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Clinicians should ask patients about use of prescribed and other drugs and ask whether there might be unexpected results. 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). In most situations, initial urine drug testing can be performed with a relatively inexpensive immunoassay panel for commonly prescribed opioids and illicit drugs. When an ER/LA opioid is prescribed,
using one with predictable pharmacokinetics and pharmacodynamics is preferred to minimize unintentional overdose risk. This guideline provides recommendations that are based on the best available evidence that was interpreted and informed by expert opinion. N Engl J Med 2012;367:187–9. You can download the paper by clicking the button
above. Peer Review Per the final information quality bulletin for peer review ( iconexternal icon), peer review requirements applied to this guideline because it provides influential scientific information that could have a clear and substantial impact on public- and private-sector decisions. J Pain 2007;8:573–82. Endocrinologic harms 1 cross-sectional
study (n = 11,327) Serious limitations Unknown (1 study) No imprecision 3 None identified Long-term opioid use associated with increased risk for use of medications for erectile dysfunction or testosterone replacement versus nonuse (adjusted OR 1.5, 95% CI = 1.1–1.9). Only OGW members whose interests were determined to be minimal were
selected. 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. CrossRefexternal icon PubMedexternal icon Goodman LS, Limberd LE. 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. Abbreviations: CI = confidence interval; ER/LA = extended release/long-acting; HR = hazard ratio; MME = morphine milligram equivalents; OR = odds ratio. This guideline is intended to apply to patients aged ≥18 years with chronic pain
outside of palliative and end-of-life care. Corrected in: Demytteneare K. CrossRefexternal icon PubMedexternal icon Green TC, Mann MR, Bowman SE, et al. 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. NSAID use has been
associated with gastritis, peptic ulcer disease, cardiovascular events (111,112), and fluid retention, and most NSAIDs (choline magnesium trilisate and selective COX-2 inhibitors are exceptions) interfere with platelet aggregation (179). Before increasing total opioid dosage to ≥50 MME/day, clinicians should reassess whether opioid treatment is
meeting the patient’s treatment goals (see Recommendation 2). 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 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). MMWR Morb Mortal Wkly Rep 2012;61:10–3. J Am Geriatr Soc 2009;57:1331–46. 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 (141). JAMA 2013;309:657–9. Oxycodone for neuropathic pain and fibromyalgia in adults. 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. The cited studies primarily evaluated patients with a history of illicit opioid use, rather than prescription opioid use for chronic
pain. Disposal of unused medicines: what you should know. 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. 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). Some older adults suffer from cognitive impairment, which can increase risk for medication errors and make opioid-related confusion more dangerous. Experts also noted that clinicians should communicate with patients’ substance use disorder treatment providers if opioids are prescribed. Opioid prescribing: a systematic
review and critical appraisal of guidelines for chronic pain. Opioid medication and sleep-disordered breathing. icon Reuben DB, Alvanzo AAH, Ashikaga T, et al. Recommendations were associated with a range of evidence types, from type 2 to type 4. Injectable extended-release naltrexone for opioid dependence: a double-blind, placebo-controlled,
multicentre randomised trial. Overdose New for update: 1 cohort study (n = 840,606) Serious limitations Unknown (1 study) No imprecision 4 None identified One new cross-sectional study found initiation of therapy with an ER/LA opioid associated with increased risk of overdose versus initiation with an immediate-release opioid (adjusted HR 2.33,
95% CI = 1.26–4.32). 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. CDC constructed narrative summaries and tables based on relevant articles that met inclusion criteria, which are provided in the Contextual
Evidence Review ( . CrossRefexternal icon PubMedexternal icon Washington State Agency Medical Directors’ Group. 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 (145). Washington, DC: US Department of Veterans Affairs; 2010. 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. CrossRefexternal icon PubMedexternal icon Cowan DT,
Wilson-Barnett J, Griffiths P, Allan LG. Opioid use among adolescent patients treated for headache. †Not applicable as no evidence was available for rating. 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). 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. More detailed guidance on tapering, including management of withdrawal symptoms has been published previously (30,201). 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). 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. 9th ed. Stool softeners or laxatives might
be needed. Opioids compared with placebo or other treatments for chronic low back pain: an update of the Cochrane Review. Psychological therapies for the management of chronic pain (excluding headache) in adults. GRADE guidelines: 3. 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. 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. PubMedexternal icon Bellamy N, Campbell J, Robinson V, Gee T, Bourne R, Wells G. Type 1 evidence: Randomized clinical trials or overwhelming evidence from observational studies. 20ACEP%20Pamphlet%20FINAL_April%202014.pdfpdf iconexternal
icon Paone D, Dowell D, Heller D. Pediatr Emerg Care 2014;30:230–5. 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).
Users are referred to the electronic PDF version ( and/or the original MMWR paper copy for printable versions of official text, figures, and tables. BMJ 2015;350:h444. 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. CrossRefexternal icon PubMedexternal icon Li L, Setoguchi S, Cabral H, Jick S. It made my life a little easier: primary care providers’ beliefs and attitudes about using opioid treatment agreements. 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). 20Library/Prescriber_Guidelines_Dental.pdfpdf iconexternal icon National Heart Lung and Blood Institute. In addition, improved timeliness of PDMP data will improve their value in identifying patient risks. Database sources, including MEDLINE, PsycINFO, the Cochrane
Central Register of Controlled Trials, and the Cochrane Database of Systematic Reviews, varied by topic. 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). A feasibility study of transdermal buprenorphine versus transdermal fentanyl in
the long-term management of persistent non-cancer pain. 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 (recommendation category: A, evidence type: 3). J Pain Symptom Manage 2006;32:287–93. Atlanta, GA: US Department of Health and Human Services, CDC; 2016. American College of Emergency Physicians. Clinicians should avoid increasing opioid dosages to ≥90 MME/day or should carefully
justify a decision to increase dosage to ≥90 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.
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 stratification/mitigation approaches, and effectiveness of treatments for addressing potential harms of opioid therapy); clinician and patient values and preferences; and resource
allocation. Disclosures for the BSC are reported in the guideline. New York, NY: New York City Department of Health and Mental Hygiene; 2013. CrossRefexternal icon PubMedexternal icon Akbik H, Butler SF, Budman SH, Fernandez K, Katz NP, Jamison RN. Category B recommendation: Individual decision making needed; different choices will be
appropriate for different patients. 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 (31). Although clinicians have
reported favorable beliefs and attitudes about improvements in pain and quality of life attributed to opioids (159), 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). 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. 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). Hochberg MC, Altman RD, April KT, et al. 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). Cochrane Database Syst Rev 2011;9:CD005031 . 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). In pain clinic settings, prevalence of misuse ranged from 8% to 16% and addiction from 2% to 14%. 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 (151–153). CrossRefexternal icon PubMedexternal icon Rolita L, Spegman A, Tang X, Cronstein BN.
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). 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. Multiple guidelines recommend acetaminophen as first-line pharmacotherapy for osteoarthritis (104–109) or for low back pain (110) 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). MMWR Morb Mortal Wkly Rep 2014;63:563–8. 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).
Benefits of high-dose opioids for chronic pain are not established. Discuss storage of opioids in a secure, preferably locked location and options for safe disposal of unused opioids (188). CrossRefexternal icon PubMedexternal icon American Society of Anesthesiologists Task Force on Acute Pain Management. 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. Opioid therapy for chronic pain. According to the GRADE methodology, a particular quality of evidence does not necessarily imply a particular strength of recommendation
(48–50). 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 immediaterelease opioids) are ineffective, not tolerated, or would be otherwise inadequate to provide sufficient management of pain (121). The ability of single screening questions for unhealthy alcohol and other drug use to identify substance dependence in primary care. Previous guidelines have strongly recommended aerobic, aquatic, and/or resistance
exercises for patients with osteoarthritis of the knee or hip (176). Methods used to streamline the process include limiting searches by databases, years, and languages considered, and truncating quality assessment and data abstraction protocols. 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. Estimates of pain prevalence and severity in adults: United States, 2012. CrossRefexternal icon PubMedexternal icon Naliboff BD, Wu SM, Schieffer B, et al. Expert opinion is reflected within each of the recommendation rationales. Nonmedical
prescription opioid use in childhood and early adolescence predicts transitions to heroin use in young adulthood: a national study. Regarding duration of use, patients can experience tolerance and loss of effectiveness of opioids over time (130). Periconceptional use of opioids and the risk of neural tube defects. Management of pain in elderly patients
with cancer. However, opioids have unique effects such as tolerance and physical dependence that might influence assessments of benefit over time. CrossRefexternal icon PubMedexternal icon DeVries A, Koch T, Wall E, Getchius T, Chi W, Rosenberg A. CDC, with the assistance of a methodology expert, searched the literature to identify newly
published studies on these four original questions. CrossRefexternal icon PubMedexternal icon Ray WA, Chung CP, Murray KT, Cooper WO, Hall K, Stein CM. Pain Suppl 1986;3:S1–226. 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. 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). Pain Res Manag 2007;12:13–21. In addition, studies on currently
available risk assessment instruments were sparse and showed inconsistent results (KQ4). 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. International
Association for the Study of Pain. 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.
CrossRefexternal icon PubMedexternal icon Hooten WM, Timming R, Belgrade M, et al. icon Food and Drug Administration. Experts noted that function can include emotional and social as well as physical dimensions. Most recently, analysis of data from the 2012 National Health Interview Study showed that 11.2% of adults report having daily pain
(8). Greater number of narcotic analgesic prescriptions for osteoarthritis is associated with falls and fractures in elderly adults. Extensive evidence shows the possible harms of opioids (including opioid use disorder, overdose, and motor vehicle injury). Effective Health Care Program. Older adults might also be at increased risk for falls and fractures
related to opioids (136–138). CrossRefexternal icon PubMedexternal icon Gomes T, Mamdani MM, Dhalla IA, Paterson JM, Juurlink DN. The recommendations are grouped into three areas for consideration: Determining when to initiate or continue opioids for chronic pain. Opioid use for noncancer pain and risk of myocardial infarction amongst
adults. Common chronic pain conditions in developed and developing countries: gender and age differences and comorbidity with depression-anxiety disorders. Cochrane Database Syst Rev 2006:1:CD001333. 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. Corresponding author: Deborah Dowell, Division of Unintentional Injury Prevention, National Center for Injury Prevention and Control, CDC. Stakeholder Review Group John Markman, MD,
American Academy of Neurology; Bob Twillman, PhD, American Academy of Pain Management; Edward C. 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. It is important that patients receive appropriate pain treatment with careful consideration of the benefits and risks of treatment options. If opioids are used, they should be combined with nonpharmacologic therapy and nonopioid pharmacologic therapy, as appropriate. Discuss the importance of
reassessing safer medication use with both the patient and caregiver. 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 ( . Cochrane Database Syst Rev 2007;4:CD003786. Epidural corticosteroid injection: drug
safety communication. Activities that did not pose a conflict (e.g., participation in Food and Drug Administration [FDA] activities or other guideline efforts) are disclosed. American Psychiatric Association. 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. J Pain Symptom Manage 2008;36:383–95. Opioid use for noncancer pain and risk of fracture in adults: a nested case-control study using the general practice research database. Thorson D, Biewen P, Bonte B, et al. 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). 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. 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). Most experts agreed that PDMP data should be reviewed every 3 months or more frequently during long-term opioid therapy. 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. URL addresses listed in MMWR were current as of the date of publication. Plovnick; MD, American Society of Hematology; Sanford M. 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). 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 with fewer days’ supply will minimize the number of pills available for unintentional or intentional diversion. 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. CrossRefexternal icon PubMedexternal icon Attal N, Cruccu G, Baron R, et al. Regarding risk mitigation approaches, limited evidence was found regarding benefits and harms. Risk factors for drug dependence among out-patients on opioid therapy
in a large US health-care system. 4) Use particular caution with methadone dose conversions because the conversion factor increases at higher doses. 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. 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. 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 (17). Corrected in: Neurology 2011;77:603. The recommendations are not intended to provide guidance on use of opioids as part of medication-assisted treatment for opioid use
disorder. National and state treatment need and capacity for opioid agonist medication-assisted treatment. A recent study of Veterans Health Administration patients with chronic pain found that patients who died of overdoses related to opioids were prescribed higher opioid dosages (mean: 98 MME/day; median: 60 MME/day) than controls (mean: 48
MME/day, median: 25 MME/day) (127). Comparative effectiveness of different ER/LA opioids Pain and function 3 randomized trials (n = 1,850) Serious limitations No inconsistency No imprecision 3 None identified No differences All-cause mortality 1 cohort study (n = 108,492) New for update: 1 cohort study (n = 38,756) Serious limitations Serious
inconsistency No imprecision 4 None identified One cohort study found methadone to be associated with lower all-cause mortality risk than sustained-release morphine in a propensity-adjusted analysis (adjusted HR 0.56, 95% CI = 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% CI = 1.17–1.73). Rating the quality of evidence. 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. Contextual evidence is complementary
information that assists in translating the clinical research findings into recommendations. ; American College of Emergency Physicians Opioid Guideline Writing Panel. The recommendations do not address the use of opioid pain medication in children or adolescents aged 200 morphine milligram equivalents (MME) died from opioid-related overdose
(25). Emphasize improvement in function as a primary goal and that function can improve even when pain is still present. Interagency collaboration will be critical for translating these recommendations into clinical practice. 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 (158). All HTML versions of MMWR articles are generated from final proofs through an automated process. 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. Osteoarthritis Cartilage 2008;16:137–62. PubMedexternal icon American Pain Society, American Academy of Pain Medicine Opioids Guidelines Panel. CrossRefexternal icon PubMedexternal icon Wilson HD, Dansie EJ, Kim MS, Moskovitz BL, Chow W, Turk DC. 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. Arch Intern Med 2011;171:686–91. 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. 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. 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. CrossRefexternal icon PubMedexternal icon Guyatt GH, Oxman AD, Vist GE, et al. 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. Anesthesiology 2012;116:248–73.
CrossRefexternal icon PubMedexternal icon Jamison RN, Sheehan KA, Scanlan E, Matthews M, Ross EL. 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. JAMA Intern Med 2013;173:196–201. Arthritis Care Res (Hoboken) 2012;64:465–74. 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 (KQ2); therefore, follow-up earlier than 3 months might be necessary to provide the greatest opportunity to prevent the development of opioid use disorder. CrossRefexternal icon PubMedexternal icon Saitz R, Cheng DM, Allensworth-Davies D, Winter MR, Smith PC. Clinicians should discuss unexpected results with the local laboratory or
toxicologist and with the patient. Patients who are not taking opioids (including patients who are diverting all opioids they obtain) do not require tapers. In 2013, on the basis of DSM-IV diagnosis criteria, an estimated 1.9 million persons abused or were dependent on prescription opioid pain medication (21). CrossRefexternal icon PubMedexternal
icon Hartung DM, Middleton L, Haxby DG, Koder M, Ketchum KL, Chou R. 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. 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. The clinical evidence review did not address risks of benzodiazepine co-prescription among patients prescribed opioids. Clinical
practice guidelines focused on prescribing can improve clinician knowledge, change prescribing practices (28), and ultimately benefit patient health. Clinical practice statement: emergency department opioid prescribing guidelines for the treatment of non-cancer related pain. Chevy Chase, MD: American Society of Addiction Medicine; 2015.
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. CrossRefexternal icon PubMedexternal icon Park TW,
Saitz R, Ganoczy D, Ilgen MA, Bohnert AS. 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).
Clinicians should use caution when prescribing opioids at any dosage, should carefully reassess evidence of individual benefits and risks when 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. 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. 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. 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). Before writing an opioid prescription for ≥30 days, clinicians should establish treatment goals with patients. Expediting systematic reviews: methods and implications of rapid reviews. 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). CDC conducted a contextual evidence review to supplement the clinical evidence review based on systematic searches of the literature. PubMedexternal icon Buchbinder R, Green S, Youd JM. More details on methods for the
contextual evidence review are provided in the Contextual Evidence Review ( . Previous guidelines have recommended more frequent urine drug testing in patients thought to be at higher risk for substance use disorder (30). Additional clinical trial and observational research is needed, and encouraged, to inform development of future guidelines for
this critical population. Some guidelines recommend topical NSAIDs for localized osteoarthritis (e.g., knee osteoarthritis) over oral NSAIDs in patients aged ≥ 75 years to minimize systemic effects (176). A clinical practice guideline that contains further guidance regarding methadone prescribing for pain has been published previously (191). 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 opioidrelated overdose alone (172). Opioids used in pregnancy can be associated with additional risks to both mother and fetus. 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). A comparison of common screening methods for predicting aberrant drug-related behavior among patients receiving opioids for chronic pain management. In primary care settings, prevalence of opioid dependence (using DSM-IV criteria) ranged from 3% to 26% (55,56,59). If patients experience nonfatal opioid overdose, clinicians should work
with them to reduce opioid dosage and to discontinue opioids when possible (see Recommendation 7). Determining When to Initiate or Continue Opioids for Chronic Pain 1. CrossRefexternal icon PubMedexternal icon Ballantyne JC, Mao J. GRADE guidelines: a new series of articles in the Journal of Clinical Epidemiology. 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. Draft of the National Pain
Strategy: a comprehensive population health level strategy for pain. BMJ 2008;336:924–6. J Opioid Manag 2010;6:385–95. It also found higher doses associated with increased risk. CrossRefexternal icon PubMedexternal icon Ralphs JA, Williams AC, Richardson PH, Pither CE, Nicholas MK. 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). CrossRefexternal icon PubMedexternal icon Miech R, Johnston L, O’Malley PM, Keyes KM, Heard K. Ahmed F. 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. 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. CrossRefexternal icon PubMedexternal icon Substance Abuse and Mental Health Services Administration. 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. EULAR
recommendations 2003: an evidence based approach to the management of knee osteoarthritis: report of a Task Force of the Standing Committee for International Clinical Studies Including Therapeutic Trials (ESCISIT). 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). Assessing risk for drug overdose in a national cohort: role for both daily and total opioid dose? 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: Pam Archer, MPH, Oklahoma State Department of Health; Jane Ballantyne, MD; University of Washington (retired); Amy Bohnert, PhD; University of Michigan; Bonnie Burman, ScD; Ohio 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. BMJ 1994;308:577–80. 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. CDC has applied the ACIP translation of the GRADE
framework in this guideline. 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. 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). 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 states that permit delegating access to other members of the health care team, workload for prescribers can be reduced. CrossRefexternal icon PubMedexternal icon Saunders KW, Dunn KM, Merrill JO, et al. 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). Alternatively, clinicians can arrange for a substance use disorder treatment specialist to assess for the presence of opioid use disorder. GRADE guidelines: 15. 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. 12. Am J Med 2009;122(Suppl):S22–32. 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). Clinicians help patients arrive at a decision consistent with patient values and preferences and specific clinical situations. The diagnosis and pathophysiologic mechanism of pain have implications for symptomatic pain treatment with
medication. Interpreting change scores for pain and functional status in low back pain: towards international consensus regarding minimal important change. 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. Experts emphasized that clinicians should communicate with mental health professionals managing the patient to discuss the patient’s needs, prioritize patient goals, weigh risks of concurrent benzodiazepine and opioid
exposure, and coordinate care. J Pain 2014;15:747–55. CrossRefexternal icon PubMedexternal icon Tsang A, Von Korff M, Lee S, et al. 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. 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). Information about qualifications and the process to obtain a waiver are available from SAMHSA (222). Maryland emergency
department and acute care facility guidelines for prescribing opioids. CBT addresses psychosocial contributors to pain and improves function (97). 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. 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.
PubMedexternal icon Hwang CS, Turner LW, Kruszewski SP, Kolodny A, Alexander GC. Clinicians should avoid prescribing opioids and benzodiazepines concurrently whenever possible. Addiction Severity Index in a chronic pain sample receiving opioid therapy. 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. 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. Am J Prev Med 2015;49:493–501. Opioid Conversion factor* Codeine 0.15 Fentanyl transdermal (in mcg/hr) 2.4 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. 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. Summary of Findings for Clinical Questions The main findings
of this updated review are consistent with the findings of the 2014 AHRQ report (14). Loading PreviewSorry, preview is currently unavailable. For many patients, aspects of these approaches can be used even when there is limited access to specialty care. J Pregnancy 2014;906723 . 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. J Opioid Manag 2006;2:31–4. Pain Med 2009;10:1426–33. A fact sheet was posted on the CDC Injury Center website ( summarizing the guideline development process and clinical practice areas
addressed in the guideline; instructions were included on how to submit comments via email. CrossRefexternal icon PubMedexternal icon Yue HJ, Guilleminault C. icon Cheng D, Majlesi N. They are based on emerging evidence, including observational studies or randomized clinical trials with notable limitations. PubMedexternal icon Hardt J,
Jacobsen C, Goldberg J, Nickel R, Buchwald D. icon Nuckols TK, Anderson L, Popescu I, et al. CrossRefexternal icon PubMedexternal icon Coste J, Delecoeuillerie G, Cohen de Lara A, Le Parc JM, Paolaggi JB. For example, hydromorphone is a metabolite of hydrocodone, and oxymorphone is a metabolite of oxycodone. CrossRefexternal icon
PubMedexternal icon Liang Y, Turner BJ. 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). Bloomington, MN: Institute for Clinical Systems Improvement; 2014. 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. Fractures 1 cohort study (n = 2,341) Serious limitations Unknown (1 study) Serious
imprecision 3 None identified Risk of fracture increased from an adjusted HR of 1.20 (95% CI = 0.92–1.56) at 1 to
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