribe
opioid analgesics should reflect the totality of the information collected, as well as the
physician’'s own knowledge and comfort level in prescribing such medications and the
resources for patient support that are available in the community.
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Appendix 6 - CAGE-AID

CAGE-AID Questionnaire

CAGE-AID Questionnaire

Patient Name Date of Visit

When thinking about drug use, inclade illegal drug use and the use of prescription drug other
than prescrbed.

Ouestions: ES NGO

). Have you ever felt that you ought to cut down on your drinking SR
or drug use?

2. Have people annoyed you by criticizing your drinking or dug use? | L L

3. Have you ever felt bad or gilty about yor drinking or dragwse? 1 £
4. Have you ever had a drink or wsed drugs frst thing in the morming L L
desteady vour perves or to oot Hid of 2 ha

Hd of 3 hancovers

Scoring
Regard one or mote positive responses to the CAGE-AID as a positive sreen.

Psychemetric Properties

The CAGE-AID exhibiled Sensitivity Specificity
One or more Yes responses 0.7% 0,77
Two or more Yes responses 0.70 0,83

{Brown 1995}

A33
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Appendix 7 - PHQ-9 Nine Symptom Checklist

PHQ-9 — Nine Symptom Checklist

Patient Name Date

1. Over the last 2 wecks, how often have you been bothered by any of the following
problems? Read each item carefully, and drele your response.

a. Linle interest or pleaswre in doing things
Hot at all Soveral days Mora than half the days Nearly every day

b. Feeling down, depressed, or hopeless
Hot at alt Soverat days More than haf the days Noarly every day

c. Trouble falling asleep, staying aslecp, or skeeping too much
Not at all Soveral days More than hatf the days - Nearly every day

d. Feelingtired or having littde energy
Not at ali Several days More than half the days Nearly every day

¢. Poor appetite or overcating
Hot at ait Severaldays More than half the days Mearly every day

f. Feeling bad about yourself, fecling that you are a failure, or feeling that you have
let yourself or your family down

Not at ali Several days Rorg than half the days Nearly every day
g- Trouble concentrating on things such as reading the newspaper or watching

television

Hot at ol Beveral days Hore than half the days Nearly evory day

h. Moving or speaking so slowly that other people could have noticed. Or being so
fidgety or restless that you have been moving around & fot more than usual

HNot at adl Saveral days More than half the days Moarly evary day
i. Thinking that you would be better off dead or that you want to hurt yourselfin

SOMe Wiy _

Mot at &t Several days More than haif the days Naarty every day

2. I youchecked off any problem on this questionnaire so far, how difficult have these
problems made it for you to do your work, take care of things at home, or getalong
with other people?

Hol Biftlcult at Al Somawhat D¥ficull  Very Difficult Extramety Difficult

Capynight haid by Pizer ing, hut may ba phofocopiad ad fitvtum

Loy be pdnteef wilhou permission
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PIHQ-9 — Scoring Tally Sheet

Patient Name Date
f. Over the last 2 weeks, how often have you been bothered by any of the
following problems? Read each lem carefully, and circle your response.
Nek Swrd Mom ten Hagdy
dal des | haitades | emsydy
i i 2 3

a. Litile intemst or pleange in doing things

b. Feeling down, depressed, or hopeless

c. Troublc falling aslcep, staying asleep, a0
steeping foo much

d. Feeling tired or having little enenzy ‘

c. Poor appetife or overeating

f. Fecling bad about younslf, fzcling tha you are
a failure, or focting that you have ket yourself
or your family down

g Trouble concentrating on things such as
reading the newspaper orwatching television

h, Moving or speaking so slowly that other
prople could have noticed. Or being so fidgety
or restless that you have been moving around a
lot more than sl

i, Thinking that you would be betier off dead or
that you want to hurt yourse!f in some way

Totals

2. ifyou checked off any problem on this questionnaire so far, how difficuit
have these problems made it for you to do your work, take care of things at
hemte, or gei along with ather people?

Hot Difficuf{ A Al Somewhat Ditfoudt Very Oiffcult Exdremedy Diffeadt
0 ] 2 3

Copyright held by Phzer inc, ik may be photocoplad ad Bbfum

Ly be piated wibod parmiaion

S T Ty

ilifribing Controlled Substances .. Pain T ag ..
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How to Score PHQ-9

Scoring Method  Major Depressive Syndrome is supgested ifs
ForDiagnosls o (Ofihe Qitems, 5 or more are circled as at kst "More than half the days™
+ Either item {a or 1b is positive, that is, at least "More than half
the days"
AMinor Depressive Syndrome is supgested if; -
» Of the 9 items, b, ¢, of d are cirgled as at least "More than haif the
days”

« Either item ta or 1h is positive, that is, at least "More than half
the days” '

Scoring Method  Question One

For Planning + To score the first question, tally cach responsc by the number
Aad Monitoring valuc of each response:

Treatment

Notatali=0

Several days = 1

Monre than half the days = 2

Neady every day = 3

» Add the numbers together to total the score.
+ Interpret the score by using the guide listed bdow:
Beore | A el

= The seore suggosty the pationt nay not need depression
treatment.

»A-04 § Physican uses elinical judgment about teeatment, based on
paiol's duratien of symploms and funclional impairment,

215 | Warants treatment for depression, using antideprsssant,
psychotherapy and/ar a combination of treatment

Question Two

i question two the patient responses can be one of four: not
difficult at all, somewhat difficult, very difficult, extremely difficult.
The last two responses suggest that the patient's functionality s
impaired, Aflcr treatment begins, the functional status is again
measured to sce if the patient is improving.

Copyight held by Plrer Inc, bt may ba photooopied ad bium
Howir 1y Sove PHO-D
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Appendix 8 - SOAPP®-R

Screener and Opioid Assessment for
Patients with Pain- Revised {SOAPP?.R)

The Screener and Oplold Assesement for Patients with Pain- Revised (SOAPPY-R)iz a
too! for clinicians to help determine how much moniloring a patient on long-term oploid
therapy mightl require. This Is an updated and revised version of SOAPP V.1 released in
2003,

Physicians remain refuclant o prescribe opioid medication because"%{fb?%ncems about
addiction, misuse, and other abemant medication-related behag@ as“fé(;as liability

and censure concems. Despite recent findings suggestzng Ehaf'm‘ to

SOAPP-R i3 a quick and easy-lo-use qu 5 %uders evaluate
the patients’ relative nisk for developing pmh&whw& p(a do em opioid
therapy. SOAPP-R s k.

s A biief paper snd pencil questiy

=  Developed based on expert
predict which patients will req
therapy {content and face va d)
Validated with 500 d]égnlc pain
Simple to score £
24 lems 2
<18 minutes fo compiet@
Idest for da; Wﬁ‘enhng L] the level of menitoning planned for a
particular p .01 Ju ush’fymg fals to specially pain cBnic.
+ The SOAPPY ﬁ& gian = only. Tha tool is nol meant for commercial
disiribution. ,
+ JHESOAPP- R%OT a lif deteclor. Patients determined to misrepresent

» & & a8

gmmsé:ves will 8t do s0. Other clinical information sholdd be used with
%_SOAQE;}%M&S o decide on a particular patient's treatment.
1 is NOT intended for all patients. The SCAPP-R should be
r.omp!eted F?hrcm:r. pain patients being considered tor opioid therapy.
= Jtis i remember that all chronic pain patients deserve freatment of
their paﬁw viders who are not comfortable freating cerlain patients should
refer those patients to a speciafist.

éé

©2014 Inflaxcdon, Ine. Permission granted solely for use in published format by indnidual
practiioners in clinical practice, No olher uses or alerations are authorized or permitted by
copyright holder. Permissions questions: PanEDU@inflexxion com. The SOAPF®.R was
developad with a grant from the Nations institufes of Health and an educational grant from Endo
Pharmacetizals,
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SOAPP.H

The following are some questions given to patients who are on of being considered Tor
medication for their pain. Please answer each question as honesty as possible. There
are no right of Wrong answers.

' doctors?
4. How often have you felt that thing

1ot #
overwheiming that you can't hargié
R
stea e
5. Howoflenls mefefteq%; e X o N - N
N o re rr o
$ © o 3 o
83 el ¥ £ e}
. H& %“ taken more pain madication
than gm Wtﬂﬁ pposed lo? & o I a o
e w,
T0. How oRen have you wommed about beg lei
alone? & o 5 o &
11. How often have you felt a craving for
medication? < o & e [+
12. How often have others expressed concem over . o . . o

your use of medicalion?

©2014 Inflexdon, inc. Pemission granted solely for use in published format by individual
pracifioners in dinical practica, Mo other uses of afieraions are authorized or pefmsned by
copyright hotder. Permissions questions: PainEDU@inflaxrion com. The SOAPPR was
developed with a grant from the Haticnal Instiiutes of Heath and an educational grant from Endo
Phamnaceuticals.

Pain:

Ipp At £ 36T Inads

-.lz’l'g

PR T IR P RV S

Append |ces Gu;delmesfor Prescnbmg Control[ed Subsancesor aan -

129




x o
- b -
SRS ToTI i T ¢ S e e
3. How eﬂeﬂ have any 04 your close fnends had a .
problem with afcchol or drugs? o B A o
14. How often have others fold you thal you had a o
bad temper?
15. How oflen have you felt consumed by the need
{0 get psin medication? & o o
16. How often have you run out of pain medscahon e
early? e : ®
17. How offen have others kept you fm;gemng‘g
what you deserve? > P o
18.
= o ¥ o
[’S?"-Zh
19. How often have mm_gn ?
mesting? ”% ) : a o
20. How often fﬁm. u been m‘ﬁ@ﬁ wnent that
was so out 3l got hurt? o ] - a o
21, !;ségg%ﬂen haﬁi_gﬁ bee&}t”xuany ahused? } o . o
a‘t_b suggested that you have
em? o o > B o
23. How often you had o borrow pain
medic from your family or friends? = o s @ o
24, How often have you been lrea!ed for an alcohol
or dnsq problem? o o a a

Please include sny additional information you wish aboud the ebove answers.
Thank you.

©2014 Inflescdion, inc. Permission granted solely for use in pubfshed format by individual
pracliioners in clinical practice. No other uses or aerations are authorized or permitied by
copyright holder. Permissions questions: PainEDUinflexdon com. The SOAPP®R was
developed with a grant from the National Instutes of Health and an educational grant from Endo

Pharmaceubicals.
Pcz N
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Scoring Instructions for the SOAPP®.R

All 24 questions contained in the SOAPP®.R have been empirically idenlified as
prediciing aberrant medication-related behavior six months ailer initiaf testing.

To score the SOAPP, add the ralings of all the questions. A score of 18 or higher is
congidered positive.

Sum of Guestions SOAPP.R tndicaty

>or=18
<48

What does the Cutoff Score Moan?

For any screening test, the resulls depend on what c@il ;
is good al detecting paticnts at-fisk will necessariy'inciiie a number pa Ents that are
not realty &t risk. A score that is good atndenm 036 Bhlow risk wi i fum, miss a
numnber of patients at risk. A aereenmg meagiite fkg glhe SOA dg-R fly endeavors
to minimize the chances of missing hgh—gﬁﬂ"&ghems"' is maghpHat patients who are

fruly at low risk may shil get a score aby m‘a% J_@?The presents several
statistics that describe how eﬂechve QAP at drﬁemn cutolf values. These
confims that the SOAPP-Ris

values suggest that the SOAPPRis & hsit BEhsitive tex
betier at identifying who is at high nsk b '
score of 18 of higher will ideplify 81% of "’";f‘ggbo a
The Negalive Prediclive \t{é’i&ﬁa{ a cul Y
people who have a negative :
{ikelihood ratic suggesis that a pag 3

{2.53 timag) a8 i«kegy lo come front komeone wio s actually at high risk (note ihat of
these statistics, the ik ratio is Yegst affected by prevalence rafes), All this implies
that by using a cut om.nj 48 will efifure that the provider is least likely to miss
someone is real a1 high FeEsHemever, one should remember that a low SOAPP-
R soorg;%sis the nl is vary ikely at lowrisk, while a high SOAPP-R score will
conltg; a largér percenfioe of false posifives (aboul 30%); at the same time retaining a

3ange E‘B»W-m i gue % #ives. This could be improved, 3o that a postlive score has

ahd is at low risk. Clinically, a
é&!aﬂy tumn out to be at high risk.
8 is 87, which means mat most

8 mt@gm‘r&m only at the risk of missing mote of those who aclually do
show abemant behavils. '

SOAPE-R Quﬁ:ﬁ‘ ) Bensitivity | Specificity | Positive (] Negative . | Fositive Negalive
Score SR T Predictive || Prediotive | Likebhood | Likebhood
e R ) Value -} Value Ratio Ratio
Score 17 or above £3 85 E8 R::] 2.38 26
Score 18 or above k1 08 BT 87 253 20
Score 18 or above 77 15 82 88 3.03 31

£2014 Inflexxdon, Inc. Permnission granted solely for use in pubfshed format by individual
praciifoners in dinical practice. Ne cdher uses or alterations are authorized or pesmitted by
copyright holder. Pemmissions questions: PanEDURinflaxdon com. The SOAPP®-R was
developed with a grant from the National Institutes of Health and an educations! grani from Endo

Pharmaceuticals, .
Pain -7/,
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How does the SOAPP-R help determine appropriate treatmen(?

The SOAPP-R should only be one step in the assessment process {o determing which
patienls are high-risk for opicid misuse. The following discussion examines the
assessment and treatment options for chronic pain patients who are at risk (highrisk or
medium risk} and those who are likely not at risk,

Who is at a high risk for epioid misuse? (SOAPP-R score = 22 or grester*)

Palients in this calegory are judged to be at a high risk for opigld misuse. These
palients have indicated a history of behaviors or beliefs that aret ghtlo place them at
a higher risk for opioid misuse. Some examples of these behayigs or be”égfs include a
current or recent history of alcohof or drug abuse, being dischatoed,
physician’ care because of histher behavior, and regular nmcomp?énﬁ{wth phy%csans
orders. These pabents may have misused other mg%pﬂon med:ca'ﬁég"ﬁ in the pasL i
isa good idea to review the SOAPP-R questions wi patient, espet ;,ttpse items

W4

h this calegory.
Some patients in this calegory are pr } i raptes or need to
exhaust other interventions pror to kﬁént plan f.haf includes chronic oploid
therapy. Others may need to have ps) ;;m ychaatnc treatment prior o or
concomitant with ahy treatment invohilig Gipid in this cafegory who receive

opioid therapy shouid be required to fo N&”ﬁﬂd y
screens, opioid com;imncégﬂ chlists, ang courbel

Specific beatment considerab p@e% in this high-risk category:

+ Pastmedical records should Ba.obtainefand contacl with previous and current
providers s b&meﬁntamed -

+ Patients shw}d'?ﬁf&ﬁg}g that thipwould be expected to initially give a urine

I, such as regular urine drug

A

sampe for a toxwinlogymn every clinic visit. They should aiso initially be
gwedg%,g;gdmhon of time (2.g., every 2-weeks),

. fﬁl‘ﬂ)’ mem Er3 sho d be interviewed and involvement with an addiction

e spegiafist a!j,dl menlal heafth professional should be sought.
&ﬂ%}m s should be considered {e.g., long-acting versus short-

achagﬁf&“ds mmaf yersus oral preparation, tamper-resistant medications),

= Early signs of ab§13nt behavior and a violalion of the opioid agreement should result
in a chardje jn ¥ atment plan. Depending on the degree of violation, one might
consider more restricted monitoring, of, if resources are fimited, refemng the patient
to a program where opiolds can be prescribed under stritter conditions. if violations
or aberrant behaviors persist, it may be necessary to discontinue oploid therapy.

¥ Note these are general ranges. Clinicians skould alto comploment SOAPP scores with
other clinical data such as wrine sereans and psychological evalvations,

€2014 inflexadon, Inc. Permission granted solely for use in published format by individual
practiioners in ofinical practice. Ho olher uses or akerations are authorized orpemu%!ed by
copyright holder. Permissions questions: PainEDU@inflaxxfon com. The SOAPPO.R was
developed with a grant from the Mational Institutes of Health and an educational grant from Endo

Pharmnaceuticals. .
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Who is at 8 modorate risk for opicid misuse? {SOAPP.R scorp = 10 ta 214}

Patients in this category are judged to be at a medium or mderale rigk for oploid
misuse. These patients have indicaled 3 history of behaviors or beliafs that are thought
{o place them at some risk for misuse. Some examples of these hehaviors or befiefs are
family history of drug abuse, history of psychological issues such as depession of
anxiety, a strong belief that medications are the only freatments that will reduce pain and
5 history of noncomplance with other prescription medications. Itis a good iez lo
review the SOAPP-R items the patient endorsed with the patient

Some of these patients are probabiy best reated by con ﬁan{ paychological
interventions in which they can Jearn lo increase their pain—copindf skills, dezrease
depression and anxiely, and have mwore frequent monitoring of @pe They
may need Lo be closely monitored untit proven reliable by not mm?r’%)m
medications early and having appropriate urine dmg &G .

v Periodic urine screens are recommended.

« After a period in which no signs of abesr mg ogs 33 frequent
clinic visits may be indicated. If there adony v‘fe&bon o{;}g ogidid agreement,
then regular urine screens and ﬁeque 1 % would b& fecommended.

. ¥ sment by an addicion

nat should be mandated.

ram would be
recommendad. A recurent history f aiso be grounds for lapering

and discontinuing op&oidﬁ'ﬁﬁ py
FRG s

Who is at a low risk forpis
Patients in thgacateg&y : {ged to be at a low risk for opioid misuse. These
patients h&a;e likedy i 1 1piiam with many other types of theraples. They
should B alde to han%’;'tggir me%acahm safely with minimal monitoring. They are apl
to belfgsponsible in mein_hh of alcohol, not smoke cigareties, and have no history of
ok giffiiEten with aifohol, presmpbon drugs, or ilegal substances. This patient
oms of affective distress, such as depression or anxisty.

As roted, -housa‘y the SOAPP-RIs not a fie defector. The provider should be
alert to mwnstglé’ncms in the patient report or a collateral report. Any sense that the
palient’s story "doesm’t add up® should lead the provider o take a more cautious
spproach uniil experience suggests that the peren is reliable.

Patients in this calegory would be tikely to have no violalions of the opiaid
treatment agreement. These patients are least likely to develop a subslance abusa
disorder. Additionally, they may not require special monitoring or concomitant
paychologicat ireatment.

€2014 Infexxion, inc. Permission granted solely for use in pubished format by individuat
practiioners it clinical practice, Mo other uses or akerations are awherized or p-em'utled by
copyright holder, Pemiissions questions: PainEDURinflexxion com, The SOAPF®.R was
developed with a grant from the National Instiutes of Health and an educational grant from Endo
Pharmaceuticals. . .
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Additional treatment considerations for patients in this category:

* Review of SOAPP-R questions is nol necessary, unless the provider Is aware of
inconsistencies or other anomaly in patient historyfreport.

s Frequent urine screens are not ndicaled,

s Less worry s needed about the fype of opioid to be preserbed and the frequency of
clinic visits.

» Efficacy of opioid therapy should be re-assessed every six months, and urine
toxicology screens and update of the opicid therapy agmemeﬂtv«ngg be
recommended annually,

2014 Inflexxion, Inc. Permission granted solely for use in published format by individual
practiioners in dinical practice. No ddher uses of alterations are authorized or perrmﬂed by
copyright holder, Permissions questions: PaihEDU@Risflexxion com. The SOAPH £ was
developed \ssth a grani from the National Institudes of Health and an educationsl grant from Endo

Phanmmace
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Appendix 9 - Pain Intensity and Interference (pain scale)

Pain Intensity and Interference (pain scale)®

In the tast month, on averege, how woudd you rate your pain? Use a scale from O to 10,
whese 0 is "no pan® and 10 is "pain a5 bad as could be™? [That is, your usual pai at Smes you
were jin pain}

Ho Pain as bad as
pain ) . ) couid be
.0 i w2 .3 4 B 8 ¥ 8 o 0

In the last month, bowr much has pain interfered with your dafy aclivities? Usae a scale
from O to 10, where 0 is “no interference® and 10 is “unable {o carry on any aclivities™?

Mo Unable to carry on
interference o _any activitias
g, 2 3 4 BB T B8 40

Interpretation of the Two ltern Graded Chronic Pain Scale — This two item version of the Graded Chrordc
Fain Scale is intended for brief and sinple assessment of pain severity in primary care seitings. Based on prioe
research, the interpretation of scores on these jtems is as follews:

Averagesual Pain Intensity 1—4 56 710

Pain-yelated imterference with acliviies -3 46 7—i0

Although pain intensity 2nd pain-related interference with activities are hiphly conelated and tend to change
together, it is recommended that change over ime be tracked for pain intensity and pain-related interference
with achvities separatety whm nsing thase two items.

For ap individual patient, a reduction in pain intensity and improvement in pain-related interferenca with
activities of two points iz considered moderate but clinically sipnificant improvement.

Sinsilar pain ratings have been widely used m the Bref Pain Inventory, the AMultidinienzional Pain Inventory,
and the Pain Seveniy Scale of the SF-12.

There is extensive research on the rehiability, validity and responsivensss to change of thase pain seventy
ratings, which is sumsnarized in the following refevence:

Von Korff M. Chronic Pain Azzessment in Epldemiologie and Health Services Rezearch: Empircal Bases and
Hew Directions . Handbook of Pain Assessment: Third Editen. Dennts C. Turk and Ronald Melzack, Editors.
Guilford Press, Mew York., In press

2 Interagency Guideline on Opioid Dosing for Chronic Non-cancer Pain: An educational aid to improve care and
safety with opioid therapy (Washington State Agency Medical Directors® Group)
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Appendix 10 - Therapeutic Options for Pain Manaqement

Therapeutic Options for Pain Management?'

In treating pain, clinicians can avail themselves of five basic modalities of pain-
management tools:

1. Cognitive-behavioral approaches

2. Rehabilitative approaches

3. Complementary and alternative therapies
4, Interventional approaches

5. Pharmacotherapy

Not all of these options are necessary or appropriate for every patient, but clinical
guidelines suggest that all options should be considered every time a health care
provider decides to treat a patient with chronic pain. These options can be used alone
or in combinations to maximize pain control and functional gains. Only one of these
options involves medications and opioids are only one of many types of medications
with potential analgesic utility. Which options are used in a given patient depends on
factors such as the type of pain, the duration and severity of pain, patient preferences,
co-oceurring disease states or illnesses, patient life expectancy, cost and the local
availability of the treatment option.

Cognitive-behavioral Approaches

The brain plays a vitally important role in pain perception and in recovery from injury,
iliness or other conditions involving pain. Psychological therapies of all kinds, therefore,
may be a key element in pain management. At the most basic level, such therapy
involves patient education about disease states, freatment options or interventions, and
methods of assessing and managing pain. Cognitive therapy techniques may help
patients monitor and evaluate negative or inaccurate thoughts and beliefs about their
pain. For example, some patients engage in an exaggeration of their condition called
“catastrophizing” or they may have an overly passive attitude toward their recovery
which leads them to inappropriately expect a physician to "fix” their pain with little or no
work or responsibility on their part. Another way to frame this is to assess whether a
patient has an internal or external “locus of control” relative to their pain. Someone with
an external locus of control atiributes the cause/relief of pain to external causes and
they expect that the relief comes from someone else. Someone with an internal locus of
control believes that they are responsible for their own well being; they own the
experience of pain and recognize they have the ability and obligation to undertake
remediation, with the help of others.

Some chronic pain patients have a strong external locus of control, and successful
management of their pain hinges, in part, on the use of cognitive or other types of

#! California Medical Association (Prescribing Opioids: Care amid Controversy March 2014)
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~ therapy to shift the locus from external to internal. Individual, group or family
psychotherapy may be extremely helpful for addressing this and other psychological
issues, depending on the specific needs of a patient.

In general, psychological interventions may be best suited for patients who express
interest in such approaches, who feel anxious or fearful about their condition, or whose
personal relationships are suffering as a result of chronic or recurrent pain.
Unfortunately, the use of psychological approaches to pain management can be
hampered by such barriers as provider time constraints, unsupportive provider
reimbursement policies, lack of access to skilled and trained providers, or a lack of
awareness on the part of patients and/or physicians about the utility of such approaches
for improving pain relief and overall function.

Rehabilitative Approaches

In addition to relieving pain, a range of rehabilitative therapies can improve physical
function, alter physiological responses to pain and help reduce fear and anxiety.
Treatments used in physical rehabilitation include exercises to improve strength,
endurance, and flexibility; gait and posture training; stretching; and education about
ergonoemics and body mechanics. Exercise programs that incorporate Tai Chi,
swimming, yoga or core-training may also be useful. Other noninvasive physical
treatments for pain include thermotherapy (application of heat), cryotherapy (application
‘of cold), counter-irritation and electroanalgesia (e.g., transcutaneous electrical
stimulation). Other types of rehabilitative therapies, such as occupational and social
therapies, may be valuable for selected patients.

Complementary and Alternative Therapies

Complementary and alternative therapies (CAT) of various types are used by many
patients in pain, both at home and in comprehensive pain clinics, hospitals or other
facilities.27 These therapies seek to reduce pain, induce relaxation and enhance a
sense of control over the pain or the underlying disease. Meditation, acupuncture,
relaxation, imagery, biofeedback and hypnosis are some of the therapies shown to be
potentially helpful to some patients. CAT therapies can be combined with other pain
treatment modalities and generally have few, if any, risks or attendant adverse effects.
Such therapies can be an important and effective component of an integrated program
of pain management.

Interventional Approaches

Although beyond the scope of this paper, a wide range of surgical and other
interventional approaches to pain management exist, including trigger point injections,
epidural injections, facet blocks, spinal cord stimulators, laminectomy, spinatl fusion,
deep brain implants and neurc-augmentative or neuroablative surgeries. Many of these
approaches involve some significant risks, which must be weighed carefully against the
potential benefits of the therapy.
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Pharmacotherapy

Many types of medications can be used to alleviate pain, some that act directly on pain
signals or receptors, and others that contribute indirectly to either reduce pain or
improve function. For patients with persistent pain, medications may be used
concurrently in an effort to target various aspects of the pain experience.

NSAIDs and Acetaminophen

Non-steroidal anti-inflammatory drugs (NSAIDs), which include aspirin and other
salicylic acid derivatives, and acetaminophen, are categorized as non-opioid pain
relievers. They are used in the management of both acute and chronic pain such as that
arising from injury, arthritis, dental procedures, swelling or surgical procedures.
Although they are weaker analgesics than opioids, acetaminophen and NSAIDs do not
produce tolerance, physical dependence or addiction. Acetaminophen and NSAIDs are
also frequently added to an opioid regimen for their opiocid-sparing effect. Since non-
opioids and opioids relieve pain via different mechanisms, combination therapy can
provide improved relief with fewer side effects.

These agents are not without risk, however. Adverse effects of NSAIDs as a class
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, although the FDA recommends
that the total adult daily dose should not exceed 4,000 mg in patients without liver
disease (although the ceiling may be lower for older aduits).

In 2009, the FDA required manufacturers of products containing acetaminophen to
revise their product labeling to include warnings of the risk of severe liver damage
associated with its use. In 2014, new FDA rules went into effect that set a maximum
limit of 325 mg of acetaminophen in prescription combination products (e.g. Vicodin and
Percocet) in an attempt to limit liver damage and ather ill effects from the use of these
products. Of note, aspirin (> 325 mg/d), ibuprofen, ketoprofen, naproxen and other nan-
cyclooxygenase-selective NSAIDs, are listed as “potentially inappropriate medications”
for use in older adults in the American Geriatrics Society 2012 Beers Criteria because of
the range of adverse effects they can have at higher doses.

Nonetheless, with careful monitoring, and in selected patients, NSAIDs and
acetaminophen can be safe and effective for long-term management of persistent pain.

Opioids

Opioids can be effective pain relievers because, at a molecular level, they resemble
compounds, such as endorphins, which are produced naturally in the human central
nervous system. Opioid analgesics work by binding to one or more of the three major
types of opioid receptors in the brain and body: mu, kappa and delta receptors. The

........
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most common opioid pain medications are called “mu agonists” because they bind to
and activate mu opioid receptors. The binding of mu agonist opioids to receptors in
various body regions results in both therapeutic effects (such as pain relief) and side
effects (such as constipation). '

Physical tolerance develops for some effects of opioids, but not others. For example,
tolerance develops to respiratory suppressant effects within 5-7 days of continuous use,
whereas tolerance to constipating effects is unlikely to occur. Tolerance to analgesia
may develop early, requiring an escalation of dose, but tolerance may lessen once an
effective dose is identified and administered regularly, as long as the associated
pathology or condition remains stable.

Opioids, as a class, comprise many specific agents available in a wide range of
formulations and routes of administration. Short-acting, orally-administered opioids
typically have rapid onset of action (10-60 minutes) and a relatively short duration of
action (2-4 hours). They are typically used for acute or intermittent pain, or breakthrough
pain that occurs against a background of persistent low-level pain. Extended-
release/long-acting (ER/LA) opioids have a relatively slow onset of action (typically
between 30 and 90 minutes) and a relatively long duration of action (4 to 72 hours). The
FDA states that such drugs are “indicated for the management of pain severe enough to
require daily, around-the-clock, long-term opioid treatment and for which alternative
treatment options are inadequate.”

These agents achieve their extended activity in various ways. Some have intrinsic
pharmacokinetic properties that make their effects more enduring than short-acting
opioids, while others are modified to slow their absorption or to slow the release of the
active ingredient. A given patient might be appropriate for ER/LA therapy only, short-
acting only or a combination of an ER/LA opioid with a short-acting opioid. Note that
patients may respond in very different ways to any given medication or combination of
medications. One size does not fit all, and treatment is best optimized by titrating a
given regimen on an individual basis. Combination products that join an opioid with a
non-opioid analgesic entail the risk of increasing adverse effects from the non-opioid co-
analgesic as doses are escalated, even if an increase of the opioid dose is appropriate.

[n response to concerns about opioid misuse and abuse, abuse-deterrent and tamper-
resistant opioid formulations have been developed. One class of deterrent formulation
incorporates an opioid antagonist into a separate compartment within a capsule;
crushing the capsule releases the antagonist and neutralizes the opioid effect. Another
strategy is to modify the physical structure of

tablets or incorporate compounds that make it difficult or impossible to liquefy,
concentrate, or otherwise fransform the tablets. Although abuse-deterrent opioid
formulations do not prevent users from simply consuming too much of a medication,
they may help reduce the public health burden of prescription opioid abuse.

Patients who receive opioids on a long-term basis to treat pain are considered to be
receiving long-term opioid analgesic therapy, which is differentiated from opioid use by
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patients who have an established opicid use disorder who use an opioid (e.g.
methadone) as part of their treatment program.

Potential Adverse Effects of Opioids

Although opioid analgesics (of all formulations) may provide effective relief from
moderate-to-severe pain, they also entail the following significant risks:

* Overdose

+ Misuse and diversion

+ Addiction

* Physical dependence and tolerance

* Potentially grave interactions with other medications or substances
+ Death

At the heart of much of the current controversy over the use of opioid analgesics for
chronic pain are heliefs about the degree to which these pain medications are
potentially addicting. Unfortunately, it is difficult to quantify the degree of addictive risk
associated with opioid analgesics, either for an individual patient or the population of
pain patients in general.

In this context, it is critical to differentiate addiction from tolerance and physical
dependence which are common physiological responses to a wide range of medications
and even to widely-consumed non-prescription drugs (e.g. caffeine). Physical
dependence and tolerance alone are not synonymous with addiction. Addiction is a
complex disease state that severely impairs health and overall

functioning. Opioid analgesics may, indeed, be addicting, but they share this potential
with a wide range of other drugs such as sedatives, alcohol, tobacco, stimulants and
anti-anxiety medications.

Rigorous, long-term studies of both the potential effectiveness and potential addictive
risks of opioid analgesics for patients who do not have co-existing substance-use
disorders have not been conducted. The few surveys conducted in community practice
settings estimate rates of prescription opioid abuse of between 4% to 26%. A 2011
study of a random sample of 705 patients undergoing long-term opioid therapy for non-
cancer pain found a lifetime prevalence rate of opioid-use disorder of 35%.41 The
variability in results reflect differences in opioid treatment duration, the short-term nature
of most studies and disparate study populations and measures used to assess abuse or
addiction. Although precise quantification of the risks of abuse and addiction among
patients prescribed opioids is not currently possible, the risks are large enough to
underscore the importance of stratifying patients by risk and providing proper menitoring
and screening when using opioid analgesic therapy.

Particular caution should be exercised when prescribing opioids to patients with
conditions that may be complicated by adverse effects from opioids, including chronic
obstructive pulmonary disease (COPD), congestive heatt failure, sleep apnea, current
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or past alcohol or substance misuse, mental illness, advanced age or patients with a
history of kidney or liver dysfunction.

In addition, opioids generally should not be combined with other respiratory
depressants, such as alcohol or sedative-hypnotics (benzodiazepines or barbiturates)
unless these agents have been demonstrated to provide important clinical benefits,
since unexpected opioid fatalities can occur in these combination situations at relatively
low opiocid doses.

In addition to the potential risks just described, opioids may induce a wide range of side
effects including réspiratory depression, sedation, mental clouding or confusion,
hypogonadism, nausea, vomiting, constipation, itching and urinary retention. With the
exception of constipation and hypogonadism, many of these side effects tend to
diminish with time. Constipation requires prophylaxis that is prescribed at the time of
treatment initiation and modified as needed in response to frequent monitoring. With the
exception of constipation, uncomfortable or unpleasant side effects may potentially be
reduced by switching to another opioid or route of administration (such side effects may
also be alleviated with adjunctive medications). Although constipation is rarely a limiting
side effect, other side effects may be intolerable. Because it is impossible to predict-
which side effects a patient may experience, it is appropriate to inquire about them on a
regular basis.

Patients should be fully informed about the risk of respiratory depression with opioids,
signs of respiratory depression and about steps to take in an emergency. Patients and
their caregivers should be counseled to immediately call 911 or an emergency service if
they observe any of these warning signs.

As of January 2014, a California physician may issue standing orders for the distribution
of an opioid antagonist to a person at risk of an opioid-related overdose or to a family
member, friend, or other person in a position to assist a person at risk of an opioid-
related overdose. A physician may also issue a standing order for the administration of
an opioid antagonist to a person at risk of an opioid-related overdose to a family
member, friend, or other person in a position to assist a person experiencing or
reasonably suspected of experiencing an opioid overdose.

The potential of adverse effects and the lack of data about the addictive risks posed by
opioids do not mean these medications should not be used. Common clinical
experience and extensive literature document that some patients benefit from the use of
opioids on a short or long term basis. Existing guidelines from many sources, including
physician specialty societies (American Academy of Pain Medicine, The Ametrican Pain
Society), various states (Washington, Colorado, Utah), other countries (Canada) and
federal agencies (Department of Defense, Veterans Administration), reflect this potential
clinical utility.

Recommendations from authoritative consensus documents have been summarized in
concise, user-friendly formats such as: Responsible Opiate Prescribing: A Clinician’s




Guide for the Federation of State Medical Boards; the 2013 Washington State Labor

and Industries Guideline for Prescribing Opioids to Treat Pain in Injured Workers; and
the Agency Medical Directors’ Group 2010 Opiocid Dosing Guideline for Chronic Non-
Cancer Pain.

Methadone

Particular care must be taken when prescribing methadone. Although known primarily
as a drug used to help patients recovering from heroin addiction, methadone can be an
effective opioid treatment for some pain conditions. Methadone is a focus of current
debate because it is frequently involved in unintentional overdose deaths. These
deaths have escalated as methadone has increasingly been used to treat chronic pain.

Methadone must be prescribed even maore cautiously than other opioids and with full
knowledge of its highiy variable pharmacokinetics and pharmacodynamics. Of critical
importance is the fact that methadone’s analgesic half-life is much shorter than its
elimination half-life. This can lead to an accumulation of the drug in the body. In
addition, methadone is metabolized by a different group of liver enzymes than most
other opioids, which can lead to unexpected drug interactions.

When rotating from another opioid to methadone, extreme caution must be used when
referring to equianalgesic conversion tables. Consensus recommendations suggest a
75 to 0% decrement in the equianalgesic dose from conventional conversion tables
when a switch is made from another opioid to methadone..

Because the risk of overdose is particularly acute with methadone, patients should be
educated about these risks and counseled to use methadone exactly as prescribed.
They should also be warned about the dangers of mixing unauthorized substances,
especially alcohol and other sedatives, with their medication. This should be explicitly
stated in any controlled substance agreement that the patient receives, reads and signs
before the initiation of treatment [...].

Alithough uncommon, potentially lethal cardiac arrhythmias can be induced by
methadone. The cardiac health of patients who are candidates for methadone should be
assessed, with particular attention paid to a history of heart disease or arrhythmias. An
initial ECG may be advisable prior to starting methadone, particularly if a patient has a
specific cardiac disease or cardiac risk factors or is taking agents that may interact with
methadone. In addition, it is important that an ECG be repeated periodically, because
QT interval prolongation has been demonstrated to be a function of methadone blood
levels and/or in response to a variety of other medications.

Adjuvant Pain Medications

Although opioid medications are powerful pain relievers, in the treatment of neuropathic
-pain and some other centralized pain disorders such as fibromyalgia, they are of limited
effectiveness and are not preferred. Other
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classes of medications, however, may provide relief for pain types or conditions that do
not respond well to opioids. Some of these adjuvant medications exert a direct
analgesic effect mediated by non-opioid receptors centrally or peripherally. Others have
no direct analgesic qualities but may provide pain relief indirectly via central or
peripheral affects.

Commonly-used non-opioid adjuvant analgesics include antiepileptic drugs (AEDs),
tricyclic antidepressants (TCAs) and local anesthetics (LAs). AEDs, such as gabapentin
and pregabalin, are used to treat neuropathic pain, especially shooting, stabbing or
knife-like pain from peripheral nerve syndromes. TCAs and some newer types of
antidepressants may be valuable in treating a variety of types of chronic and
neuropathic pain, including post-herpetic neuralgia and diabetic neuropathy. LAs are
used to manage both acute and chronic pain. Topical application provides localized
analgesia for painful procedures or conditions with minimal systemic absorption or side
effects. Topical Las are also used to treat neuropathic pain. Epidural blocks with LAs,
with or without opioids, play an important role in managing postoperative and obstetrical
pain. -
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Appendix 12 — Suggested Language on Naloxone for Pain Management
Agreement

o [understand that “overdose” is a risk of opioid therapy which can lead to death.
understand and can recognize the signs and symptomns of overdose including respiratory
depression.

o Iunderstand that I will be prescribed naloxone because overdose is a risk of opioid
therapy. I understand that naloxone is a drug that can reverse opioid overdose. |
understand when and how to use naloxone.

o Tunderstand it is strongly encouraged to share information about naloxone with my
family and friends.

o Tunderstand it is strongly encouraged to teach family and friends how to respond to
an overdose. :




Appendix 13 — Suggested Patient Pain Medication Agreement and Consent -

This agreement Is important for you:
« You will have a safe and controlled pain treatment plan,
« Your medicines have a high potential for abuse. They can be dangerous if used in
the wrong way. You need to understand the risks that come from use of pain medicines.

I WiLL:

0
O
O
3
g
o
0
0
i}
]
0
0
&
o
0
0
O
0
0
]
0
8]
O
i
a
0
4

{ will only get my pain madicine from this clinic during scheduled appotntments.

1 will take my pain medicine the way that my healtheare provider hss ordercd.

1 will b2 honest with all my healthcare providers if T am wsing street drugs.

1 will be honest about all the medicine |use. This includes medicing from stores and herbal medicines.
I will be honest about my full health history.

Fwill tell my healtheare provider if | go to an emergency room for any reasens,

11 get pain medicine from an emergency room, 1 will telf my healthcare provider.

Fwill call this office If T am prescribed any new medicine,

b will call this effice if T have a reaction o any medicine.

Pwill tell all other healtheare providers that | have a pain medication agreemsent,

T will tell the emergency room peeple that | have a pain medication agtcement.

1 will take drug tests and other tests when | am told 1o do s,

[ will go to office visits when I am told to do so,

1 will go to physical theszpy when | am told 1o do so.

1 will go to counseling when [ am told to do so.

i will follow directions for all treatment,

! will show up.on time for al sppointments,

| will make an appointoient for refills before | run out of medicine.

T will tell my health provider if | will be cut of town so that | can get my refills.

T will get past health records from ather offices when neaded.

1 will deliver these records by hand if nevded, | will do this within one menth of being asked.

Dwill pay for these records i needad.

I will give permission to this clink to talk aboul ray treatment with pharmacies, doctors, nurses, and others
wha arz helping me

}will give permission to any healthcare provider to get information from this clinic about my health and my pain
treatment,

Fwill take responsibility if | overdase mysclf sccidentally or on purpose.

t will tell my healthcare provider if [ plan to become pregnant.

Pl el my healthcare provider if] am pregnant while T am taking pain medicine,

I will anly take this medicine the way | was told to take it.

CONTINUED ON NEXT PAGE

|ces: “ idelines Premg Controll g
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i WILLKOT:

1 will nat share or sell, or trade any of my medicine,

{ will not drink alcohel or take street drugs while | am taking paln medicine.

1 know that | cannot call the office 1o have my medicine refilled over the phone.

1 will not go te the emetgency room or other doctors for more pain medicine of other drugs.

T know that when [ drive 3 car, [ must be fully atert. | know that when I use machines, | must also be fully alert,
Pain medicines can make me less alert, When | am (2king pain medicines, [ need to be sure that{ am alert,
] noed 1o be sure that it Is safe for me to drive a car or use a machine,

[ will not stand in high places ne do anyihing to hurl others sfier | have taken pain medicine.

! will not leave my medicine where it can be stolen or where others can take it.

T will not leave my medicine where chikdren can find iL

{ will not suddenly stop taking my medicine. Tknow that if I do this, I can have withdrawals,

ooy

oQaoa

WHEN USING A PHARMACY, 1 WILL:
{1 1 will use the same pharmacy for all my medicines. This is the pharmacy that Fhave picked:
3 I will not ask for early refills or more pain medicine, even if § lose my medicine.

[ KNOW THAT

) Pan management may indude other treatment, Some treatment may not include medicine.

3 Pain nediche will probably not get rid of ali of my pain, Pain madicine can reduce my pain so that | can do more and have
a hetier life.

£ Part of my treatment Is to reduce my noed for paln medicine.

£3 1fthe pain medicines work, § will continue to use them, I the pain medicine does not help me, it will be stoppad.

O My medicines will not be replaced If any of these things happen: Medicine ks lost. Medicine gets wet,
Medicine is destroyed -

01 I my medicing is slolen, T might be able to get more medicine if | get 2 repost from the police about the medicine being
stolen

1 Any of my healthcare providers can find out from the California Prescription Drug Monitering Program sbout any other
medicines | get from any other pharmacy in Caltfornta. This s called a CURES report.

1) My healthcare provider may contact the drug enforcement agency, H Hry to get other doclors to give me pain medidine,

) Healihcare providers may contact the drug enforcement agency if | am not honest about hase Ftake pain medicine.

O My doctor and my chinic will help with any investigation if | am suspected of prescription drug abuse.

{3 | may be sent somewhere else for drug abuse or addiction help if I need it

{1 Psin modicine can be addictive, This means that my body may nevd more and more pain medicine or that it can be hard
for me to stop taking this medicine,

{1 1§ suddenly stop using the medicine, | can get withdrawals.

0O H1use too much patn madicine L can end up with health problems. | could die.

O 11 mix modicines, [ could also end up with healih problents. could die.

{1 Here are some things that could go wrong if | use too much medicine or mix medicines:

Overdose Asddiction Constipation Yomiting Sleepiness

Stower refloxes Nausea Ditficully with urination  Confusion liching

Problems with sex Dry mouth Dreprossion Trouble breathing Death

CAUSE FOR DISMISSAL FROM THIS CLINIC
3 1know that the pain medicines may be sfopped if | break any part of this contract.
My signature below means that | have read this contract. | am signing this to a3y that [ understand all of this contract.

Paticnt Name Doctor Name
Patient Signature Doctor Signatury
Dale:
I A9

R LICT RS RN .,

Y 1 LIVE EL.
Pt e

“ : Gidei

Controlled Substances for Pain

ines for Prescribing
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Appendix 14 — Suggested Treatment Plan Using Prescription Opioids

Treatment Plan Using Prescription Oplolds

Fationt name:

Proscriber name:

THE PURPOSE OF THIS AGREEMENT IS TO STRUCTURE OUR PLAN TO WORK TOGETHER
TO TREAT YOUR CHRONK: PAIN. THIS WILL. FROTECT YOUR ACCESS TO CONTROLLED
SUBSTANCES AND OUR ABILITY TO PRESCRIBE THEM TO YOU.

t {patient) undersiand the folfowing finitial each):

——— Opicids have been prescribad to mw on a trial basis. One of the goals of this reatment i to imprave oy ahisty
to perform various funclicns, including relurm to work, If significant demonstrable improvemenl in my functions!
capatsdities does not result from this trial of breatmoent, my prescaber may determing to end the thal

Goal for mproved function:

——- Opicids are being prescribed te make my pain tolerable but may nat cause R to disappear entirely, i thal gost is
not reached, my piyeician may end the trial,

Goa for reduction of pain:

— Drowsinass and slowed reflexes can ba a temporary sida effect of opicids, espaciafly duding dosage adjust-
ments. i | am expacencing drowsiness whia taking opioids, | agres not 1o diva a vehicl nor perform other
tasks that could invoive danger to mysslf o others.

— . Using opicida to treat chronic pain will result in the development of a physical dependance on this medication,
and sudden decreses or discontinustion of the medication will lead to symptoms of opioid withdrawal. These
symptoms cant include: ninny nose, yawning, kzmge pupils, goose bumps, abdoming pain and cremping, diar-
thea, vomaing. sritebifty, achos and flu-ike symploms. | understand that opioid withdrewsl is uncomforisble but
not physically ife hreatening.

Thaer & a small risk that epioid sddiction can occur. Amost shvays, tis occiss in pationts with a personal o
family history of other drug oc slcohdd sbuss. if il appeara that § may be developing addiclion, my physician may
daternine to end the trial.

Continued on other side.

SRREaL S T SRR

P
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i egrea to the following {inftisl eachk

| agree not to take more medication than prescribed and not to Lake doses more frequently than preseribed.

...} Borea to keep the prescribed medicstion in a safe and sacure place, and that lost, damaged, or slolen
madicabion will not be replaced.

| apree not lo share, s28, or in any way peovide rry medication o any other peecgon.

{ agroe {o otdsln prescription medication from one designeted Bcensed pharmacist. | understand that my
doctor may check the Uiah Controlied Substance Database at any s to check mty compliance.

1 agre= not to seek o obtain ANY maod-modifiing medieation, including psin refievecs of tranguifzers from ANY
other prescriber without first discussing this with my prescriber, i a siluation arises In which | have no alternative
bt fo obtain my necossary prescription from another prescriber, Fwil advisa that prescriber of this sgreement. |
wil then imunedistely adviss my prescrber that | obtained a prescription from another prescaiber.

| agreo to refrain fom the use of ALL other mood-modifying druga, inchading aicohdd, unlass agreed to by
my prescriber. The moderste usa of nioctine and caffeine are an excapiion to this reslriction.

t agrea to stbmit to rendom wine, blood o saliva testing, al my prescribac's requast, to verify complance wih
this, and to ba seen by an addiction spacialst if requested.

. agree to attend end participete idly in anyé!hetaesessmentso& pain treatment programs which may be
recommended by the pmscnber at any time.

{ understand that ANY devistion from the shove agreement may be grounds for the prescriber to stop
prescribing opioid therapy &t any tima.

Patien} Signatue Das

Preaciibar Signatisa Date

Guidelines for Prescribing Controlled Substances for Pain
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Appendix 15 — Suggested Strategies for Tapering and Weaning

12h Tty GueT s of Prirking Cpeids 57 Tesmwt ol P

Strategies for Tapering & Weaning

Strategies for tapesing:

From a medical standpoint, weaning from opicids can be done safely by

slowdy Lapering the oploid dose and laking into account the foliowing issues:

s Adetreass by 10% of the odginal dose per week is usually well tolerated
wath minimal physiclogical adverse effects. Some patients can be tapered
maore rapklly without peoblems {over 6 io 8 weaks).

+  [f opioid abstinence syndrome is epcourterad, it is rarely medically serious
athough symptoms may be unpleasant

¢ Symploms of an abstinence syndrome, such as nauses, diamhes, musde
pain and myocionus can be managed with donidine 8.1 —- 8.2 mg oraly
every 8 hours or clonidine transdenmat patch 0.1mgf2dhrs {Catapres TTS-
1™ weekly durmg the laper while monitoding for often significant
hypotension and anticholnergic side effects. In soma pabents it may be
reoessany to siow the taper 5m2ine o monthly, rather than weekly
dosage adjustments.

» Sympioms of mid opioid withdrawal may persist for six mornihs afiec
opioids have been discortinued.

* Consider using adpuvant agents, such as antidepressants {o manage
irritability, steep disturbance or antiepdeplics for peuropathic pain.

¢ Do not rrat withdrawsat symploms with oploids of benzodiazepines after
discontinuing oploids.

¢ Referral for counsebng or other suppert during this period is
recommended if there are significant behavioral issves,

+ Referral to a pain specialist or chemical dependency cenler should be
made for complicated withdrawal symptoms.

Recogmzmg and managing behavioral issues duiing opioid weaning.:
d tapers can be done safely and do nol pose significant health fisks
to the patient. in contrast, extremely challenging behavioral issues may
emetge during an opioid taper. )

Behaviorad challenges frequently arise in the setting of a prescriber who is
tapesing the opickd dose and a patierd who places great value on the opiold
hefshe is receiving. In this seliing, some patients will use 3 wide range of
mnterpersonal sirategies to derait the oploid laper. These may include:

s Guslt provocation (“You are indi#ferent (o my sudfering”)

»  Theeats of varous kinds

&  Exaggerstion of their actual sulfering In order to disrupt the progress of a
scitedulad taper

There are no fodl-proof ethods for preventing behavioral issues during
an opioid taper, but stralegies implemanted al the beginring of the cpicid
therapy sre most lhely to prevent later behaviecal problems if an opicid taper
becomas necessary.

Pemhingion Siva Agpney Mackes TRSCIOT Groug, 2007
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Michigan Guidelines for the Use of Controlled
Substances for the Treatment of Pain

Section |I: Preamble

The Michigan Boards of Medicine and Osteopathic Medicine & Surgery recognize that
principles of quality medical practice dictate that the people of the State of Michigan
have access to appropriate and effective pain relief. The appropriate application of up-
to-date knowledge and treatment modalities can serve to improve the quality of life for
those patients who suffer from pain as well as reduce the morbidity and costs
associated with untreated or inappropriately treated pain. The Board encourages
physicians to view effective pain management as a part of quality medical practice for
all patients with pain, acute or chronic, and it is especially important for patients who
experience pain as a result of terminal illness. All physicians should become
knowledgeable about effective methods of pain treatment as well as statutory
requirements for prescribing controlled substances.

Inadequate pain control may result from physicians’ lack of knowledge about pain
management or an inadequate understanding of addiction. Fears of investigation or
sanction by federal, state and local regulatory agencies may also result in inappropriate
or inadequate treatment of chronic pain patients. Accordingly, these guidelines have
been developed to clarify the Boards’ position on pain control, specifically as related to
the use of controlled substances, to alleviate physician uncertainty and to encourage
better pain management.

The Boards recognize that controlled substances, including opioid analgesics, may be
essential in the treatment of acute pain due to trauma or surgery and chronic pain,
whether due to cancer or non-cancer origins. Physicians are referred to the U.S.
Agency for Health Care and Research Clinical Practice Guidelines for a sound approach
to the management of acute® and cancer-related pain?. The medical management of
pain should be based on current knowledge and research and include the use of both
pharmacologic and non-pharmacologic modalities. Pain should be assessed and treated
promptly, and the quantity and frequency of doses should be adjusted according to the
intensity and duration of the pain. Physicians should recognize that tolerance and
physical dependence are normal consequences of sustained use of opioid analgesics
and are not synonymous with addiction.

The Boards are obligated under the laws of the State of Michigan to protect the public
health and safety. The Boards recognize that inappropriate prescribing of controlled
substances, including opioid analgesics, may lead to drug diversion and abuse by
individuals who seek them for other than legitimate medical use. Physicians should be
diligent in preventing the diversion of drugs for illegitimate purposes.
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1. Acute Pain Management Guideline Panel. Acute Pain Management: Operative or
Medical Procedures and Trauma. Clinical Practice Guideline. AHCPR Publication
No. 92-0032. Rockville, Md. Agency for Health Care Policy and Research. U.S.
Department of Health and Human Resources, Public Health Service. February
1992.

2. Jacox A, Carr DB, Payne R, et al. Management of Cancer Pain. Clinical Practice
Guideline No. 9. AHCPR Publication No. 94-0592. Rockville, Md. Agency for
Health Care Policy and Research. U.S. Department of Health and Human
Resources, Public Health Service. March 1994.

Physicians should not fear disciplinary action from the Board or other state regulatory or
enforcement agency for prescribing, dispensing or administering controlled substances,
including opioid analgesics, for a legitimate medical purpose and in the usual course of
professional practice. The Board will consider prescribing, ordering, administering or
dispensing controlled substances for pain to be for a legitimate medical purpose if
based on accepted scientific knowledge of the treatment of pain or if based on sound
clinical grounds. All such prescribing must be based on clear documentation of
unrelieved pain and in compliance with applicable state or federal law.

Each case of prescribing for pain will be evaluated on an individual basis. The board
will not take disciplinary action against a physician for failing to adhere strictly to the
provisions of these guidelines, if good cause is shown for such deviation. The
physician’s conduct will be evaluated to a great extent by the treatment outcome,
taking into account whether the drug used is medically and/or pharmacologically
recognized to be appropriate for the diagnosis, the patient’s individual needs—including
any improvement in functioning—and recognizing that some types of pain cannot be
completely relieved.

The Boards will judge the validity of prescribing based on the physician’s treatment of
the patient and on available documentation, rather than on the quantity and chronicity
of prescribing. The goal is to control the patient’s pain for its duration while effectively
addressing other aspects of the patient’s functioning, including physical, psychological,
social and work-related factors. The following guidelines are not intended to define
complete or best practice, but rather to communicate what the Boards consider to be
within the boundaries of professional practice.
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Section 11: Guidelines

The Boards have adopted the following guidelines when evaluating the use of controlled
substances for pain control:

1. Evaluation of the Patient

A complete medical history and physical examination must be conducted and
documented in the medical record. The medical record should document the
nature and intensity of the pain, current and past treatments for pain,
underlying or coexisting diseases or conditions, the effect of the pain on
physical and psychological function, and history of substance abuse. The
medical record also should document the presence of one or more
recognized medical indications for the use of a controlled substance.

2. Treatment Plan

The written treatment plan should state objectives that will be used to
determine treatment success, such as pain relief and improved physical and
psychosocial function, and should indicate if any further diagnostic
evaluations or other treatments are planned. After treatment begins, the
physician should adjust drug therapy to the individual medical needs of each
patient. Other treatment modalities or a rehabilitation program may be
necessary depending on the etiology of the pain and the extent to which the
pain is associated with physical and psychosocial impairment.

3. Informed Consent and Agreement for Treatment

The physician should discuss the risks and benefits of the use of controlled
substances with the patient, persons designated by the patient or with the
patient’s surrogate or guardian if the patient is incompetent. The patient
should receive prescriptions from one physician and one pharmacy where
possible. If the patient is determined to be at high risk for medication abuse
or have a history of substance abuse, the physician may employ the use of a

written agreement between physician and patient outlining patient
responsibilities, including

0 urine/serum medication levels screening when requested;
0 number and frequency of all prescription refills; and

o reasons for which drug therapy may be discontinued (i.e., violation of
agreement).
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4. Periodic Review

At reasonable intervals based on the individual circumstances of the patient,
the physician should review the course of treatment and any new
information about the etiology of the pain. Continuation or modification of
therapy should depend on the physician’s evaluation of progress toward
stated treatment objectives, such as improvement in patient’s pain intensity
and improved physical and/or psychosocial function, i.e., ability to work,
need of health care resources, activities of daily living and quality of social
life. If treatment goals are not being achieved, despite medication
adjustments, the physician should reevaluate the appropriateness of
continued treatment. The physician should monitor patient compliance in
medication usage and related treatment plans.

5. Consultation

The physician should be willing to refer the patient as necessary for
additional evaluation and treatment in order to achieve treatment objectives.
Special attention should be given to those pain patients who are at risk for
misusing their medications and those whose living arrangement pose a risk
for medication misuse or diversion. The management of pain in patients
with a history of substance abuse or with a comorbid psychiatric disorder
may require extra care, monitoring, documentation and consultation with or
referral to an expert in the management of such patients.

6. Medical Records
The physician should keep accurate and complete records to include

o the medical history and physical examination;

o diagnostic, therapeutic and laboratory results;

0 evaluations and consultations;

0 treatment objectives;

o discussion of risks and benefits;

o treatments;

0 medications (including date, type, dosage and quantity prescribed);
o instructions and agreements; and

0 periodic reviews.

Records should remain current and be maintained in an accessible manner and
readily available for review.
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7. Compliance With Controlled Substances Laws and Regulations

To prescribe, dispense or administer controlled substances, the physician
must be licensed in the state and comply with applicable federal and state
regulations. Physicians are referred to the Physicians Manual of the U.S.
Drug Enforcement Administration and (any relevant documents issued by the
state medical board) for specific rules governing controlled substances as
well as applicable state regulations.

Section 111: Definitions

For the purposes of these guidelines, the following terms are defined as follows:

Acute Pain

Acute pain is the normal, predicted physiological response to an adverse chemical,
thermal or mechanical stimulus and is associated with surgery, trauma and acute
illness. It is generally time-limited and is responsive to opioid therapy, among other
therapies.

Addiction

Addiction is a neurobehavioral syndrome with genetic and environmental influences that
results in psychological dependence on the use of substances for their psychic effects
and is characterized by compulsive use despite harm. Addiction may also be referred to
by terms such as "drug dependence” and "psychological dependence.” Physical
dependence and tolerance are normal physiological consequences of extended opioid
therapy for pain and should not be considered addiction.

Analgesic Tolerance

Analgesic tolerance is the need to increase the dose of opioid to achieve the same level
of analgesia. Analgesic tolerance may or may not be evident during opioid treatment
and does not equate with addiction.

Chronic Pain

A pain state which is persistent and in which the cause of the pain cannot be removed

or otherwise treated. Chronic pain may be associated with a long-term incurable or
intractable medical condition or disease.
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Pain

An unpleasant sensory and emotional experience associated with actual or potential
tissue damage or described in terms of such damage.

Physical Dependence

Physical dependence on a controlled substance is a physiologic state of neuro-
adaptation which is characterized by the emergence of a withdrawal syndrome if drug
use is stopped or decreased abruptly, or if an antagonist is administered. Physical
dependence is an expected result of opioid use. Physical dependence, by itself, does
not equate with addiction.

Pseudoaddiction

Pattern of drug-seeking behavior of pain patients who are receiving inadequate pain
management that can be mistaken for addiction.

Substance Abuse

Substance abuse is the use of any substance(s) for non-therapeutic purposes or use of
medication for purposes other than those for which it is prescribed.

Tolerance

Tolerance is a physiologic state resulting from regular use of a drug in which an

increased dosage is needed to produce the same effect, or a reduced effect is observed
with a constant dose.
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REVIEW

Annals of Internal Medicine

Opioid Prescribing: A Systematic Review and Critical Appraisal of

Guidelines for Chronic Pain

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

Paul Di Capua, MD; and Roger Chou, MD

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

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

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

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

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

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

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

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

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

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

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

For author affiliations, see end of text.
This article was published online first at www.annals.org on 12 November
2013.
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cross the United States, opioid-related overdoses have

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

See also:
Web-Only

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

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

MEeTHODS
Study steps included searching for guidelines, applying

selection criteria, assessing guideline quality, and extracting
relevant content.
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Data Sources and Searches

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

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

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

Guideline Selection

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

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

Guideline Quality Assessment

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

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

AGREE II

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

www.annals.org

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

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

AMSTAR

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

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

Guideline Synthesis and Analysis

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

Role of the Funding Source

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

RESULTS
Search and Selection of Guidelines

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

Recommendation Guideline Development Group (Reference)*
ACOEM (55) AGS (51, 52) APS-AAPM (13, 57, 58)  ASIPP (49, 59)
Dose that warrants scrutiny, mg of morphine equivalents per day
Most patients successfully treated with lower doses; higher - - 2001%+ (adverse effects)  90%8§ (risk for
doses associated with adverse effects and overdose overdose)
Medications and formulations
Methadone: risks for QTc prolongation and bioaccumulation; J/ JE JE JE
only experienced providers should prescribe methadone
Fentanyl patch: limit to opioid-tolerant patients; variable J - - JE
absorption, exercise, and heat increase risk for overdose
Immediate-release fentanyl: limit to opioid-tolerant patients; J - - -
safety unknown for CNCP; risk for overdose and misuse
Meperidine: do not use for CNCP because of bioaccumulation J/ - - JE
and central nervous system toxicity
Codeine: ability to convert to morphine varies greatly - - - JE
Initiation and titration of dose
Strategies to minimize risk for overdose Start low-dose, Start low-dose opioid;  Trial; individualize Start low-dose,
short-acting titrate carefully; dosing§ short-acting
opioid as reassess often opioid; use
needed; visit caution
in2-3d
Switching between opioids
Dose reduction: equianalgesic dosing tables omit variability Decrease dose by - Decrease dose -
25%-50% moderately+
Switching to methadone: conversion ratios vary with dose - N JE -
Drug-drug interactions
Sedative-hypnotics: risk for sedation, cognitive impairment, Discusses risks¥ High risk from BZDs; Discusses risks If patient is receiving
motor vehicle accidents, and overdose rarely justified BZDs, opioids are

contraindicated+
Pharmacokinetic interactions: other medications affect the Limited list - - Many occur]|
metabolism of specific opioids
Drug-disease interactions

Preexisting substance abuse disorders: increased risk for J JE NE: /I
overdose and misuse

Mood, personality, and cognitive disorders: increased risk for J - N&: VE
overdose and misuse

Sleep and obstructive pulmonary disorders: opioids exacerbate - - JF Yk

Chronic kidney disease - - Slowly increase -

methadone
Active metabolites of morphine accumulate - - - v

Screening tools for assessing risk for misuse (used in addition to
patient history)

Recommends use /8 Jt J* Considert||
Provides examples J - v v/
Written treatment agreements (used in addition to informed
consent)
Recommends use /8 If concerned§ Considert JE
Provides example J/ - J/ J/
Urine drug testing
Recommends use Baseline and at - If risk is high; consider Must use; baseline
least quarterly otherwiset and at random
thereaftert thereaftert

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

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

1 Evidence from randomized, controlled trial.

¥ Evidence from observational study.

§ Evidence from expert consensus.

|| Evidence from another guideline.
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Table—Continued

Guideline Development Group (Reference)*

NOUGG (46, 60-62)

200t§ (adverse
effects)

JE

JE

v

JE

J¥

Start low-dose

opioid; increase
gradually;

monitor§

Decrease dose by
25%-50%

Try to taper BZDs#

JE
J*
J*

JE

Considert
v

May be helpful,
particularly if risk
is highg

v

If using, consider
pros and cons§

Colorado DWC (19)

120% (adverse effects)

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

multidisciplinary pain
management

Avoid sedatives or use
very low doses

List for tramadol
Comanage with
addiction specialist
JE
J

Consider screening

v

/I

Mandatory

1CSI (47)

200|| (adverse effects)

JF
N

Risk for fatal
overdoset

J
/

Titrate to maximize
benefits and
minimize risks||

Decrease dose by
30%||

Sedatives sometimes
indicated; decrease
doses

Lists for several opioids

Comanage with
addiction specialist||

Use hydromorphone

Morphine, codeine

JE
v/

/8

UMHS (44)
100

v

J

Visits weekly to
monthly§

JE

Avoid prescribing
BZDs with
opioids

AN N

Considert

v

Strongly consider,
particularly if
risk is high§

v

Baseline and at

least yearly
thereafter§

UDOH (48, 50)

120-200]|

Trial; visits every
2-4 wk|

Decrease dose by
25%-50%

/

Discusses risks

Look for
interactions

1~ =~ ~

Decrease dose

/I
/

Agree on plan;
signature is
optional

J/

Consider]|

VA/DoD (45)

2008 (trials used
=300t)

JE

S~ =~ =

Titrate up no more than
every 5 half-lives

Decrease dose by
30%-50%

/

Watch for increased
adverse effectst

Lists for several opioids

v/
JE
J*

Decrease oxymorphone

JE
/

Request that patient
sign+
v

Baseline and at random
thereaftert
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Selected Guidelines

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

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

related conditions (19, 55, 56).

Guideline Quality Assessment
AGREE Il

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

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

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

AMSTAR

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

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

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

Guideline Synthesis and Analysis

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

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

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

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

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

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

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

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

Discussion

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

Although the guidelines involve varied development
methods and clinical emphases, a consensus has emerged
across them on several issues. They generally agree about
the need for caution in prescribing doses greater than 90 to
200 mg of morphine equivalents per day, having knowl-
edgeable clinicians manage methadone, recognizing risks
associated with fentanyl patches, titrating with caution,
and reducing doses by at least 25% to 50% when switching
from one opioid to another. They also agree that opioid
risk assessment tools, written treatment agreements, and
urine drug testing can be helpful when opioids are pre-
scribed for long-term use. Recommendations from earlier
guidelines are generally similar to those published recently.
Most of these recommendations are based on epidemio-
logic and observational studies showing associations be-

Volume 160 IWber 1

7 January 2014 [ Annals of Internal Medicine 43

Downloaded From: http://annals.org/ by a Unviersity of New Mexico User on 01/15/2014



REVIEW Opioid Prescribing: Systematic Review of Guidelines for Chronic Pain

tween certain exposures, such as drugs or doses, and greater
risks for overdose or misuse. Few studies seem to have
directly addressed questions of whether changing practice
decreases risk. Given the pressing need to address opioid-
related adverse outcomes, which some have described as an
epidemic (69), developers seem to agree on forging recom-
mendations based on relatively weak or indirect evidence
now rather than waiting for more rigorous studies.

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

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

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

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

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

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

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

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

Unique records eligible for screening (n = 1132)

Excluded (n = 1113)

Foreign language: 28

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

A

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

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

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

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

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

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

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

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

Guideline

ACOEM Guidelines for Chronic Use of Opioids

Pharmacological Management of Persistent Pain
in Older Persons

The Management of Persistent Pain in Older
Persons

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

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

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

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

Chronic Pain Disorder Medical Treatment
Guidelines

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

Assessment and Management of Chronic Pain

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

Utah Clinical Guidelines on Prescribing Opioids for
Treatment of Pain

Clinical Practice Guideline for Management of
Opioid Therapy for Chronic Pain

Pain (Chronic)t

Development Group

ACOEM

AGS Panel on Pharmacological
Management of Persistent Pain
in Older Persons

AGS Panel on Persistent Pain in
Older Persons

APS-AAPM

ASA

ASIPP

NOUGG
Colorado DWC

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

ICSI

UMHS

UDOH
VA/DoD

WLDI

Guideline Last
Reviewed

2011

2009

2009

2009

2010

2012

2010

2011

2009

2011
2012

2009

2010

2011

Systematic Review Updated

References to primary literature
dated 2007 or earlier*

References to primary literature
dated 2008 or earlier

October 2008

2009

References to primary literature
dated 2012 or earlier

July 2009
November 2011

References to primary literature
dated 2007 or earlier

August 2011
January 2010

References to primary literature
dated 2007 or earlier
March 2009

Not reported (no references)

Reference

55

52

51
13,57, 58

53

49, 59

46, 60-62
19

54

47
a4

48, 50
45

56

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

means other than systematic reviews of the literature.

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