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Abstract: In 2022, the CDC released an updated clinical practice guideline for prescribing 
opioids and managing pain in the outpatient setting. Th is article synthesizes the guideline 

recommendations and implementation considerations for clinical NP practice.

Pain management in primary care: A 
review of the updated CDC guideline

T
he International Association for the Study 
of Pain (IASP) defi nes pain as “an unpleasant 
sensory and emotional experience associ-

ated with, or resembling that associated with, actual 
or potential tissue damage.”1 Th e IASP emphasizes 
that personal experience and biological, psychologi-
cal, and social factors shape the pain experience and 

must be respected. In 2021, an estimated 51.6 million 
US adults (20.9%) experienced chronic pain and 
17.1 million (6.9%) experienced high-impact chronic 
pain, defi ned as that which substantially limits life or 
work activities.2

Along with the wide variety of available nonpharma-
cologic and pharmacologic therapies for its treatment, 
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pain’s complex etiology and subjective, variable nature 
make evaluating and treating aff ected patients rather 
challenging. Other factors, such as stringent regulation 
and scrutiny of controlled substance prescribing, po-
tential adverse reactions of opioids, and potential for 
misuse and/or diversion of opioids, increase the intri-
cacy of care.3-5 Lack of adequate clinician pain manage-
ment knowledge and training has also been identifi ed 
as a barrier to eff ective pain treatment.4-6 Th e result is 
that pain, both acute and chronic, is oft en undertreated 
or inappropriately treated. Patients oft en face unneces-
sary barriers to access or unaff ordable costs.4 In some 
instances, patients currently on opioid therapy looking 
for a new primary care provider may be turned away, 
impacting routine care.7

Th e rates of overall opioid prescribing and poten-
tially high-risk opioid prescribing (that is, at a high 
dosage or overlapping with benzodiazepine prescrip-
tion) decreased aft er the CDC’s publication of its re-
lated 2016 guideline (CDC Guideline for Prescribing 
Opioids for Chronic Pain—United States, 2016).8,9  In 
2020, the overall national opioid dispensing rate had 
fallen to the lowest in 15 years, but a total of more 
than 142 million opioid prescriptions were still issued 
that year.10 Misapplication of the 2016 CDC guideline 
resulted in unintended challenges including reduced 
patient access to legal prescription opioids, clinician-
initiated rapid taper or abrupt discontinuation of 
opioids, and in some cases, patient dismissal or 
abandonment.11

Th e 2021 National Survey on Drug Use and Health 
reported that among people age 12 years or older, 
3.1% (8.7 million people) misused prescription pain 
relievers (primarily opioids) in the past year. Th e most 
common reason given on the survey for patients’ last 
misuse of prescribed medication (that is, using one’s 
own medication without a current prescription or at 
a higher dose or increased frequency than prescribed) 
was to relieve physical pain.12  Drug overdose deaths 
involving prescription opioids (natural and semisyn-
thetic opioids and methadone) peaked in 2017 at 
17,029, decreased in 2019 to 14,139, and trended back 
up in 2020 (to 16,416) and 2021 (to 16,706).13 Adding 
overdoses from heroin and synthetic opioids, the 
number of deaths in 2021 increases to 80,411.13

Despite the complexities, evaluation and treatment 
of pain are essential. Whether acute (lasting less than 
1 month), subacute (present for 1-3 months), or chron-
ic (lasting more than 3 months), pain may adversely 

aff ect physical function, social and psychological well-
being, and quality of life, and it can create an eco-
nomic burden for individuals, the healthcare system, 
and employers.11 Th e recently released CDC Clinical 
Practice Guideline for Prescribing Opioids for Pain—
United States, 2022,  referred to as the CDC 2022 opi-
oid guideline throughout the remainder of this article, 
provides guidance for clinicians treating outpatients 
age 18 years or older and was expanded to include 
acute and subacute pain in addition to chronic.11 Th e 
recommendations do not apply to pain that is related 
to cancer or sickle cell disease or to patients receiving 
palliative or end-of-life care. Primary care providers 
play a critical role in implementing this guideline, as 
they are oft en the fi rst point of contact for patients 
seeking treatment for pain. Emphasis is made that, 
although the recommendations are evidence-based, 
they do not replace clinical judgment and individual-
ized patient-centered decision-making.

 Th e CDC 2022 opioid guideline recommendations 
are categorized as those that typically apply to all per-
sons, such that the recommended course of action is 
appropriate in most situations (category A), or as those 
that may not apply to all persons and for which indi-
vidual decision-making is required (category B).11 
With category B, the CDC acknowledges that choices 
that do not align with the recommendations will be 
appropriate for some patients. Additionally, the evi-
dence supporting the recommendations is categorized 
as follows:
•  type 1 evidence: evidence from randomized clinical 

trials or overwhelming evidence from observational 
studies;

•  type 2 evidence: evidence from randomized clinical 
trials with important limitations or exceptionally 
strong evidence from observational studies;

•  type 3 evidence: evidence from observational studies 
or randomized clinical trials with notable limita-
tions; and

•  type 4 evidence: clinical experience and observa-
tions, evidence from observational studies with im-
portant limitations, or evidence from randomized 
clinical trials with several major limitations.

A synthesis of the  CDC 2022 opioid guideline rec-
ommendations and implementation considerations 
follows. Each of the 12 recommendations is summa-
rized throughout the rest of this article, and each rec-
ommendation summary is followed by a parenthetical 
note that lists the recommendation number, category, 
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and evidence type (for example, “recommendation 7, 
category A, evidence type 4”).11 Implementation con-
siderations from the CDC 2022 opioid guideline are 
discussed aft er each recommendation.

 ■ Benefi ts versus risks

Evaluation and discussion of the potential benefi ts and 
risks of opioid therapy with the patient are a central 
theme of the guideline. Th e discussion should occur 
before initiation of opioid therapy and be repeated 
within 1 to 4 weeks of initiation of opioid therapy or 
escalation of dosage and regularly thereaft er (recom-
mendation 7, category A, evidence type 4).11

•  All patients on long-term opioid therapy should be 
assessed at least every 3 months.

•  Patients who began opioid therapy for acute pain but 
have continued treatment for 30 days should have 
pain, function, and treatment goals reevaluated, and 
providers should discuss the risks 
and benefi ts of continued opioid 
therapy with them.

•  More frequent monitoring is nec-
essary with a change from imme-
diate-release to extended-release 
(ER) or long-acting (LA) opioids. 
Additionally, patients at higher risk for opioid 
use disorder or overdose require more frequent 
monitoring.
°  Higher-risk patients include those with depression 

or other mental health conditions, a history of 
substance use disorder, or a history of overdose; 
those taking an opioid dose of 50 morphine mil-
ligram equivalent (MME) or more per day; and 
those taking central nervous system depressants 
with opioids.

°  Overdose risk is doubled for opioid dosages of 
50 to less than 100 MME per day compared with 
less than 20 MME per day; it may be even higher 
for dosages of more than 100 MME per day.

•  At each follow-up visit, the clinician should review 
treatment goals, risks and benefi ts of opioid therapy, 
and current pain and function with the patient and 
should assess for signs of adverse reactions (detailed 
in recommendation 8), opioid misuse, and/or opioid 
use disorder.
°  Early signs of opioid misuse or opioid use disor-

der include sedation, slurred speech, craving or 
taking opioids in greater dosages or at a higher 
frequency than prescribed, diffi  culty controlling 

use, and interference of opioid use with social, 
family, or work responsibilities.

°  Validated screening tools such as the Drug Abuse 
Screening Test (DAST); Tobacco, Alcohol, Pre-
scription medication, and other Substance use 
(TAPS) tool; and Alcohol Use Disorders Identi-
fi cation Test (AUDIT-C) may be used.

 ■ Acute pain

For patients with acute pain, the guideline indicates that 
“nonpharmacologic and nonopioid pharmacologic thera-
pies should be maximized, as many have been shown to 
be as eff ective as opioids for many types of acute pain. 
 Opioid therapy may be considered if anticipated benefi ts 
are expected to outweigh the risks to the patient and re-
alistic anticipated benefi ts and known risks are discussed 
with the patient” (recommendation 1, category B, evi-
dence 3).11 Acute pain usually responsive to nonopioid 

therapies includes musculoskeletal injuries, low back 
pain, and headaches, including migraines. Th ese therapies 
include, but are not limited to, superfi cial heat, massage, 
acupuncture, acupressure, transcutaneous electrical nerve 
stimulation, rest, ice, compression, elevation, topical or 
oral nonsteroidal anti-infl ammatory drugs (NSAIDs), 
acetaminophen, skeletal muscle relaxants, and triptans.

In initiating opioid therapy for acute pain, provid-
ers should prescribe immediate-release opioids rather 
than ER or LA opioids  (recommendation 3, category 
A, evidence type 4) at the lowest eff ective dose  (recom-
mendation 4, category A, evidence type 3) in a quantity 
no greater than that needed for the expected duration 
of pain severe enough to require opioids (recommen-
dation 6, category A, evidence type 4).11

Dosing for acute pain should be at least 4 hours 
apart on an as-needed basis, rather than on a scheduled 
or around-the-clock basis, and clinicians should avoid 
providing additional opioids “just in case” pain con-
tinues longer than anticipated.  Rather, a plan for timely 
reevaluation, typically within 2 weeks, to ensure resolu-
tion should be made. If opioids have been taken 
around-the-clock for more than a few days, a brief 
taper may be necessary. Continuation of opioid therapy 

Evaluation and discussion of the potential 
benefi ts and risks of opioid therapy with the 
patient are a central theme of the guideline.
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beyond 1 month becomes subacute pain management, 
and related recommendations should be followed for 
evaluation and tapering.

 ■ Subacute and chronic pain

Complete relief of subacute and chronic pain is oft en 
unrealistic. Th e clinician should discuss expected 
treatment goals focused on improved function and 
decreased pain; individualized nonpharmacologic 
and nonopioid pharmacologic therapies targeted to 
the specifi c condition and pain type should be opti-
mized to minimize use of opioid therapy (recom-
mendation 2, category A, evidence type 2).11 Inte-
grated pain management using multimodal therapies 
is ideal for chronic pain management. Th ese thera-
pies may include use of exercise, physical therapy, 
massage, yoga, acupuncture, cognitive behavioral 
therapy, mind-body practices, NSAIDs, tricyclic 
antidepressants, serotonin and norepinephrine reup-
take inhibitors, gabapentin, pregabalin, topical cap-
saicin, and lidocaine patches for pain relief. Inter-
ventional approaches such as glucocorticoid joint 
injections, epidural steroid injections, nerve ablation 
procedures, and neurostimulation procedures should 
also be considered.

Opioid therapy may be considered for subacute or 
chronic pain if anticipated benefi ts outweigh the risks 

to the patient. For the scenario of subacute or chronic 
pain, the following recommendations apply:
•  Opioid therapy should be initiated with immediate-

release opioids rather than  ER/LA opioids (recom-
mendation 3, category A, evidence type 4).11

°  ER/LA opioids are not to be used intermittently 
or in patients who are opioid-naive.

°  Switching to ER/LA opioids requires a reduction 
of total daily dosage to account for incomplete opi-
oid cross-tolerance and should be done with cau-
tion in patients with renal or hepatic dysfunction.

°  Methadone should not be the fi rst choice in pre-
scribing an ER/LA opioid. Th e prescription of 
methadone or transdermal fentanyl should only 
be undertaken by clinicians who are familiar 

with each drug’s dosing and absorption and who 
are prepared to educate patients about use.

°  If patients with chronic or subacute pain develop 
superimposed acute pain, nonopioid therapy 
should be used if possible.

•  For patients who are opioid-naive, prescribe the 
lowest eff ective dose (recommendation 4, category 
A, evidence type 3).11

°  Th e lowest starting dose for patients who are 
opioid-naive is oft en equivalent to a single dose 
of approximately 5 to 10 MME or a daily dosage 
of 20 to 30 MME. Conversion factors for com-
mon opioids can be found in the full guideline.

°  An exit strategy should be determined at initia-
tion in the event that, at any point, benefi ts do 
not outweigh the risks of continuing opioid 
 therapy. Th is strategy should include an individu-
alized plan to gradually taper and discontinue 
opioids if they will be used around the clock for 
more than a few days, avoiding abrupt discontinu-
ation unless the situation is life-threatening.

 ■ Continued opioid therapy

Th e guideline indicates: “For patients already receiving 
opioid therapy, clinicians should carefully weigh benefi ts 
and risks…when changing opioid dosage. If benefi ts 
outweigh risks of continued opioid therapy, clinicians 

should work closely with patients to 
optimize nonopioid therapies while 
continuing opioid therapy. If benefi ts 
do not outweigh risks of continued 
opioid therapy, clinicians should op-
timize other therapies and work 
closely with patients to gradually ta-

per to lower dosages or…appropriately taper and dis-
continue opioids” (recommendation 5, category B, evi-
dence type 4).11

•  Shared decision-making is important when discuss-
ing risks and benefi ts, as patient agreement facili-
tates a more successful treatment plan, whether that 
plan entails continuing or tapering opioids. Shared 
decision-making may include establishing goals 
related to function, pain control, and maximization 
of nonopioid therapies.

•  Resolution of the pain-causing condition and patient 
request for opioid discontinuation are indications 
for taper and discontinuation. Taper and discontinu-
ation may also be appropriate in other circumstanc-
es, such as if:

Integrated pain management using multimodal 
therapies is ideal for chronic pain management.
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°  opioid therapy has not improved function or 
reduced pain;

°  evidence of opioid misuse exists or the patient 
experiences an overdose or serious event;

°  the patient is using other medications or has a 
medical condition that increases risk;

°  the patient has adverse reactions that diminish 
quality of life or impair function; or

°  prolonged opioid treatment or higher dosages 
are not providing clear benefi ts.

•  A shorter duration of opioid use (weeks to months) 
may allow for a decrease of 10% of the original dose 
per week. Longer duration of opioid use may neces-
sitate a longer taper, typically of no more than 10% 
per month with monthly follow-ups. Behavioral 
health support may be needed.
°  Signs of opioid withdrawal such as anxiety, in-

somnia, abdominal pain, vomiting, diarrhea, 
diaphoresis, mydriasis, tremor, tachycardia, or 
piloerection may indicate the need for slower 
taper. Short-term use of alpha-2 agonists such 
as clonidine or tizanidine may reduce the sever-
ity of withdrawal symptoms.

°  Unless a life-threatening issue is indicated, rapid 
taper or sudden discontinuation should be 
avoided.

•  Opioid misuse or opioid use disorder may be re-
vealed by an unsuccessful opioid taper or discon-
tinuation. Th e clinician should assess the patient 
and plan for treatment if opioid misuse or opioid 
use disorder is identifi ed. Buprenorphine provided 
by a knowledgeable clinician may aid in the treat-
ment of opioid use disorder and taper of high-dose 
opioids.

 ■ Assessment of risk and risk mitigation

Clinicians should complete a proactive evaluation of 
potential risks prior to and during opioid therapy and 
should undertake strategies to mitigate risk, including, 
for example, coprescription of naloxone (recommen-
dation 8, category A, evidence type 4).11

•   Use validated tools such as the Generalized Anxiety 
Disorder-7 (GAD-7) and Patient Health Question-
naire (PHQ-9) to screen for and assess mental health 
and substance use disorders, consulting with or 
referring to a behavioral health specialist when 
appropriate.

•  Off er naloxone when prescribing opioids, and pro-
vide education on overdose prevention and 

naloxone use to the patient and household members. 
Discuss safe and secure storage of opioids and op-
tions for safe disposal of unused opioids.

•  Discuss common adverse reactions of opioids such 
as constipation, dry mouth, nausea, vomiting, drows-
iness, confusion, tolerance, and physical dependence 
as well as withdrawal symptoms when stopping 
opioids.
°  Prophylactic pharmacologic therapy such as a 

stimulant laxative may be needed to prevent 
constipation if opioids are taken regularly. Stool 
soft eners or fi ber laxatives without a stimulant 
laxative should be avoided.

°  Discuss the patient’s occupation and the poten-
tial eff ect of opioids on sleep, cognition, balance, 
coordination, and ability to safely continue work 
duties.

°  Counsel the patient on increased risk for over-
dose when opioids are combined with other 
drugs or alcohol.

•  Consider concurrent conditions including sleep 
apnea, pregnancy, renal or hepatic insufficiency, 
mental health conditions, and substance use disor-
ders in assessing the risk of opioid therapy.
°  Avoid prescribing opioids to patients with mod-

erate or severe sleep-disordered breathing if 
possible.

°  Opioid use during pregnancy imparts risk to the 
fetus and to the pregnant individual. Discussion 
regarding risks versus benefi ts as well as taper 
and discontinuation if possible is required as 
early as possible in pregnancy.

°  Individuals with renal or hepatic insuffi  ciency 
and patients age 65 years or older require more 
frequent monitoring.

Review the patient’s history of controlled substance 
prescriptions using state prescription drug monitoring 
program (PDMP) data prior to initiation of opioids 
and periodically thereaft er to identify opioid dosages 
or medication combinations that put the patient at 
high risk for overdose (recommendation 9, category 
B, evidence type 4).11

•  Monitor PDMP data at least every 3 months during 
long-term opioid therapy and discuss PDMP results 
with the patient.

•  Patients should not be dismissed from the practice 
based on PDMP information; instead, clinicians 
should use the situation as an opportunity for educa-
tion and risk discussions.
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•  When PDMP results suggest safety concerns, actions 
include collaboration with other clinicians prescrib-
ing controlled substances for the patient, tapering of 
medication to avoid unsafe doses, and/or toxicology 
testing to identify potential diversion.

Regardless of PDMP results, clinicians should 
consider the benefits and risks of periodic toxicol-
ogy testing throughout opioid therapy, both to as-
sess for prescribed opioids as well as for use of other 
prescribed or nonprescribed medications or sub-
stances (recommendation 10, category B, evidence 
type 4).11

•  Toxicology testing should be used to inform and 
improve patient care in the context of other clini-
cal information rather than as a punitive tool for 
potential dismissal. Patients should not be dis-
missed from a clinician’s care due to toxicology 
results alone; such dismissal has the potential to 
be harmful to patients.

•  Clinicians should explain initial results to the pa-
tient, gather data in a nonjudgmental manner to 
determine the need for confi rmatory testing, and 
provide education to the patient.

•  Unexpected results may necessitate more frequent 
evaluation of the patient, naloxone prescription, 
opioid dosage tapering or discontinuation, or refer-
ral for treatment of opioid use disorder.

Use caution when prescribing opioid pain medica-
tion and benzodiazepines (and other central nervous 
system depressants) concurrently (recommendation 
11, category B, evidence type 3).11

•  Check the PDMP for concurrent controlled 
medications.

•  Concurrent use of opioids and central nervous sys-
tem depressants such as benzodiazepines increases 
sedation, respiratory depression, and overdose risk. 
Evaluation of the benefi t of concurrent use should 
be weighed against risk and discussed with the 
patient.

•  If a taper of benzodiazepines is indicated, it should 
be done slowly; treatment for anxiety should be 
initiated if required.

For patients who have or develop opioid use dis-
order, the clinician should off er or refer for evidence-
based treatment with appropriate medications; detoxi-
fi cation alone oft en results in relapse (recommendation 
12, category A, evidence type 1).11

•  Clinicians should assess for and discuss opioid mis-
use or opioid use disorder with patients.

•  Patients with opioid use disorder should not be 
dismissed from the practice, as dismissal can ad-
versely aff ect patient safety.

 ■ Conclusion

Th e CDC 2022 opioid guideline is based on the latest 
scientifi c evidence and designed to promote safer and 
more effective pain management strategies.11 Pain 
management is more than writing a prescription. It is 
a comprehensive plan for evaluation, physical assess-
ment, education and counseling, multimodal treat-
ment, and frequent follow-up. Many primary care 
providers feel most confi dent in providing acute or 
chronic pain management to patients who have low 
risk for substance or opioid use disorders, have clearly 
identifi able pathologies for their pain, have need for 

only low doses of opioid medication, 
have limited polypharmacy, and are 
adherent to routine follow-up. If 
they do not have experience in pain 
management, primary care provid-
ers may wish instead to refer pa-
tients, under certain circumstances, 

to specialists or pain management practices. Patients 
warranting referral for care may include those whose 
pain is refractory to a reasonable immediate-release 
opioid trial; those requesting or requiring escalating 
doses of medication; those whose pain has no clearly 
defi ned pathology; those at high risk for substance use 
disorder, opioid misuse, or opioid diversion; those 
requiring routine interventional procedures for pain 
control; or those for whom the primary care provider 
is unable to maintain adequate evaluation, monitoring, 
and/or  follow-up. Using the CDC 2022 opioid guide-
line, clinicians support eff orts to reduce opioid misuse, 
opioid use disorder, and overdose deaths while 
 providing eff ective, comprehensive, and coordinated 
pain management for their patients.

 ■ Note

Th e CDC 2022 opioid guideline contains more infor-
mation than is included in this article. Providers are 

Pain management is more than writing a 
prescription.
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encouraged to review the full guideline for free by 
visiting doi.org/10.15585/mmwr.rr7103a1.11 
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