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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://stacks.cdc.gov/view/cdc/38025) as well as a
website (http://www.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 (1). 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
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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 (7), 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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initiation of opioid therapy for chronic pain. Clinicians often
write prescriptions for long-term use in 30-day increments, and
opioid prescriptions written for ≥30 days are likely to represent
initiation or continuation of long-term opioid therapy. Before
writing an opioid prescription for ≥30 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 threeitem “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 (187). 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 shortterm 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

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

Recommendations and Reports

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).

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 (77). 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 (121). 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 (189). 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 (190), although abusedeterrent technologies are expected to make manipulation of
opioids more difficult or less rewarding, they do not prevent
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