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Purpose for Class Update: 
The focus of this update is to review evidence for short-acting opioids (SAOs) and long-acting opioids (LAOs) published since this drug class was last presented to 
the Pharmacy and Therapeutics (P&T) Committee.  
 

Research Questions: 
1. What is the comparative efficacy or effectiveness of different opioids in reducing pain and improving functional outcomes (e.g., disability) in adult patients 

being treated for acute or chronic non‐cancer pain?  
2. Do harms differ between drugs with and without abuse‐deterrent mechanisms or between drugs with different abuse‐deterrent mechanisms?  
3. What are the comparative harms (including addiction and abuse) of different opioids in adult patients being treated for acute or chronic non‐cancer pain?  
4. Are there subpopulations of patients (specifically by race, age, sex, socio‐economic status, type of pain, or comorbidities) with acute or chronic non‐cancer 

pain for which one opioid is more effective or associated with less harm?  
 

Conclusions: 
 In a systematic review and meta-analysis of randomized clinical trials (RCTs) of patients with chronic non-cancer pain, high-quality evidence showed that 

opioid use was associated with statistically significant, but modest improvements in pain (−0.69 cm on a 10-cm pain scale) and physical functioning (2.04 of 
100 points), and increased risk of vomiting (relative risk [RR] 3.44, 95% confidence interval [CI] 2.80 to 4.10) compared with placebo.1 Low- to moderate-
quality evidence showed no difference in pain and physical functioning when opioids were compared with nonsteroidal anti-inflammatory drugs (NSAIDs) or 
nortriptyline.1 Moderate-quality evidence suggested opioids were associated with greater pain relief than antiepileptic drugs (weighted mean difference 
[WMD] −0.90, 95% CI −1.65 to −0.14 cm on the 10-cm pain scale), but no significant differences in physical function were noted.1  

 A high quality systematic review funded by the Agency for Healthcare Research and Quality (AHRQ) concluded there is low to moderate quality evidence 
demonstrating opioids have statistically significant, but minimal effects in alleviating pain (mean difference, about 1 point on a 0- to 10-point pain scale) or 
improving function (mean difference, about 1 point on the 24 point Roland-Morris Disability Questionnaire) when opioids are used to treat chronic low back 
pain (LBP).2 Trials included in the systematic review were not designed to assess long-term risks for overdose or opioid use disorder because of relatively 
small samples sizes, short follow-up, and exclusion of higher-risk patients.2 
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 A 2017 Cochrane review evaluated the occurrence and nature of adverse events associated with opioid medications when used to manage chronic, non-
cancer pain.3 Low to moderate quality evidence showed an increased risk of any adverse event with opioid treatment compared to placebo (absolute event 
rate with opioids 78% vs. absolute event rate with placebo 55%; number needed to treat for harmful outcome [NNTH] = 5; RR 1.42; 95% CI 1.22 to 1.66). 3 
Similar adverse event trends were observed when opioids were compared to an active non-opioid comparator (absolute event rate with opioids 58% vs. 
absolute event rate with non-opioid comparator 48%; NNTH = 10; RR 1.21, 95% CI 1.10 to 1.33).3   

 The American Society of Interventional Pain Physicians (ASIPP) 2017 Guideline provides recommendations for prescribing opioids to manage chronic non-
cancer pain in adults.4 The recommendations emphasize chronic opioid therapy should be provided only to patients with proven medical necessity and 
stable improvement in pain and function. Chronic opioid therapy is recommended independently or in conjunction with other modalities of treatments only 
at low doses with appropriate adherence monitoring and understanding of adverse events.4 

 The updated 2017 Veterans Affairs (VA)/Department of Defense (DOD) clinical practice guideline for opioid therapy for chronic pain support the current 
Oregon Health Plan (OHP) prior authorization policies for short- and long-acting opioid analgesics. 

 The updated VA/DoD 2017 clinical practice guideline for diagnosis and treatment of low back pain (LBP) includes a recommendation that for patients with 
acute or chronic LBP, the first-line pharmacologic strategy is to treat with NSAIDs, with consideration of patient-specific risks (based on high quality 
evidence).5 The current literature for patients with acute LBP or acute exacerbations of chronic LBP shows insufficient evidence to support short-term (less 
than 7 days) opioid therapy.5 There is high quality evidence against initiating long-term opioid therapy in patients with LBP.5  A 2017 clinical practice 
guideline from the American College of Physicians (ACP) also focused on noninvasive treatments for acute, subacute, and chronic LBP.6 Clinicians should only 
consider opioids as a treatment option in patients with LBP who have failed the other treatments, and only after a discussion of known risks and realistic 
benefits with patients if the potential benefits outweigh the risks.6 

 In February 2019, the CDC issued key clarification on the 2016 guidance for prescribing opioids for chronic pain.7 The statement conveys the CDC guideline is 
not intended to deny clinically appropriate opioid therapy to any patients who suffer acute or chronic pain from conditions such as cancer and sickle cell 
disease, but rather to ensure that physicians and patients consider all safe and effective treatment options for pain management with the goal of reducing 
inappropriate use.7 

Significant Food and Drug Administration Safety Alerts 

 As of April 2017, the Food and Drug Administration (FDA) is recommending to restrict the use of codeine and tramadol medicines in children.8 These 
medicines carry serious risks, including slowed or difficult breathing and death, which appear to be a greater risk in children younger than 12 years, and 
should not be used in these children. Codeine and tramadol should not be used to treat pain after tonsillectomy or adenoidectomy in children younger than 
18 years.8 Avoid use in adolescents between 12 to 18 years who are obese or have conditions such as obstructive sleep apnea or severe lung disease, which 
may increase the risk of breathing problems.8 Single-ingredient codeine and all tramadol-containing products are FDA-approved only for use in adults.8 The 
FDA also recommends against the use of codeine and tramadol medicines in breastfeeding mothers due to possible harm to their infants.8 

 As of January 2018 the FDA is requiring safety labeling changes for prescription cough and cold medicines containing codeine or hydrocodone to limit the 
use of these products to adults 18 years and older.9 The risks of slowed or difficult breathing, misuse, abuse, addiction, overdose, and death with these 
medicines outweigh their benefits in patients younger than 18.9 

 In September 2018, the FDA added a REMS program requirement for all opioids.10 The program includes continuing education for providers regarding pain 
management, safe dispensing, and recommended monitoring. There is no mandatory federal requirement that prescribers take training and no precondition 

to prescribing or dispensing opioid analgesics to patients. All opioid product labeling was updated to reflect this change. The FDA’s goal is to reduce serious 
adverse outcomes resulting from inappropriate prescribing, misuse and abuse of opioid analgesics, while maintaining patient access to pain medications.10 
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 An April 2019 FDA safety communication alerted practitioners about reports of serious harm in patients who are physically dependent on opioid pain 
medicines suddenly having these medicines discontinued or the dose rapidly decreased.11 The FDA is requiring changes to the prescribing label for these 
medicines that are intended for use in the outpatient setting. These changes are designed to promote safe tapering or discontinuing of opioids in patients 
who are physically dependent on the medication.11 
 

Recommendations:  
 Revise prior authorization Criteria (PA) as follows: 

o Add dihydrocodeine morphine milliequivalents to opioid conversion chart listed in SAO PA criteria 
o Add pain associated with sickle cell disease and severe burn injury as an exclusion to SAO and LAO PA criteria 
o Add concomitant benzodiazepine/CNS depressant use as an assessment to SAO and LAO PA criteria 
o Remove taper plan for patients using chronic SAO’s for back and spine, based on HERC guidance 

 Retire codeine PA criteria and add a question about use of codeine and tramadol to the SAO PA criteria to insure appropriate use in patients under the 
age of 19 years based on FDA safety alerts. 

 No changes to the Preferred Drug List (PDL) are recommended based on recent evidence. 

 Review costs in executive session. 

 
Summary of Prior Reviews and Current Policy 
A literature scan focused on SAOs was presented to the P and T Committee in May 2015. Recommendations from the review were to update current PA criteria 
for excessive dose limits on opioid/non-narcotic combination products based on FDA labeling. Propoxyphene products and combination products containing 500 
mg of acetaminophen were removed from the Preferred Drug List (PDL), and the maximum recommended daily aspirin dose was decreased from 8 gram per day 
to 4 gram per day. 
 
The purpose of November 2016 opioid analgesic class update was to propose new drug policies for SAOs and LAOs that aligned with guidance from the CDC and 
the prioritized list of health services established by the Oregon Health Plan (OHP) Health Evidence Review Commission (HERC). Prior authorization criteria for 
opioid analgesics approved by the P&T Committee at the November 2016 meeting are outlined in Appendix 5. Specific recommendations included: 

 Maintain non-preferred status for Troxyca ER (oxycodone/naltrexone) extended-release capsules. 

 Patients with a terminal diagnosis or cancer diagnosis are exempt from PA. 

 All non-preferred SAO products and preferred SAO products prescribed for more than 7 days are subject to clinical PA criteria. 

 All long-acting opioid analgesics are subject to clinical PA criteria. 
 
Most of the Fee for Service (FFS) utilization in the first quarter of 2019 for LAOs was for preferred agents (extended release morphine extended release and 
fentanyl patches). The majority of the 2019 first quarter utilization for the SAOs included the preferred products, hydrocodone/acetaminophen, oxycodone and 
tramadol. 
 
At the May 16, 2019 Value-based Benefits Subcommittee (VbBS) meeting of the Health Evidence Review Commission (HERC) the members explored expansion of 
coverage and treatments for 5 chronic pain conditions that were currently unfunded on the Oregon Health Authority (OHA) Prioritized List of Health Services.12 An 
independent external review of the evidence was completed by Aggregate Analytics Incorporated. The conditions specified in the HERC proposal included 
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fibromyalgia, chronic pain syndrome, chronic pain due to trauma, other chronic post-procedural pain, and other chronic pain. Pharmacologic interventions included 
opioids and non-opioid therapies. Non-pharmacologic interventions included tai chi, yoga, exercise, acupuncture, interdisciplinary rehabilitation, mindfulness, 
massage, physical therapy, cognitive behavioral therapy and education. The VbBS recommended to not reprioritize chronic pain syndrome, fibromyalgia and 
related conditions due to lack of evidence of effectiveness of available treatment modalities and to consider readdressing the prioritization of these conditions as 
part of the 2022 or 2024 Biennial Review.12 This recommendation was approved by HERC members at their May 16, 2019 committee meeting and no changes 
were made to the OHA Prioritized List.13 In addition wording for Guideline Note 60, which outlines when opioids are covered for back and neck conditions, was 
revised to state:  “For patients receiving long-term opioid therapy (>90 days) for conditions of the back and spine, continued coverage of opioid medications 
requires an individual treatment plan which includes a taper plan when clinically indicated.”13 This recommendation was approved by the HERC members and will 
be effective October 1, 2109.13 

 
Background: 
To estimate the prevalence of chronic pain in the United States (U.S.), the CDC analyzed 2016 National Health Interview survey (NHI) data.14 The NHI survey is a 
cross-sectional, in-person, household health survey of the civilian noninstitutionalized U.S. population, conducted by the National Center for Health Statistics 
(NCHS).14 Results from the survey revealed an estimated 20.4% (50.0 million) of U.S. adults had chronic pain and 8.0% of U.S. adults (19.6 million) had high-
impact chronic pain (i.e., chronic pain that frequently limits life or work activities).14  Higher prevalences of both chronic pain and high-impact chronic pain were 
reported among women, older adults, adults living in poverty, adults with public health insurance, and rural residents.14 Among adults less than 65 years, the 
age-adjusted prevalence of chronic pain was higher among those with Medicaid and other public health care coverage or other insurance (e.g., Veteran’s 
Administration, certain local and state governments) than among adults with private insurance or those who were uninsured.14 Among adults aged 65 years and 
greater, those with both Medicare and Medicaid had higher age-adjusted prevalence of chronic pain than did adults with all other types of coverage.14  
 
Although opioids are commonly prescribed for pain, opioids have shown modest efficacy in pain reduction.15 Evidence supports short-term efficacy (less than 12 
weeks) of opioids for relieving pain and improving function in non-cancer nociceptive and neuropathic pain, although the effects in some pain conditions such as 
low back pain are modest and may not be clinically meaningful for most patients.15 Evidence for long-term efficacy of opioids is lacking despite well documented 
risks for long-term opioid therapy.16 Opioid analgesics are widely diverted and improperly used, which has resulted in a national epidemic of opioid-related 
deaths.17 Unintentional drug overdose death rates increased from 4.0 per 100,000 in 1999 to 17.1 in 2016 (p<0.05).18 In 2016, a total of 17,087 persons in the 

United States died from drug overdoses involving prescription opioids.18 The FDA issued an alert regarding safety issues associated with concomitant use 
of opioids with drugs that depress the central nervous system (CNS) in 2016.19 An FDA review found  combined use of opioid medicines with 
benzodiazepines or other CNS depressants has resulted in serious side effects, including slowed or difficult breathing and deaths.19 
 
Because of these alarming trends, in 2016 the CDC issued guidance for prescribing opioids to serve as a resource to providers treating adults with chronic pain 
outside of active cancer treatment, palliative care, or end-of-life care.15 The CDC recommended opioids only be initiated for treatment of chronic non-cancer 
pain when alternative therapies have not provided sufficient pain relief or cannot be used (e.g., contraindications to non-opioid analgesics) and pain is adversely 
affecting a patient's function and/or quality of life and when the potential benefits of opioid therapy outweigh potential harms and after discussion with the 
patient of all risks, benefits, and alternatives to opioid therapy.15 The CDC guidance is based on a systematic review of studies over the past 20 years, expert 
opinion and stakeholder review.15 To encourage uptake of the guideline, CDC developed a comprehensive implementation plan. In addition, CDC has developed 
clinical decision support tools that health care systems can incorporate into clinical workflow within electronic health records.  
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According to data compiled by the CDC, healthcare providers wrote 72.4 opioid prescriptions per 100 persons in 2006.18 This rate increased annually by 3.0% 
from 2006 to 2010, decreased 1.6% annually from 2010 to 2014, and continued to decrease annually by 8.2% until 2017, reaching a rate of 58.5 prescriptions per 
100 persons.18 This represents an overall relative reduction of 19.2% from 2006 to 2017.18 Between 2006 and 2017, the annual prescribing rate for high dosage 
opioid prescriptions (≥ 90 morphine milligram equivalents/day) decreased from 11.5 to 5.0 prescriptions per 100 persons, an overall relative reduction of 
56.5%.18 The proportion of opioid prescriptions that were high dosage declined from 15.9% in 2006 to 8.5% in 2017.18 Although some prescribing practices 
continued to improve in 2017,  sustained efforts are needed to help providers adopt and maintain safe prescribing behaviors.18 
 
In 2019, an American Academy of Pain Medicine (AAPM) consensus panel report identified challenges with implementing the 2016 CDC guidance.20 The AAPM 
panel largely supported the CDC opioid guideline, but noted challenges for providers with respect to application of opioid dosage ceilings and prescription 
duration guidance, failure to appreciate the importance of patient involvement in decisions to taper or discontinue opioids, barriers to diagnosis and treatment 
of opioid use disorder, and impeded access to recommended comprehensive, multimodal pain care.20 In February 2019, the CDC issued key clarification on the 
2016 guidance for prescribing opioids for chronic pain.7 The clarification letter was addressed to The American Society of Clinical Oncology (ASCO), the American 
Society of Hematology (ASH), and the National Comprehensive Cancer Network® (NCCN). The letter conveys the CDC guideline is not intended to deny clinically 
appropriate opioid therapy to any patients who suffer acute or chronic pain from conditions such as cancer and sickle cell disease, but rather to ensure that 
physicians and patients consider all safe and effective treatment options for pain management with the goal of reducing inappropriate use.7 In April 2019 the 
FDA issued a safety warning regarding reports of serious harm in patients physically dependent on opioid pain medications who were discontinued or had rapid 
dose reductions in opioid therapy.21 Reported harms included serious withdrawal symptoms, uncontrolled pain, psychological distress, and suicide. The FDA has 
required label changes in opioid medications to guide prescribers on gradual, individualized tapering of opioids.21 A variety of factors, including the dose of the 
drug, the duration of treatment, the type of pain being treated, and the physical and psychological attributes of the patient should be considered when tapering 
opioids.21 No standard opioid tapering schedule exists that is suitable for all patients.21 
 
Pain intensity measurements used in clinical trials include the visual analog scale (VAS; scale, 0-100 or 0-10) and numerical rating scale (NRS; scale, 0-10).22 The 
NRS and VAS are highly correlated and can be interpreted equally. For acute pain, the minimum clinically important difference (MCID) in the 11-point VAS is 1.4 
(95% CI, 1.2 to 1.6).23 Similar MCID values have been shown with 100-point scales.24 The proposed MCID thresholds for chronic pain and low back pain are about 
2.0 points on the 0 to 10-point scale or 20 points on the 0 to 100-point scale.22 The impact of opioids on disability is also frequently studied in clinical trials of low 
back pain. Measurements commonly used include the Oswestry Disability Index scores (range, 0-100) and the Roland-Morris Disability Questionnaire (RMDQ) 
scores (range, 0-24).22 The Oswestry Disability Index and RMDQ tools are also highly correlated and share similar properties.22 Similarly, a 10-point difference in 
0-100 scales for chronic disability is considered a “minimal” difference and 20-point differences are considered to be “clinically important”.22  
 
The Brief Pain Inventory (BPI) is widely used in pain specialty and research settings, but is impractical for clinicians caring for patients in the office due to 
instrument length and scoring complexity.25 An ultra-brief pain measure derived from the BPI  was developed and validated in patients with chronic pain in 
2009.25 This 3-item scale assesses pain intensity (P), interference with enjoyment of life (E), and interference with general activity (G) using a VAS ranging from 0 
(no pain/no interference) to 10 (pain as bad as you imagine/complete interference).25 The PEG scale proved to be a reliable and valid measure of pain among 
primary care patients with chronic musculoskeletal pain and diverse Veterans Affairs (VA) ambulatory patients.25 The PEG was also comparable to the BPI in 
terms of responsiveness to between patients with and without pain improvement at 6 months.25 For these reasons, the PEG scale was added to the OHP PA 
criteria for opioids in 2016. 
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Methods: 
A Medline literature search for new systematic reviews and RCTs assessing clinically relevant outcomes to active controls, or placebo if needed, was conducted. 
The Medline search strategy used for this review is available in Appendix 3, which includes dates, search terms and limits used. The OHSU Drug Effectiveness 
Review Project, Agency for Healthcare Research and Quality (AHRQ), National Institute for Health and Clinical Excellence (NICE), Department of Veterans Affairs, 
and the Canadian Agency for Drugs and Technologies in Health (CADTH) resources were manually searched for high quality and relevant systematic reviews. 
When necessary, systematic reviews are critically appraised for quality using the AMSTAR tool and clinical practice guidelines using the AGREE tool. The FDA 
website was searched for new drug approvals, indications, and pertinent safety alerts.  
 
The primary focus of the evidence is on high quality systematic reviews and evidence-based guidelines. Randomized controlled trials will be emphasized if 
evidence is lacking or insufficient from those preferred sources.  

 
New Systematic Reviews: 
Opioids for Chronic Non-cancer Pain 
A high quality systematic review and meta-analysis included evidence published through April 2018 to evaluate safety and efficacy of opioids for management of 
chronic non-cancer pain.1 The primary outcomes were pain intensity (score range, 0-10 cm on a VAS for pain; lower is better with a MCID of 1 cm), physical 
functioning (score range, 0-100 points on the 36-item Short Form physical component score [SF-36 PCS]; higher is better and the MCID is 5 points), and incidence 
of vomiting.1 Trials that met inclusion criteria randomized patients to an oral or transdermal opioid versus any non-opioid control and conducted follow-up for at 
least 4 weeks. Ninety-six RCTs including 26,169 subjects were identified.1 Of the included studies, there were 25 trials of neuropathic pain, 32 trials of nociceptive 
pain, 33 trials of central sensitization (pain present in the absence of tissue damage), and 6 trials of mixed types of pain.1 There were 9 RCTs that reported no 
industry funding, 76 RCTs that reported receiving industry funding, and 11 RCTs that did not specify funding type.1 All trials were at risk of bias for at least 1 of the 
methodological domains; however, 53% of trials adequately generated their randomization sequence, 50% adequately concealed allocation, 88% blinded patients, 
88% blinded caregivers, 87% blinded data collectors, and 85% blinded outcome assessors.1 There were 73 trials (76%) with frequent (≥20%) missing outcome data.1 
 
High-quality evidence from 42 RCTs that followed patients for 3 months or longer found that opioids were associated with reduced pain versus placebo (WMD 
−0.69 cm, 95% CI −0.82 to −0.56 cm on a 10-cm VAS for pain, P<0.001); although the difference did not reach the MCID of 1 cm.1 High-quality evidence from 51 
RCTs showed opioids were associated with a small improvement in physical functioning compared with placebo, but did not meet the criterion for the MCID of 5 
points (WMD 2.04 points, 95% CI 1.41 to 2.68 points on the 100-point SF-36 physical component score, P<0.001).1 High quality evidence from 51 RCTs showed 
opioids were associated with an increased incidence of vomiting compared to placebo (RR 3.44, 95% CI 2.80 to 4.10).1 Compared with placebo, opioids were 
associated with increased drowsiness, constipation, dizziness, nausea, dry mouth, and pruritus.1 
 
Moderate-quality evidence from 9 RCTs showed no difference in the association of opioids versus nonsteroidal anti-inflammatory drugs (NSAIDs) for pain relief 
(WMD −0.60 cm, 95% CI −1.54 to 0.34 cm on the 10-cm VAS for pain, P=0.21).1 Moderate-quality evidence from 7 RCTs suggested no difference in physical 
functioning between opioids and NSAIDs (WMD −0.90 points, 95% CI −2.69 to 0.89 points on the 100-point SF-36 physical component score, P=0.33).1 High-quality 
evidence from 5 RCTs showed an association of opioids with vomiting compared with NSAIDs (RR 4.71, 95% CI 2.92 to 7.60, P<0.001; risk difference 6.3%, 95% CI 
3.2% to 11.1%).1  
 
Low-quality evidence from 3 RCTs suggested no difference in pain relief between opioids and nortriptyline (WMD −0.13 cm, 95% CI −0.99 to 0.74 cm) on the 10-
cm VAS for pain, P=0.78).1 Low-quality evidence from 2 trials suggested no difference in physical functioning (WMD −5.31 points, 95% CI −13.77 to 3.14 points on 
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the 100-point SF-36 physical component score, P=0.22).1 Moderate-quality evidence from 3 RCTs suggested opioids were associated with greater pain relief than 
antiepileptic drugs (WMD −0.90 cm, 95% CI −1.65 to −0.14 cm on the 10-cm VAS for pain, P=0.02, MCID 1 cm).1 Low-quality evidence suggested no difference in 
physical functioning (WMD 0.45 points, 95% CI −5.77 to 6.66 points on the 100-point SF-36 physical component score).1 
 
In this meta-analysis of RCTs of patients with chronic non-cancer pain, evidence from high-quality studies showed that opioid use was associated with statistically 
significant but modest improvements in pain and physical functioning, and increased risk of vomiting compared with placebo.1 Comparisons of opioids with NSAIDs 
and nortriptyline suggested that the benefit for pain and functioning may be similar, although the evidence was from studies of only low to moderate quality.1 
Moderate-quality evidence suggested opioids were associated with greater pain relief than antiepileptic drugs, but no significant differences in physical function 
were noted.1 No trial followed patients for more than 6 months, so it was not possible to assess long-term safety and efficacy of opioids from this analysis.1 In 
addition, trials of opioid therapy for chronic non-cancer pain excluded patients with current or prior substance use disorders or other active mental illness, so 
there is insufficient evidence to assess opioid safety or efficacy in these subpopulations.1 
 
Pharmacologic Therapies for Low Back Pain 
A high quality systematic review funded by the AHRQ evaluated current evidence on systemic pharmacologic therapies for acute or chronic low back pain.2 This 
systematic review was subsequently used by the American College of Physicians (ACP) to update a clinical practice guideline on managing low back pain.6 The 
literature search included evidence published from January 2007 through November 2016. The review focused on adults with non-radicular or radicular low back 
pain of any duration categorized as acute (< 4 weeks), subacute (4 to 12 weeks), and chronic (≥ 12 weeks).2 Outcomes were long-term (≥1 year) or short-term (≤6 
months) pain, function, and harms. Treatments included acetaminophen, NSAIDs, opioids, tramadol and tapentadol, antidepressants, skeletal muscle relaxants, 
benzodiazepines, corticosteroids, and antiepileptic drugs versus placebo, no treatment, or other therapies.2 The strength of evidence for pain and function was 
graded as moderate quality.2  Methodological shortcomings included high attrition (30% to 60% in most trials), short follow-up (maximum of 16 weeks) and use of 
an enriched enrollment randomized withdrawal design by some trials.2 An enriched enrollment randomized withdrawal (EERW) design excludes potential 
participants who are non-responders or who cannot tolerate the experimental drug before random assignment which may bias efficacy results with regard to 
magnitude of effect.26 However, in a comparison between EERW and non-EERW  opioid trials for chronic pain, the authors found the EERW trial design did not 
appear to bias the results of efficacy, but it could underestimate the adverse effect reporting.26   
 
Thirty-eight publications evaluated opioids, tramadol, or tapentadol versus placebo or other treatments in management of low back pain.2 For acute low back 
pain, 1 trial found no difference between oxycodone or acetaminophen plus naproxen (n = 108) and placebo plus naproxen (n = 107) in pain or function.2  For 
chronic low back pain, 1 systematic review found that opioids (morphine, oxymorphone, hydromorphone, and tapentadol) were associated with greater short-
term relief than placebo for pain (6 trials: standardized mean difference [SMD] -0.43, 95% CI -0.52 to -0.33, mean difference, about 1 point on a 0- to 10-point pain 
scale) and function (4 trials: SMD -0.26, 95% CI -0.37 to -0.15, mean difference, about 1 point on the RMDQ).2 Tramadol also resulted in greater short-term relief 
than placebo for pain (5 trials: SMD -0.55, 95% CI -0.66 to -0.44, mean difference, ≤1 point on a 0- to 10-point pain scale) and function (5 trials: SMD -0.18, 95% CI 
-0.29 to -0.07, mean difference, about 1 point on the RMDQ).2 Three trials reported inconsistent effects of opioids versus NSAIDs for pain relief; 1 of the trials 
found no difference in function.2 Opioids had a higher risk for nausea, dizziness, constipation, vomiting, somnolence, and dry mouth than placebo.2 Four trials 
found no clear differences among various long-acting opioids in pain or function.2 Six trials found no clear differences between long- and short-acting opioids in 
alleviating pain.2 Although some trials found long-acting opioids associated with greater pain relief, patients randomly assigned to these drugs also received higher 
doses.2  
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In summary, evidence remains is limited to short-term trials showing small effects for opioids in treating chronic low back pain; trials were not designed to assess 
serious harms.2 Although head-to-head comparisons were limited, no clear differences between different long-acting opioids, or long-acting versus short-acting 
opioids were identified.2 In addition, the evidence was too inconsistent to determine the effects of opioids versus NSAIDS.2 Trials were not designed to assess the 
risk for overdose or opioid use disorder because of relatively small samples, short follow-up, and exclusion of higher-risk patients.2 
  
Adverse Events Associated with Use of Opioids 
A 2017 Cochrane review analyzed data from previous Cochrane meta-analyses to provide an overview of the occurrence and nature of adverse events associated 
with any opioid medication when used to manage chronic, non-cancer pain.3  A total of 14 reviews presented quantitative data that investigated different opioid 
agents administered for time periods of two weeks or longer.3 The opioids included in the trials were buprenorphine, codeine, dextropropoxyphene, 
dihydrocodeine, fentanyl, hydromorphone, levorphanol, methadone, morphine, oxycodone, oxymorphone, tapentadol, and tramadol. Opioid therapy was 
compared to placebo or non-opioid comparators including celecoxib, desimpramine, diclofenac, gabapentin, lorazepam, naproxen, and nortriptyline. The longest 
study was 13 months in duration, with most trials conducted over 6 to 16 weeks.3 The quality of the included reviews was high using AMSTAR criteria, with 11 
reviews meeting all 10 criteria, and 5 of the reviews meeting 9 out of 10 criteria.3 The quality of the evidence for the adverse event outcomes according to the 
Grading of Recommendations Assessment, Development, and Evaluation (GRADE) tool27 ranged from very low to moderate.3  
 
There was an increased risk of experiencing any adverse event with opioids compared to placebo (absolute event rate with opioids 78% vs. absolute event rate 
with placebo 55%; NNTH = 5; RR 1.42; 95% CI 1.22 to 1.66).3 Similar adverse event trends were observed when opioids were compared to an active non-opioid 
comparator (absolute event rate with opioids 58% vs. absolute event rate with non-opioid comparator 48%; NNTH = 10; RR 1.21, 95% CI 1.10 to 1.33).3 There 
was also a significantly increased risk of experiencing a serious adverse event with opioids compared to placebo (absolute event rate with opioids 7.5% vs. 
absolute event rate with placebo 4%; NNTH = 29; RR 2.75, 95% CI 2.06 to 3.67).3 The risk of participants withdrawing from the trials due to adverse events was 
significantly increased with opioid treatment compared to placebo (absolute event rate with opioids 25% vs. absolute event rate with placebo 7%; NNTH = 6; RR 
3.40, 95% CI 3.02 to 3.82).3 
 
Significantly increased risk ratios were found with opioids compared to placebo for a number of specific adverse events: constipation, dizziness, drowsiness, 
fatigue, hot flushes, increased sweating, nausea, pruritus, and vomiting.3 There was no data reported for the following adverse events of interest in any of the 
included reviews: addiction, cognitive dysfunction, depressive symptoms or mood disturbances, hypogonadism or other endocrine dysfunction, respiratory 
depression, sexual dysfunction, and sleep apnea or sleep-disordered breathing.3 No data was identified for adverse events analyzed by sex or ethnicity.3  
 
Abuse-Deterrent Formulations of Opioids 
The Institute for Clinical and Economic Review (ICER) published a systematic review in 2017 that assessed the effectiveness and value of ADFs of opioids.28  This 
review was initiated because a 2015 FDA recommendation encouraged manufacturers to produce ADFs of opioids to reduce opioid abuse and misuse.29  Nine 
extended release (ER) opioids and one immediate release (IR) opioid have FDA approved labeling describing a variety of abuse-deterrent properties.28 A 
summary of FDA-approved ADF products is presented in Table 1. Abuse-deterrent formulations are relatively new, branded therapies for treating pain, and are 
generally more expensive than both their non-ADF branded equivalents and generic versions.28 The only generic ADF on the market is an extended-release 
oxycodone formulation.  
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Table 1. Opioid Products with FDA-Approved Abuse-Deterrent Labeling28 
Brand Name Generic 

Name 
Year of 

Approval 
Abuse-Deterrence Mechanism 

OxyContin® Oxycodone 2010 When dissolved, forms a viscous gel that is difficult to inject through a hypodermic needle. 

Embeda® Morphine 2014 Capsules of ER morphine pellets that contain a sequestered core of naltrexone; if the pellets are swallowed, the morphine is gradually 
released and absorbed, while the naltrexone core passes through the gut intact. If the pellets are crushed, chewed, or dissolved, the 
naltrexone is released, blocking morphine-induced euphoria. 

Targiniq™ ER Oxycodone 2014 Combination pill containing ER oxycodone and naloxone; if the formulation is crushed and administered intravenously or intranasally, 
high naloxone concentrations block opiate-induced euphoria and can induce withdrawal symptoms. 

Hysingla™ ER Hydrocodone 2015 When dissolved, forms a viscous gel that is difficult to inject through a hypodermic needle. 

MorphaBond® Morphine 2015 Formulated with inactive ingredients that make the tablet harder to adulterate while maintaining ER characteristics if the tablet is 
subjected to physical manipulation or chemical extraction 

Xtampza™ ER Oxycodone 2016 Capsules containing microspheres formulated with oxycodone base and inactive ingredients that make the formulation harder to 
manipulate 

Troxyca™ ER Oxycodone 2016 Contains pellets that consist of oxycodone that surround sequestered naltrexone. When taken orally, the naltrexone is intended to 
remain sequestered and patients receive ER oxycodone. When the pellets are crushed, the naltrexone is released and counteracts 
the effects of oxycodone. 

Arymo™ ER Morphine 2017 A polymer matrix tablet technology with controlled-release properties as well as physical and chemical barriers that resist 
manipulation. The technology results in a viscous hydrogel on contact with liquid, making the product very difficult to draw into a 
syringe. 

Vantrela™ ER Hydrocodone 2017 Incorporates abuse-deterrent technology designed to resist drug extraction through the most common routes: oral, intranasal, and 
intravenous. 

RoxyBond® Oxycodone 2017 Includes inactive ingredients that make the tablets harder to misuse by physical manipulation, chemical extraction, or both; in vitro 
data suggest physicochemical properties that are expected to make abuse through injection difficult. 
** Only ADF approved as immediate-release formulation. ** 

Abbreviations: ADF = abuse-deterrent formulation; ER = extended release; FDA = Food Drug Administration 

 
To evaluate the clinical effectiveness of ADFs, the authors abstracted evidence from available clinical and observational studies, whether in published, 
unpublished, or abstract form.28 The focus was on evidence on the effects of ADFs on abuse potential endpoints (e.g., VAS measures of drug liking, take drug 
again), as well as real world outcomes (e.g., abuse and misuse, addiction, overdose, drug diversion).28 In total, 41 references were identified, of which 15 were 
premarket RCTs that evaluated abuse potential endpoints in healthy, non-dependent recreational drug users, and 26 were post-market observational studies 
that primarily evaluated the real-world impact of ADFs on levels of abuse and misuse.28 
 
The pre-market trials were divided into two categories: those that assessed oral abuse potential and those that assessed intranasal abuse potential. Key 
measures of abuse potential included maximum levels of “drug liking” (“at this moment, my liking for this drug is…”), which was a primary endpoint in the 
studies of focus, as well as secondary endpoints of “overall drug liking” (typically measured at 12 and 24 hours post-dose), and “take drug again” (“I would take 
this drug again” measured at 12 and 24 hours post-dose).28 Drug liking endpoints were measured using a bipolar 0 to 100 mm VAS, in which 0 represents “strong 
disliking”, 50 represents a neutral response, and 100 represents “strong liking”. Response to whether the subject would take the study drug again was measured 
on a unipolar scale of 0 to 100, where 0 represents “definitely would not take drug again” and 100 represents “definitely would take drug again.”28 Of note, 
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there is no established threshold for what constitutes a clinically-important difference in any of these endpoints, so the clinical significance of these findings 
remains unclear even if statistical differences were noted.28   
 
Relative to non-ADF comparators, both crushed and intact forms of each extended-release ADF produced lower scores for drug liking.28 Drug liking in oral abuse 
potential studies ranged from a 7-point difference between crushed Arymo™ ER and crushed morphine sulfate ER to a 25-point difference between Hysingla™ 
ER and hydrocodone immediate-release (IR) solution.28 Similarly, the incremental difference in drug liking varied across intranasal abuse potential studies, 
ranging from seven points (crushed Vantrela™ ER vs. hydrocodone powder) to 36 points (crushed Targiniq™ ER vs. oxycodone IR powder).28 Crushed versions of 
each ADF generally produced higher drug liking scores than intact oral versions, but both remained lower than non-ADF comparators.28  The use of  these 
surrogate outcomes (measures of drug liking, take drug again, etc.) in the abuse potential premarket studies of an ADF constitutes an important source of 
uncertainty concerning the effectiveness of ADFs.28 
 
Twenty-six post-market studies evaluated real-world evidence on the impact of ADFs on abuse and misuse outcomes; all were non-randomized studies focusing 
exclusively on OxyContin® and comparators.28 Comparators were either prescription opioids (e.g. IR oxycodone,  extended release [ER] morphine) or illicit drugs 
(e.g. heroin).28 The time frames varied from evaluating pre-reformulation years (2008 to 2010) compared with post-reformulation years (2011 to 2014).The 
majority of studies found that after the abuse-deterrent formulation of OxyContin® was introduced in 2010, there was a decline in the rate of OxyContin® abuse 
ranging from 12% to 75% in different study populations and at different post-reformulation time points.28 However, the non-oral route of abuse declined at a 
significantly greater rate compared with the oral route of abuse, suggesting there may have been a shift from non-oral routes to the oral route of abuse.28 Many 
of the studies also found a contemporaneous increase in the rate of abuse of other prescription opioids (ER oxymorphone, ER morphine, IR oxycodone) and 
heroin during the same periods examined.28 Limited evidence indicates that rates of overdose and overdose deaths attributed to OxyContin® declined after its 
abuse-deterrent formulation was introduced, with decreases ranging between 34% and 65%.28 No prospective studies conducted in cohorts that measured real-
world incidence of abuse among ADF and non-ADF users were identified.28 Instead, the current evidence of real-world impact is limited to time series, which are 
subject to potential confounding factors and other biases.28  In summary, there is insufficient evidence with which to judge the effectiveness of ADF opioids in 
preventing  abuse, misuse, or overdose of opioids.28 
 
After review, 11 systematic reviews were excluded due to poor quality (e.g., indirect network-meta analyses), wrong study design of included trials (e.g., 
observational), comparator (e.g., no control or placebo-controlled), or outcome studied (e.g., non-clinical).30-41  

 
New Guidelines: 
High Quality Guidelines 
American Society of Interventional Pain Physicians Guidelines 
The ASIPP 2017 Guidelines provide recommendations for the prescribing of opioids for the management of chronic non-cancer pain in adults.4 The 
multidisciplinary panel composition included clinical practitioners, patients, patient surrogates, and members of the general public.4 The guideline preparation 
committee and the writing of the guidelines were entirely supported financially by ASIPP and developed without any involvement from industry.4 Conflicts of 
interests for panel members due to consulting, speaking, or research support are clearly presented in the guideline publication. Panel members with potential 
conflicts were recused from related discussion or preparation of the guidelines and these members agreed not to discuss any aspect of the guidelines with 
industry before data publication.4 Strength of evidence was graded using the GRADE method27 and recommendations were stratified into Levels 1 through 4.4 
Level 1 is supported by strong or significant evidence, with high confidence that the available evidence reflects the true magnitude and direction of the net effect 
and further research is very unlikely to change either the magnitude or direction to this net effect.4 Level 2 is supported by moderate or intermediate evidence 
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with moderate confidence that the available evidence reflects the true magnitude and direction of the net effect.4  Recommendations with Level 3, 4 or 5 (fair to 
consensus based) evidence are not included in this update. The following recommendations were graded as Level 1 or 2 based on strong to moderate quality 
evidence.4 
Initial Steps of Opioid Therapy 

 Utilize prescription drug monitoring programs (PDMPs) to evaluate patterns of prescription usage. (Evidence: Level I-II; Strength of Recommendation: 
Moderate to strong)4 

 Establish appropriate physical diagnosis and psychological diagnosis if available. (Evidence: Level I; Strength of Recommendation: Strong)4 

 Establish medical necessity based on average moderate to severe (≥ 4 on a scale of 0 – 10) pain and/or disability. (Evidence: Level II; Strength of 
Recommendation: Moderate)4 

 Establish treatment goals of opioid therapy with regard to pain relief and improvement in function. (Evidence: Level I-II; Strength of Recommendation: 
Moderate)4 

 Stratification of patients based on risk of substance abuse, misuse or addiction into high risk, medium risk, and low risk is crucial in initiation and 
maintenance of opioid therapy. (Evidence: Level I-II; Strength of Recommendation: Moderate)4 

Assessment of Effectiveness of Long-Term Opioid Therapy 

 Clinicians must assess improvement based on analgesia, activity, aberrant behavior, and adverse effects, and clinicians must document at least 30% 
improvement in pain or disability without adverse consequences to establish effectiveness. (Evidence: Level II; Strength of Recommendation: 
Moderate)4 

 Initiate opioid therapy with low dose, short-acting drugs, with appropriate monitoring. (Evidence: Level II; Strength of Recommendation: Moderate) 

 Avoid long-acting opioids for the initiation of opioid therapy. (Evidence: Level I; Strength of Recommendation: Strong)4 

 Consider up to 40 morphine milligram equivalents (MME) as low dose, 41 to 90 MME as a moderate dose, and greater than 91 MME as high dose. 
(Evidence: Level II; Strength of Recommendation: Moderate)4 

 Recommend methadone only after failure of other opioid therapy, only when prescribed by clinicians with specific training in its risks and uses, and only 
within FDA recommended doses. (Evidence: Level I; Strength of Recommendation: Strong)4 

 Periodically reassess for pain relief and/or functional status improvement of ≥ 30% without adverse consequences. (Evidence: Level II; Strength of 
recommendation: Moderate)4 

 Understand and educate the patients of the effectiveness and adverse consequences. (Evidence: Level I; Strength of Recommendation: Strong) 

 The evidence of effectiveness is similar for long-acting and short-acting opioids with increased adverse consequences of long-acting opioids. (Evidence: 
Level I-II; Strength of recommendation: Moderate to strong)4 

 Recommend long-acting or high dose opioids only in specific circumstances with severe intractable pain that is not amenable to short-acting opioids or 
moderate doses of long acting opioids. (Evidence: Level I; Strength of Recommendation: Strong)4 

Monitoring for Adherence and Side Effects 

 Monitor for adherence, abuse, and noncompliance by urine drug testing (UDT) and PDMPs. (Evidence: Level I-II; Strength of Recommendation: Moderate 
to Strong)4 

 Recommended methadone monitoring includes an electrocardiogram prior to initiation, at 30 days, with dose adjustments, prescription of concomitant 
medications that may affect QTC interval, and yearly thereafter. (Evidence: Level I; Strength of Recommendation: Strong)4 

 Monitor for side effects including constipation and manage them appropriately, including discontinuation of opioids when indicated. (Evidence: Level I; 
Strength of Recommendation: Strong)4 
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Department of Veterans Affairs/Department of Defense – Chronic Pain 
The updated VA/DoD 2017 clinical practice guideline for opioid therapy for chronic pain included evidence reviewed through December 2016.42 The 
recommendations are based on a systematic review of both clinical and epidemiological evidence.42 Developed by a panel of multidisciplinary experts, it 
provides a clear explanation of the relationships between various care options and health outcomes while rating both the quality of the evidence and the 
strength of the recommendation.42 The recommendations were made using a systematic approach considering four domains as per the GRADE approach.27 
These domains include: confidence in the quality of the evidence, balance of desirable and undesirable outcomes (i.e., benefits and harms), patient or provider 
values and preferences, and other implications, as appropriate (e.g., resource use, equity, acceptability).42 Strong recommendations include: 
Initiation and Continuation of Opioids 

 Recommend against initiation of long-term opioid therapy for chronic pain. Alternatives to opioid therapy such as self-management strategies and other 
non-pharmacological treatments are preferred.  When pharmacologic therapies are used, recommend non-opioids over opioids. (Strong 
recommendation)42 

 If prescribing opioid therapy for patients with chronic pain, recommend a short duration. Consideration of opioid therapy beyond 90 days requires re-
evaluation and discussion with patient of risks and benefits. (Strong recommendation)42 

 For patients currently on long-term opioid therapy, recommend ongoing risk mitigation strategies, assessment for opioid use disorder, and consideration 
for tapering when risks exceed benefits. (Strong recommendation)42 

 Recommend against long-term opioid therapy for pain in patients with untreated substance use disorder.  For patients currently on long-term opioid 
therapy with evidence of untreated substance use disorder, recommend close monitoring, including engagement in substance use disorder treatment, 
and discontinuation of opioid therapy for pain with appropriate tapering. (Strong recommendation)42 

 Recommend against the concurrent use of benzodiazepines and opioids. For patients currently on long-term opioid therapy and benzodiazepines, 
consider tapering one or both when risks exceed benefits and obtaining specialty consultation as appropriate. (Strong recommendation)42 

 Recommend against long-term opioid therapy for patients less than 30 years of age due to higher risk of opioid use disorder and overdose. (Strong 
recommendation)42 

Risk Mitigation 

 Strongly recommend implementing risk mitigation strategies upon initiation of long-term opioid therapy, starting with an informed consent conversation 
covering the risks and benefits of opioid therapy as well as alternative therapies.42 The strategies and their frequency should be commensurate with risk 
factors and include: 
o Ongoing, random urine drug testing (including appropriate confirmatory testing) 
o Checking state prescription drug monitoring programs 
o Monitoring for overdose potential and suicidality 
o Providing overdose education 
o Prescribing of naloxone rescue and accompanying education  

 Recommend evaluating benefits of continued opioid therapy and risk for opioid-related adverse events at least every three months. (Strong 
recommendation)42 

Type, Dose, Follow-Up and Taper of Opioids 

 If prescribing opioids, recommend prescribing the lowest dose of opioids as indicated by patient-specific risks and benefits. Note: There is no absolutely 
safe dose of opioids. (Strong recommendation)42 
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 As opioid dosage and risk increase, recommend more frequent monitoring for adverse events including opioid use disorder and overdose. Risks for 
opioid use disorder start at any dose and increase in a dose dependent manner.  Risks for overdose and death significantly increase at a range of 20-50 
mg morphine equivalent daily dose. (Strong recommendation)42 

 Recommend against opioid doses over 90 mg morphine equivalent daily dose for treating chronic pain. For patients who are currently prescribed doses 
over 90 mg morphine equivalent daily dose, evaluate and consider tapering to a reduced dose or to discontinuation. (Strong recommendation)42 

 Recommend tapering to reduce dose or to discontinue long-term opioid therapy when risks of long-term opioid therapy outweigh benefits. Abrupt 
discontinuation should be avoided unless required for immediate safety concerns. (Strong recommendation)42 

 
Department of Veterans Affairs/Department of Defense – Low Back Pain 
The updated VA/DoD 2017 clinical practice guideline for diagnosis and treatment of LBP includes evidence reviewed through October 2016.5 Similar to the 
VA/DOD opioids for chronic pain recommendations, the LBP guidelines were updated by a panel of experts and patients. A systematic review of the literature 
was conducted and the evidence was graded by task force members using the GRADE tool.5 The draft of the initial revisions was sent out for peer review and 
comments before final publication. Specific pharmacologic recommendations include: 

 For patients with acute or chronic LBP, the first-line pharmacologic recommendation based on strong evidence is to treat with NSAIDs, with 
consideration of patient-specific risks.5  

 The benefit of duloxetine for chronic LBP in terms of both pain and function improvement is small as demonstrated by moderate to high quality 
evidence.5 

 Moderate evidence supports offering a non-benzodiazepine muscle relaxant for acute LBP. The benefits of skeletal muscle relaxants were demonstrated 
in two SRs, although the evidence indicates benefit is limited to short-term use of three to seven days.5 

 In regard to long-term use, there is no evidence to suggest benefit for the use of skeletal muscle relaxants for chronic LBP.5 

 There is insufficient evidence to support the use of benzodiazepines for acute LBP; the evidence in chronic LBP is less conclusive.5 There is low quality 
data indicating that the harms/burden of benzodiazepine use outweigh the benefits.5 

 While the current literature for patients with acute LBP or acute exacerbations of chronic LBP shows insufficient evidence to support time-limited (less 
than seven days) opioid therapy, on average, the potential harms of short-term opioid therapy (less than six months) outweigh the potential benefits in 
patients with LBP.5 Given the significant risks and potential benefits of opioid therapy, patients should be evaluated individually, including consideration 
of psychosocial risks and alternative non-opioid treatments.5Any opioid therapy should be kept to the shortest duration and lowest dose possible.5 

 For patients with LBP, there is strong evidence against initiating long-term opioid therapy.5 

 For patients with acute or chronic LBP, there is insufficient evidence to recommend for or against the use of time-limited (less than seven days) 
acetaminophen therapy.5 

 For the treatment of acute or chronic LBP, including patients with both radicular and non-radicular LBP, there is insufficient evidence to recommend for 
or against the use of anti-epileptics including gabapentin and pregabalin.5 

 
American College of Physicians 
A 2017 clinical practice guideline from the American College of Physicians (ACP) is focused on noninvasive treatments for acute, subacute, and chronic back 
pain.6 The recommendations are based on a systematic review conducted by the AHRQ’s Pacific Northwest Evidence-Based Practice Center previously described 
in this update.2 The quality of evidence was based on the GRADE model using low, moderate, and high ratings.27 The recommendations are as follows: 
Recommendation 1:  
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Given that most patients with acute or subacute low back pain improve over time regardless of treatment, clinicians and patients should select non-
pharmacologic treatment with superficial heat (moderate-quality evidence), massage, acupuncture, or spinal manipulation (low-quality evidence). If 
pharmacologic treatment is desired, clinicians and patients should select nonsteroidal anti-inflammatory drugs or skeletal muscle relaxants (moderate-quality 
evidence). (Grade: strong recommendation).6 
Recommendation 2:  
For patients with chronic low back pain, clinicians and patients should initially select non-pharmacologic treatment with exercise, multidisciplinary rehabilitation, 
acupuncture, mindfulness-based stress reduction (moderate-quality evidence), tai chi, yoga, motor control exercise, progressive relaxation, electromyography 
biofeedback, low-level laser therapy, operant therapy, cognitive behavioral therapy, or spinal manipulation (low-quality evidence). (Grade: strong 
recommendation).6 
Recommendation 3:  
In patients with chronic low back pain who have had an inadequate response to non-pharmacologic therapy, clinicians and patients should consider 
pharmacologic treatment with nonsteroidal anti-inflammatory drugs as first-line therapy, or tramadol or duloxetine as second-line therapy. Clinicians should 
only consider opioids as an option in patients who have failed the aforementioned treatments and only if the potential benefits outweigh the risks for individual 
patients and after a discussion of known risks and realistic benefits with patients. (Grade: weak recommendation, moderate-quality evidence).6 
 
Additional Guidelines for Clinical Context: 
United States Department of Health and Human Services  
The Comprehensive Addiction and Recovery Act (CARA) of 2016 led to the creation of the Pain Management Best Practices Inter-Agency Task Force, whose 
mandate is to identify gaps, inconsistencies, and updates in the available evidence and to make recommendations for best practices for managing acute and 
chronic pain.43 The task force consists of 29 experts who have significant experience across the disciplines of pain management, patient advocacy, substance use 
disorders, mental health, and minority health.43 The utility of the 2016 Guideline for Prescribing Opioids for Chronic Pain released by the CDC and its contribution 
to mitigating unnecessary opioid exposure and the adverse outcomes associated with opioids was acknowledged by the task force.43 However, the task force 
also recognized unintended consequences have resulted following the release of the guidelines in 2016, which are due in part to misapplication or 
misinterpretation of the guideline, including forced tapers and patient abandonment.43 
 
Task Force recommendations are focused on effective pain management, particularly for chronic pain, which is  best achieved using a patient-centered, 
multidisciplinary, multimodal, integrated approach that may include pharmacotherapy.43 In general, two broad categories of medications are used for pain 
management: opioids and a variety of non-opioid classes of medications.43 Non-opioid medications that are commonly used include acetaminophen, NSAIDs, 
antidepressants (e.g., serotonin-norepinephrine reuptake inhibitors [SNRIs] and tricyclic antidepressants [TCAs]), anticonvulsants, musculoskeletal agents, and 
anxiolytics.43 The choice of medication should be based on the pain diagnosis, the mechanisms of pain, and related co-morbidities following a thorough history, 
physical exam, other relevant diagnostic procedures and a risk-benefit assessment that demonstrates that the benefits of a medication outweigh the risks.43  
 
A special populations section of the report highlights unique issues in managing pain for children, women, older adults, pregnant women, racial and ethnic 
minority populations, active duty soldiers/veterans, patients with sickle cell disease or other chronic relapsing conditions, and patients with cancer. Specific 
recommendations for special populations include: 

 Encourage and assist pain physicians in obtaining the necessary training for credentialing in pediatric pain. This is a significant step toward improving 
pediatric patient access. Develop pediatric pain management guidelines that address appropriate indications for opioids and responsible opioid 
prescribing.43 
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 Develop pain management guidelines for older adults that address their unique risk factors. However, a risk factor of a medication should not necessarily 
be an automatic reason not to give this medication to an elderly patient. Clinicians must assess the risk versus benefit of using medications while 
considering other modalities in this patient population.43 

 Increase research to elucidate further understanding of the mechanisms driving sex differences in pain responses and research of mechanism-based 
therapies that address those differences. Raise awareness in the public and health care arenas to the unique challenges that women face during 
pregnancy and in the postpartum period, including various pain syndromes and psychosocial comorbidities.43 

 Provide referrals to a comprehensive pain program early in the course of the chronic disease (e.g., sickle cell disease, multiple sclerosis, porphyria, 
systemic lupus erythematosus, migraine, Parkinson’s disease, neuropathic pain syndromes) to determine the optimal approach to managing acute or 
chronic pain exacerbations, including potential non-opioid, alternative therapies and non-pharmacologic therapies. Establish a partnership between the 
disease specialist (e.g., the hematologist, oncologist, neurologist, or rheumatologist) and the pain team to optimize care.43 

 Develop intervention programs informed by the biopsychosocial model to reduce racial and ethnic disparities in pain. Develop biopsychosocial 
interventions for pain that are scalable and culturally enhanced.43 

 Physicians and clinical health care providers taking care of military service members and veterans, regardless of practice setting, should consider in their 
pain care plan prior military history and service related health factors that may contribute to acute or chronic pain, as relevant to the clinical 
presentation. Conduct research to better understand the biopsychosocial factors that contribute to acute and chronic pain in active duty service 
members and veterans, with a focus on traumatic brain injury, post-traumatic stress disorder, other mental health issues, and substance use disorders.43  

 
Oregon Health Authority Chronic Opioid Prescribing Guidelines 
The OHA recruited a task force of Oregon-based practitioners to consider endorsement of the 2016 CDC pain guidelines as the foundation for opioid prescribing 
in Oregon.44 A brief addendum was created to address Oregon-specific concerns.44 The task force relied upon on expert review from the varied organizational 
perspectives to develop the additional recommendations.44 The methods used to develop the Oregon-specific recommendations are not described in the 
publication. Specific recommendations endorsed by the Oregon Pain Management Task Force include: 

 Clinicians should strongly consider additional evaluation of the benefits and risks of higher dose opioid therapy, document clinical justification for the 
higher dose in the medical record, and obtain and document pain management consultation. Options for consultation could include:  

  1) Having a colleague evaluate the patient 
  2) Presenting and discussing the case to a clinician peer group or multi-disciplinary pain consultation team 
  3) Referring the patient to a pain specialist who has experience tapering patients off opioids 
  4) Referring the patient to a pain/addictions mental health specialist 

 Health care professional should refer to Oregon Medical Board Material Risk Notice (required in Oregon when prescribing opioids for chronic pain.) 
Material Risk Notice is a written record documenting the provider-patient discussion on long-term controlled substance therapy for intractable pain.  

 Task force members emphasized the need for compassionate and nondiscriminatory treatment for established (including transferred) patients currently 
taking higher opioid doses, echoing specific suggestions found in the CDC Guideline narrative supporting this recommendation. 

 The Oregon Prescription Drug Monitoring Program (PDMP) is a tool to help health care providers and pharmacists provide patients better care in 
managing their prescriptions.  Inappropriate behavior identified through the PDMP should lead to discussions about opioid use disorder, but not usually 
lead to dismissal from practice. While opioids may need to be discontinued, treatment of addiction and other medical comorbidities is still important. 
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 Clinicians should check the PDMP for concurrent controlled medications prescribed by other clinicians (see Recommendation above) and should 
consider involving pharmacists, pain specialists and/or mental health specialists as part of the management team when opioids are co-prescribed with 
other central nervous system depressants. 

 If clinicians suspect their patient might be sharing or selling opioids and not taking them, or intentionally misusing opioids, clinicians should consider 
urine drug testing to consider whether opioids can be discontinued abruptly or tapered, and clinicians should consider referral to substance use disorder 
(SUD) treatment. 

 Urine drug testing is a tool that can be used to assist providers in assessing whether patients are using opioids as prescribed, using other substances or 
potentially diverting opioids. 

 Clinicians should have an informed discussion with their patient about the serious risks associated with using these medications concurrently, included in 
recently released FDA boxed warnings.  

 With Oregon’s recent legalization of recreational use of marijuana, its use is relatively prevalent. Current data are limited on the interactions between 
opioids and marijuana. Clinicians and their organizations have an obligation to closely follow the emerging evidence on the use of marijuana for 
treatment of pain and adopt consistent best practice. Refer to the OHA medical marijuana prescribing guidelines, at 
https://public.health.oregon.gov/DiseasesConditions/ChronicDisease/MedicalMarijuanaProgram/Pages/Physicians.aspx 

 
Oregon Health Authority Acute Opioid Prescribing Guidelines 
A task force of Oregon-based practitioners (similar to the OHA chronic opioid prescribing guidelines) created the OHA acute opioid prescribing guidelines.45 The 
goal of these Oregon acute prescribing guidelines is to improve patient safety while emphasizing effective and compassionate treatment of acute pain.45 These 
statewide guidelines are intended for patients who have had limited exposure to opioids in the past.45 They are not intended for those who currently receive 
opioids nor for those with a history of substance use (or opioid use) disorder.45 The guidelines are subdivided into eight sections to provide guidance on patient 
assessment, use of the PDMP, patient education, opioid selection and dosing, patient follow-up, and systemic responsibilities. In general, opioids should NOT be 
considered as first-line therapy for mild to moderate pain.45 Mild to moderate pain can often be treated without opioids by recommending over-the-counter 
medications, and physical treatments such as ice and immobilization.45 If non-opioid interventions are ineffective and opioids are appropriate, prescribe the 
lowest effective dose of short-acting opioids for less than 3 days; in cases of more severe acute pain, limit initial prescription to less than 7 day.45  
 
Oregon Health Authority Opioid Tapering Guidelines 
Beginning in March 2019, the OHA convened an expert panel to address guidelines for tapering opioids. This guidance should be publically available in late 2019. 
 
After review, 1 guideline was excluded due to poor quality.46 
 

New Formulations or Indications: 
1. Apadaz™, a combination of benzhydrocodone and acetaminophen received FDA approval February 2018. Benzhydrocodone is a prodrug of the opioid 

agonist hydrocodone.47 Immediate-release benzhydrocodone 6.12 mg is equivalent to 7.5 mg hydrocodone bitartrate.47 Apadaz™ is indicated for short-
term (no more than 14 days) management of acute pain severe enough to require an opioid analgesic and for which alternative treatments are 
inadequate.47 Benzhydrocodone is a schedule II-controlled substance with a high potential for abuse similar to other opioids.47 The manufacturer’s label 
for Apadaz™ contains a black box warning about the risk of addiction, life-threatening respiratory depression, neonatal opioid withdrawal syndrome, 
hepatotoxicity, cytochrome P450 3A4 drug interactions, and risks from concomitant use with benzodiazepines or other central nervous (CNS) 

https://public.health.oregon.gov/DiseasesConditions/ChronicDisease/MedicalMarijuanaProgram/Pages/Physicians.aspx
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depressants.47 The recommended dose for benzhydrocodone-acetaminophen is 1 or 2 tablets every 4 to 6 hours as needed for pain.47 The safety of 
benzhydrocodone-acetaminophen was evaluated in a total of 200 healthy adults in 6 phase 1 studies.47 The most common adverse events in these 
studies were nausea (21.5%), somnolence (18.5%), vomiting (13.0%), constipation (12.0%), pruritus (11.5%), dizziness (7.5%) and headache (6.0%).47 
 
Theoretically, the potential benefits of benzhydrocodone/APAP are due to its prodrug approach where absorption is best achieved with oral 
administration as opposed to non-oral administration routes such as insufflation or injection.48 One clinical trial of Apadaz™ focused on the abuse 
potential of intranasal benzhydrocodone administration.49 Fifty-one subjects were randomized to receive 13.34 mg of intranasal benzhydrocodone and 
15.0 mg of intranasal hydrocodone.49 Blood samples were taken, and Drug Liking scores (assessed on a bipolar visual analog scale) were obtained 
throughout each dosing interval.49  Total hydrocodone exposures were 20.3% and 19.5% lower, respectively, for benzhydrocodone  compared with 
hydrocodone (P < 0.0001).49 Drug Liking score, as assessed by maximal liking (Emax), was significantly lower for benzhydrocodone versus hydrocodone 
(P = 0.004), with 45% of subjects showing a  30% or greater reduction in Drug Liking Emax with benzhydrocodone.49 Although benzhydrocodone has 
reduced bioavailability in non-oral routes of administration, it is still susceptible to oral abuse.48 

 
2. Hydrocodone extended-release tablets (Vantrela™ ER) were FDA approved in January 2017. Extended release hydrocodone is indicated for the 

management of pain severe enough to require daily, around-the-clock, long-term opioid treatment and for which alternative treatment options are 
inadequate.50 Vantrela™ ER has a black box warning about the risk of addiction, life threatening respiratory depression, neonatal opioid withdrawal 
syndrome, cytochrome P450 3A4 drug interactions and risks from concomitant use with benzodiazepines or other CNS depressants.50 For opioid-naïve 
and opioid non-tolerant patients, extended-release hydrocodone can be initiated with 15 mg tablets orally every 12 hours, and the dose increased every 
3 to 7 days as needed, with a maximum recommended dose of 90 mg every 12 hours.50 Higher doses have not been studied with regard to the effects of 
hydrocodone on the QT interval.50 The safety of extended-release  hydrocodone was evaluated in 1176 patients who were enrolled in two double-blind 
clinical trials and in two open-label studies.50  Adverse reactions occurring in 2% or greater of patients in placebo-controlled trials included nausea, 
constipation, headache, somnolence, vomiting, dizziness, pruritus, fatigue, dry mouth, diarrhea, insomnia, and anxiety.50 The safety and effectiveness of 
extended-release hydrocodone in patients less than 18 years of age has not been established.50  
 
Vantrela™ ER is formulated with physicochemical properties intended to make the tablet more difficult to manipulate for misuse and abuse.50 In vitro 
physical and chemical tablet manipulation studies were performed to evaluate the success of different extraction methods in defeating the extended-
release formulation.50 Results support that Vantrela™ ER resists crushing, breaking, and dissolution using a variety of tools and solvents and retains some 
extended-release properties despite manipulation.50 When Vantrela™ ER was subjected to attempts at small volume extraction, the resulting material 
was viscous and resisted passage through a hypodermic needle.50 

 
3. A new oral formulation of sufentanil (Dsuvia®) was FDA-approved in November 2018.  Oral sufentanil is indicated for use in adults in a certified medically 

supervised healthcare setting, such as hospitals, surgical centers, and emergency departments, for the management of acute pain severe enough to 
require an opioid analgesic and for which alternative treatments are inadequate.51 The sublingual sufentanil tablet is supplied in a disposable, single-
dose applicator and is only to be administered by the healthcare provider. Dsuvia® is not approved for home use, use in children, or duration of therapy 
greater than 72 hours. The manufacturer’s label for Dsuvia® contains a black box warning about the risk of addiction, life-threatening respiratory 
depression, cytochrome P450 3A4 drug interactions, and risks from concomitant use with benzodiazepines or other CNS depressants associated with 
sufentanil administration.51 The recommended dose of Dsuvia® is 30 mcg sublingually as needed with a minimum of 1 hour between doses, not to 
exceed 12 tablets (360 mcg) in 24 hours.51 
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The efficacy and safety of Dsuvia® were evaluated in a double-blind, multi-center, placebo-controlled RCT which enrolled 161 patients (age 18 to 69 
years) with acute postoperative pain (pain intensity of ≥ 4 on a 0-10 NRS) after ambulatory abdominal surgery.52 Patients were dosed with sufentanil 30 
mcg or placebo as needed with a minimum of 60 minutes between doses. The primary efficacy endpoint was the time-weighted summed pain intensity 
difference over 12 hours (SPID12).52 Patients using sufentanil had a statistically significantly higher SPID12 than patients using placebo (25.8 vs. 13.1, p< 
0.001), with a difference of 12.7 [95% CI 7.16 to 18.23]) between groups.52 Approximately 27% of patients in the sufentanil group and 65% of patients in 
the placebo group took rescue medication within the first 12 hours of the treatment phase (p<0.001).52 The most frequently reported adverse events 
were nausea (26.7%) and headache (11.8%).52 
 

4. Arymo™ ER (morphine sulfate extended-release) tablets received FDA approval in January 2017 for long-term opioid treatment and for which alternative 
treatment options are inadequate.53 The manufacturer’s label for Arymo™ ER contains a black box warning about the risk of addiction, life-threatening 
respiratory depression, neonatal opioid withdrawal syndrome, and risks from concomitant use with benzodiazepines or other CNS depressants 
associated with morphine extended-release administration.53  For opioid-naïve and opioid non-tolerant patients, the drug can be initiated with 15 mg 
tablets orally every 8 or 12 hour with a total daily dose not to exceed 120 mg.53 In clinical trials, the most common adverse reactions with morphine 
sulfate extended-release formulations were constipation, dizziness, sedation, nausea, vomiting, sweating, dysphoria, and euphoric mood.53 
 
Arymo™ ER is formulated with inactive ingredients that make the tablet more difficult to manipulate for misuse and abuse.53 An oral abuse potential 
study was conducted in 39 subjects who were non-dependent recreational opioid users; 38 subjects completed the study.53 Treatment arms included 
manipulated Arymo™ ER 60 mg tablets (taken with juice), intact Arymo™ ER 60 mg tablets (taken with juice), crushed 60 mg morphine sulfate extended-
release tablets (mixed in juice), and placebo.53 The study demonstrated that the oral administration of manipulated Arymo™ ER  resulted in a statistically 
lower mean drug liking score than the oral administration of crushed morphine sulfate extended-release tablets.53 However, the difference between 
manipulated Arymo™ ER and crushed morphine sulfate extended-release tablets for Take Drug Again was not statistically significant, indicating that the 
difference in drug liking scores was not clinically meaningful.53 Abuse of Arymo™ ER by injection, as well as by the oral and nasal routes, is still possible.53 

 
New FDA Safety Alerts: Recent safety alerts are presented in Table 2. 
 
Table 2. Description of new FDA Safety Alerts54 

Generic Name  Brand Name  Month / 
Year of 
Change 

Location of 
Change (Boxed 
Warning, 
Warnings, CI) 

Addition or Change and Mitigation Principles (if applicable) 

Tapentadol Nucynta December 
2016 

Warnings and 
Precautions 

Cases of serotonin syndrome, a potentially life-threatening condition, have been 
reported during concurrent use of tapentadol with serotonergic drugs. Serotonergic 
drugs include selective serotonin reuptake inhibitors (SSRIs), serotonin and 
norepinephrine reuptake inhibitors (SNRIs), tricyclic antidepressants (TCAs), triptans, 
5-HT3 receptor antagonists, drugs that affect the serotonergic neurotransmitter 
system (e.g. mirtazapine, trazodone, tramadol), and drugs that impair metabolism of 
serotonin (including MAO inhibitors, both those intended to treat psychiatric disorders 
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and also others, such as linezolid and intravenous methylene blue). This may occur 
within the recommended dosage range. 

Tramadol and 
Codeine 

Ultram  April 2017 Contraindications 
and Warnings 

Restrict the use of codeine and tramadol medicines in children.  These medicines carry 
serious risks, including slowed or difficult breathing and death, which appear to be a 
greater risk in children younger than 12 years, and should not be used in these 
children. Codeine and tramadol should not be used to treat pain after tonsillectomy or 
adenoidectomy in children younger than 18 years. Avoid use in adolescents between 
12 to 18 years who are obese or have conditions such as obstructive sleep apnea or 
severe lung disease, which may increase the risk of breathing problems. Single-
ingredient codeine and all tramadol-containing products are FDA-approved only for 
use in adults. The FDA also recommends against the use of codeine and tramadol 
medicines in breastfeeding mothers due to possible harm to their infants. 

Oxymorphone Opana ER June 2017 Removed from 
the U.S. market 

Benefits no longer outweigh risks due to abuse associated with snorting or injecting. 

Buprenorphine, 
Methadone 

Subutex, 
Probuphine, 
Bunavail, 
Suboxone, 
Zubsolv, 
Dolophine, 
Methadose 

September 
2017 

Safety 
Communication 

FDA is advising that the opioid addiction medications should not be withheld from 
patients taking benzodiazepines or other drugs that depress the central nervous 
system (CNS). The combined use of these drugs increases the risk of serious side 
effects; however, the harm caused by untreated opioid addiction can outweigh these 
risks. 

IR, ER, and LA 
Opioids  

 September 
2018 

Boxed Warning & 
Warnings and 
Precautions 

New safety information regarding Opioid Analgesic REMS. 
Program includes training for providers regarding pain management, safe dispensing, 
and recommended monitoring. There is no mandatory federal requirement that 
prescribers take training and no precondition to prescribing or dispensing opioid 
analgesics to patients.  

Prescription 
cough and cold 
medicines 
containing 
codeine or 
hydrocodone 

Tuxarin ER, 
Tuzistra XR, 
Triacin C, 
FlowTuss, 
Obredon, 
Hycofenix, 
Rezira, 
Tussionex, 
Zutripro 

January 
2018 

Boxed Warning Limit the use of these products to adults 18 years and older because the risks of these 
medicines outweigh their benefits in children younger than 18. The FDA is also 
requiring the addition of safety information about the risks of misuse, abuse, 
addiction, overdose, death, and slowed or difficult breathing to the Boxed Warning of 
the drug labels for prescription cough and cold medicines containing codeine or 
hydrocodone. 
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Tramadol Ultram September 
2018 

Boxed Warning & 
Warnings and 
Precautions 

Boxed warning added to label regarding risks of addiction, abuse, and misuse; Risk 
Evaluation and Mitigation strategy (REMS); life threatening respiratory depression;  
neonatal opioid withdrawal syndrome; interactions with drugs affecting cytochrome 
P450 isoenzymes; hepatotoxicity; and risks from concomitant use with 
benzodiazepines or other CNS depressants. 

Opioid Pain 
Medications 

 April 2019 Safety 
Announcement 

The U.S. Food and Drug Administration (FDA) has received reports of serious harm in 
patients who are physically dependent on opioid pain medicines suddenly having these 
medicines discontinued or the dose rapidly decreased. These include serious 
withdrawal symptoms, uncontrolled pain, psychological distress, and suicide. Rapid 
discontinuation can result in uncontrolled pain or withdrawal symptoms. In turn, these 
symptoms can lead patients to seek other sources of opioid pain medicines, which may 
be confused with drug-seeking for abuse. Patients may attempt to treat their pain or 
withdrawal symptoms with illicit opioids, such as heroin, and other substances. The 
FDA is requiring changes to the prescribing label for these medicines that are intended 
for use in the outpatient setting. These changes are designed to promote safe tapering 
or discontinuing of opioids in patients who are physically dependent on the 
medication. 

Abbreviations: ER = extended-release; IR = immediate-release; LA = long-acting; REMS = Risk Evaluation and Mitigation Strategy  
 

Randomized Controlled Trials: 
A total of 430 citations were manually reviewed from the initial literature search.  After further review, 425 citations were excluded because of wrong study 
design (e.g., observational), comparator (e.g., no control or placebo-controlled), or outcome studied (e.g., non-clinical). The remaining 5 trials are summarized in 
the table below. Full abstracts are included in Appendix 2.  
 
Table 3. Description of Randomized Comparative Clinical Trials. 

Study Comparison Population Primary Outcome Results 

Chang AK, 
et al.55 
 
DB, RCT 

1.Ibuprofen 400 mg + 
APAP 1000 mg 
2.Oxycodone 5 mg + 
APAP 325 mg 
3.Hydrocodone 5 mg + 
APAP 300 mg 
4.Codeine 30 mg + 
APAP 300mg 
 
1 dose for each group 

Patients aged 21-64 yo 
with moderate to severe 
acute extremity pain 
presenting to the ED 
 
Conducted at 2 urban 
EDs in NY 
 
N=411 

Pain reduction at 2 
hours as assessed by 
an 11 point NRS (0 = 
no pain, 10 = severe 
pain).  
 
MCID = 1.3 on the NRS 

NRS pain score change from baseline at 2 hours 
1. 4.3 (95% CI 3.6 to 4.9) 
2. 4.4 (95% CI 3.7 to 5.0) 
3. 3.5 (95% CI 2.9 to 4.2) 
4. 3.9 (95% CI 3.2 to 4.5) 
 
No significant differences between groups at 2 hours (P=0.053) or 
1 hour (P=0.13). None of the differences between analgesics met 
the MCID of 1.3 on the NRS pain score. 
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Krebs EE, et 
al.56 
 
OL,RCT, 
Blinded 
outcome 
assessors 

1.Opioid (IR morphine, 
oxycodone, or 
hydrocodone/APAP) 
2.Nonopioid (APAP or 
NSAID) 
 
Duration: 12 months 

Patients with moderate 
to severe chronic back 
pain or hip or knee OA 
pain 
 
N=240 

Pain-related function  
over 12 months as 
assessed by BPI scale 
(range: 0-10; higher 
score = worse function 
or pain intensity) 
 
MCID = 1 point 
improvement 

BPI interference at 12 months 
Opioid: 3.4 
Non-opioid: 3.3 
Difference = 0.1 (95% CI -0.5 to 0.7) 
 
BPI severity at 12 months 
Opioid: 4.0 
Non-opioid: 3.5 
Difference = 0.5 (95% CI 0.0 to 1.0) 

Bedin A, et 
al.57 
 
DB, PC, RCT 

1.Duloxetine 60mg x 2 
doses 
2.Placebo x 2 doses 
 
Duration: 48 hours 

Patients aged 18 to 70 
yo undergoing lumbar 
spinal fusion surgery 
 
N=60 

Total fentanyl 
consumption 48 hours 
after surgery 

Fentanyl Consumption at 24 and 48 hours postoperatively (mcg) 

Outcome Duloxetine 
(n=28) 

Placebo 
(n=29) 

Mean 
Difference 

Consumption 
(24 hours) 

503 ± 19 726 ± 36 223 ± 39 
(p<0.05) 

Consumption 
(48 hours) 

367 ± 19 546 ± 26 179 ± 33 
(p<0.05) 

 

Best A, et 
al.58 
 
DB, PC, RCT 

1.Control: APAP 100mg 
+ ibuprofen 400mg + 
Placebo 
2.Intervention: APAP 
1000mg + ibuprofen 
400mg + codeine 60 mg 
 
Duration: 48 hours 

Adults requiring 
removal of 1 mandibular 
third molar and bone 
removal as an 
outpatient 
 
N=131 

Postoperative pain at 
48 hours as measured 
by a 5 point verbal 
rating scale (1 = no 
pain; 5 = excruciating 
pain) 

 Global Pain Level During the First 48 Hours After Third Molar 
Surgery by Group 

Pain Level Control Intervention P Value 

No Pain 9% 11% 0.52 

Mild 45% 58% NR 

Moderate 37% 25% NR 

Excruciating 2% 2% NR 
 

Abbreviations:  APAP = acetaminophen; BPI = Brief Pain Inventory; CI = confidence interval; DB = double blind; ED = emergency department; IR = immediate-release; MCID = minimum clinically 
important difference; NR = not reported; NRS = numerical rating scale; NSAID = nonsteroidal anti-inflammatory drug; NY = New York; OA = osteoarthritis; OL = open-label; PC = placebo controlled; 
RCT = randomized clinical trial; TID = three times a day; YO = years old 
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Appendix 1: Current Preferred Drug List 
 
Long-Acting Opioids 
 
Generic Brand Form Route PDL 

fentanyl DURAGESIC PATCH TD72 TRANSDERM Y 

fentanyl FENTANYL PATCH TD72 TRANSDERM Y 

morphine sulfate MORPHINE SULFATE ER TABLET ER ORAL Y 

morphine sulfate MS CONTIN TABLET ER ORAL Y 

buprenorphine BUPRENORPHINE PATCH TDWK TRANSDERM N 

buprenorphine BUTRANS PATCH TDWK TRANSDERM N 

buprenorphine HCl BELBUCA FILM BUCCAL N 

fentanyl FENTANYL PATCH TD72 TRANSDERM N 

hydrocodone bitartrate ZOHYDRO ER CAP ER 12H ORAL N 

hydrocodone bitartrate HYSINGLA ER TAB ER 24H ORAL N 

hydromorphone HCl EXALGO TAB ER 24H ORAL N 

hydromorphone HCl HYDROMORPHONE ER TAB ER 24H ORAL N 

levorphanol tartrate LEVORPHANOL TARTRATE TABLET ORAL N 

methadone HCl METHADONE HCL ORAL CONC ORAL N 

methadone HCl METHADONE INTENSOL ORAL CONC ORAL N 

methadone HCl METHADOSE ORAL CONC ORAL N 

methadone HCl METHADONE HCL SOLUTION ORAL N 

methadone HCl DOLOPHINE HCL TABLET ORAL N 

methadone HCl METHADONE HCL TABLET ORAL N 

methadone HCl METHADONE HCL TABLET SOL ORAL N 

methadone HCl METHADOSE TABLET SOL ORAL N 

morphine sulfate KADIAN CAP ER PEL ORAL N 

morphine sulfate MORPHINE SULFATE ER CAP ER PEL ORAL N 

morphine sulfate MORPHINE SULFATE ER CPMP 24HR ORAL N 

morphine sulfate MORPHABOND ER TAB ER 12H ORAL N 

morphine sulfate/naltrexone EMBEDA CAP ER PO ORAL N 

oxycodone HCl OXYCODONE HCL ER TAB ER 12H ORAL N 

oxycodone HCl OXYCONTIN TAB ER 12H ORAL N 

oxycodone myristate XTAMPZA ER CAP SPR 12 ORAL N 

oxymorphone HCl OPANA ER TAB ER 12H ORAL N 

oxymorphone HCl OXYMORPHONE HCL ER TAB ER 12H ORAL N 

tapentadol HCl NUCYNTA ER TAB ER 12H ORAL N 

tramadol HCl CONZIP CPBP 17-83 ORAL N 

tramadol HCl TRAMADOL HCL ER CPBP 17-83 ORAL N 

tramadol HCl CONZIP CPBP 25-75 ORAL N 
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tramadol HCl TRAMADOL HCL ER CPBP 25-75 ORAL N 

tramadol HCl TRAMADOL HCL ER TAB ER 24H ORAL N 

tramadol HCl TRAMADOL HCL ER TBMP 24HR ORAL N 

 
 
Short-Acting Opioids 
 
Generic Brand Form Route PDL 

acetaminophen with codeine ACETAMINOPHEN W/CODEINE ELIXIR ORAL Y 

acetaminophen with codeine CAPITAL W-CODEINE ORAL SUSP ORAL Y 

acetaminophen with codeine ACETAMINOPHEN-CODEINE SOLUTION ORAL Y 

acetaminophen with codeine ACETAMINOPHEN-CODEINE TABLET ORAL Y 

acetaminophen with codeine TYLENOL-CODEINE NO.3 TABLET ORAL Y 

acetaminophen with codeine TYLENOL-CODEINE NO.4 TABLET ORAL Y 

butorphanol tartrate BUTORPHANOL TARTRATE SPRAY ORAL Y 

codeine sulfate CODEINE SULFATE TABLET ORAL Y 

hydrocodone/acetaminophen HYDROCODONE-ACETAMINOPHEN SOLUTION ORAL Y 

hydrocodone/acetaminophen LORTAB SOLUTION ORAL Y 

hydrocodone/acetaminophen HYDROCODONE/ACETAMINOPHEN TABLET ORAL Y 

hydrocodone/acetaminophen LORCET TABLET ORAL Y 

hydrocodone/acetaminophen LORCET HD TABLET ORAL Y 

hydrocodone/acetaminophen LORCET PLUS TABLET ORAL Y 

hydrocodone/acetaminophen NORCO TABLET ORAL Y 

hydromorphone HCl HYDROMORPHONE HCL SUPP.RECT RECTAL Y 

hydromorphone HCl DILAUDID TABLET ORAL Y 

hydromorphone HCl HYDROMORPHONE HCL TABLET ORAL Y 

morphine sulfate MORPHINE SULFATE SOLUTION ORAL Y 

morphine sulfate MORPHINE SULFATE SUPP.RECT RECTAL Y 

morphine sulfate MORPHINE SULFATE TABLET ORAL Y 

opium/belladonna alkaloids BELLADONNA & OPIUM SUPP.RECT RECTAL Y 

opium/belladonna alkaloids BELLADONNA-OPIUM SUPP.RECT RECTAL Y 

oxycodone HCl OXYCODONE HCL SOLUTION ORAL Y 

oxycodone HCl OXYCODONE HCL TABLET ORAL Y 

oxycodone HCl ROXICODONE TABLET ORAL Y 

oxycodone HCl/acetaminophen OXYCODONE W/ACETAMINOPHEN CAPSULE ORAL Y 

oxycodone HCl/acetaminophen ENDOCET TABLET ORAL Y 

oxycodone HCl/acetaminophen NALOCET TABLET ORAL Y 

oxycodone HCl/acetaminophen OXYCODONE-ACETAMINOPHEN TABLET ORAL Y 

oxycodone HCl/acetaminophen PERCOCET TABLET ORAL Y 

tramadol HCl TRAMADOL HCL TABLET ORAL Y 
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tramadol HCl ULTRAM TABLET ORAL Y 

acetaminophen/caff/dihydrocod ACETAMIN-CAFF-DIHYDROCODEINE CAPSULE ORAL N 

acetaminophen/caff/dihydrocod ACETAMIN-CAFF-DIHYDROCODEINE TABLET ORAL N 

acetaminophen/caff/dihydrocod DVORAH TABLET ORAL N 

acetaminophen/caff/dihydrocod PANLOR TABLET ORAL N 

butalbit/acetamin/caff/codeine BUTALB-ACETAMINOPH-CAFF-CODEIN CAPSULE ORAL N 

butalbit/acetamin/caff/codeine BUTALB-CAFF-ACETAMINOPH-CODEIN CAPSULE ORAL N 

butalbit/acetamin/caff/codeine FIORICET WITH CODEINE CAPSULE ORAL N 

codeine/butalbital/ASA/caffein ASA-BUTALB-CAFFEINE-CODEINE CAPSULE ORAL N 

codeine/butalbital/ASA/caffein ASCOMP WITH CODEINE CAPSULE ORAL N 

codeine/butalbital/ASA/caffein BUTALBITAL COMPOUND-CODEINE CAPSULE ORAL N 

codeine/butalbital/ASA/caffein FIORINAL WITH CODEINE #3 CAPSULE ORAL N 

fentanyl SUBSYS SPRAY SUBLINGUAL N 

fentanyl citrate ACTIQ LOZENGE HD BUCCAL N 

fentanyl citrate FENTANYL CITRATE LOZENGE HD BUCCAL N 

fentanyl citrate LAZANDA SPRAY/PUMP NASAL N 

fentanyl citrate ABSTRAL TAB SUBL SUBLINGUAL N 

fentanyl citrate FENTORA TABLET EFF BUCCAL N 

hydrocodone/acetaminophen HYDROCODONE W/ACETAMINOPHEN ELIXIR ORAL N 

hydrocodone/acetaminophen ZAMICET SOLUTION ORAL N 

hydrocodone/acetaminophen HYDROCODONE-ACETAMINOPHEN TABLET ORAL N 

hydrocodone/acetaminophen VERDROCET TABLET ORAL N 

hydrocodone/acetaminophen VICODIN TABLET ORAL N 

hydrocodone/acetaminophen VICODIN ES TABLET ORAL N 

hydrocodone/acetaminophen VICODIN HP TABLET ORAL N 

hydrocodone/ibuprofen HYDROCODONE-IBUPROFEN TABLET ORAL N 

hydrocodone/ibuprofen IBUDONE TABLET ORAL N 

hydrocodone/ibuprofen REPREXAIN TABLET ORAL N 

hydrocodone/ibuprofen XYLON 10 TABLET ORAL N 

hydromorphone HCl DILAUDID LIQUID ORAL N 

hydromorphone HCl HYDROMORPHONE HCL LIQUID ORAL N 

ibuprofen/oxycodone HCl OXYCODONE HCL-IBUPROFEN TABLET ORAL N 

meperidine HCl MEPERIDINE HCL SOLUTION ORAL N 

meperidine HCl DEMEROL TABLET ORAL N 

meperidine HCl MEPERIDINE HCL TABLET ORAL N 

morphine sulfate MORPHINE SULFATE SYRINGE ORAL N 

morphine sulfate ARYMO ER TAB PO ER ORAL N 

oxycodone HCl OXYCODONE HCL CAPSULE ORAL N 

oxycodone HCl OXYCODONE HCL ORAL CONC ORAL N 

oxycodone HCl OXYCODONE HCL SYRINGE ORAL N 
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oxycodone HCl OXAYDO TABLET ORL ORAL N 

oxycodone HCl ROXYBOND TABLET ORL ORAL N 

oxycodone HCl/acetaminophen OXYCODONE-ACETAMINOPHEN TABLET ORAL N 

oxycodone HCl/acetaminophen PRIMLEV TABLET ORAL N 

oxycodone HCl/acetaminophen ROXICET TABLET ORAL N 

oxycodone HCl/aspirin OXYCODONE HCL-ASPIRIN TABLET ORAL N 

oxymorphone HCl NUMORPHAN SUPP.RECT RECTAL N 

oxymorphone HCl OPANA TABLET ORAL N 

oxymorphone HCl OXYMORPHONE HCL TABLET ORAL N 

pentazocine HCl/naloxone HCl PENTAZOCINE-NALOXONE HCL TABLET ORAL N 

propoxyphene nap/acetaminophen PROPOXYPHENE NAPSYLATE W/APAP TABLET ORAL N 

tapentadol HCl NUCYNTA TABLET ORAL N 

tramadol HCl/acetaminophen TRAMADOL HCL-ACETAMINOPHEN TABLET ORAL N 

tramadol HCl/acetaminophen ULTRACET TABLET ORAL N 

aspirin/codeine phosphate ASPIRIN W/CODEINE TABLET ORAL  
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Appendix 2: Abstracts of Comparative Clinical Trials 
 
1. Effect of a Single Dose of Oral Opioid and Non-opioid Analgesics on Acute Extremity Pain in the Emergency Department: A Randomized Clinical Trial55 
Importance: The choice of analgesic to treat acute pain in the emergency department (ED) lacks a clear evidence base. The combination of ibuprofen and 
acetaminophen (paracetamol) may represent a viable non-opioid alternative. 
Objectives: To compare the efficacy of 4 oral analgesics. 
Design, Settings, and Participants: Randomized clinical trial conducted at 2 urban EDs in the Bronx, New York, which included 416 patients aged 21 to 64 years 
with moderate to severe acute extremity pain enrolled from July 2015 to August 2016. 
Interventions: Participants (104 per each combination analgesic group) received 400 mg of ibuprofen and 1000 mg of acetaminophen; 5 mg of oxycodone and 
325 mg of acetaminophen; 5 mg of hydrocodone and 300 mg of acetaminophen; or 30 mg of codeine and 300 mg of acetaminophen. 
Main Outcomes and Measures: The primary outcome was the between-group difference in decline in pain 2 hours after ingestion. Pain intensity was assessed 
using an 11-point numerical rating scale (NRS), in which 0 indicates no pain and 10 indicates the worst possible pain. The predefined minimum clinically 
important difference was 1.3 on the NRS. Analysis of variance was used to test the overall between-group difference at P = .05 and 99.2% CIs adjusted for 
multiple pairwise comparisons. 
Results: Of 416 patients randomized, 411 were analyzed (mean [SD] age, 37 [12] years; 199 [48%] women; 247 [60%] Latino). The baseline mean NRS pain score 
was 8.7 (SD, 1.3). At 2 hours, the mean NRS pain score decreased by 4.3 (95% CI, 3.6 to 4.9) in the ibuprofen and acetaminophen group; by 4.4 (95% CI, 3.7 to 
5.0) in the oxycodone and acetaminophen group; by 3.5 (95% CI, 2.9 to 4.2) in the hydrocodone and acetaminophen group; and by 3.9 (95% CI, 3.2 to 4.5) in the 
codeine and acetaminophen group (P = .053). The largest difference in decline in the NRS pain score from baseline to 2 hours was between the oxycodone and 
acetaminophen group and the hydrocodone and acetaminophen group (0.9; 99.2% CI, -0.1 to 1.8), which was less than the minimum clinically important 
difference in NRS pain score of 1.3. Adverse events were not assessed. 
Conclusions and Relevance: For patients presenting to the ED with acute extremity pain, there were no statistically significant or clinically important differences 
in pain reduction at 2 hours among single-dose treatment with ibuprofen and acetaminophen or with 3 different opioid and acetaminophen combination 
analgesics. Further research to assess adverse events and other dosing may be warranted. 
 
2. Effect of Opioid vs Non-opioid Medications on Pain-Related Function in Patients with Chronic Back Pain or Hip or Knee Osteoarthritis Pain 
The SPACE Randomized Clinical Trial56 
Importance: Limited evidence is available regarding long-term outcomes of opioids compared with non-opioid medications for chronic pain. 
Objective: To compare opioid vs non-opioid medications over 12 months on pain-related function, pain intensity, and adverse effects. 
Design, Setting, and Participants: Pragmatic, 12-month, randomized trial with masked outcome assessment. Patients were recruited from Veterans Affairs 
primary care clinics from June 2013 through December 2015; follow-up was completed December 2016. Eligible patients had moderate to severe chronic back 
pain or hip or knee osteoarthritis pain despite analgesic use. Of 265 patients enrolled, 25 withdrew prior to randomization and 240 were randomized. 
Interventions: Both interventions (opioid and non-opioid medication therapy) followed a treat-to-target strategy aiming for improved pain and function. Each 
intervention had its own prescribing strategy that included multiple medication options in 3 steps. In the opioid group, the first step was immediate-release 
morphine, oxycodone, or hydrocodone/acetaminophen. For the non-opioid group, the first step was acetaminophen (paracetamol) or a nonsteroidal anti-
inflammatory drug. Medications were changed, added, or adjusted within the assigned treatment group according to individual patient response. 
Main Outcomes and Measures: The primary outcome was pain-related function (Brief Pain Inventory [BPI] interference scale) over 12 months and the main 
secondary outcome was pain intensity (BPI severity scale). For both BPI scales (range, 0-10; higher scores = worse function or pain intensity), a 1-point 
improvement was clinically important. The primary adverse outcome was medication-related symptoms (patient-reported checklist; range, 0-19). 
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Results: Among 240 randomized patients (mean age, 58.3 years; women, 32 [13.0%]), 234 (97.5%) completed the trial. Groups did not significantly differ on 
pain-related function over 12 months (overall P = .58); mean 12-month BPI interference was 3.4 for the opioid group and 3.3 for the non-opioid group 
(difference, 0.1 [95% CI, -0.5 to 0.7]). Pain intensity was significantly better in the non-opioid group over 12 months (overall P = .03); mean 12-month BPI severity 
was 4.0 for the opioid group and 3.5 for the non-opioid group (difference, 0.5 [95% CI, 0.0 to 1.0]). Adverse medication-related symptoms were significantly 
more common in the opioid group over 12 months (overall P = .03); mean medication-related symptoms at 12 months were 1.8 in the opioid group and 0.9 in 
the non-opioid group (difference, 0.9 [95% CI, 0.3 to 1.5]). 
Conclusions and Relevance: Treatment with opioids was not superior to treatment with non-opioid medications for improving pain-related function over 12 
months. Results do not support initiation of opioid therapy for moderate to severe chronic back pain or hip or knee osteoarthritis pain. 

3. Duloxetine as an Analgesic Reduces Opioid Consumption After Spine Surgery: A Randomized, Double-Blind, Controlled Study57 
Objectives: Multimodal analgesia is widely advocated for the control of perioperative pain in an effort to reduce the use of opioid. Duloxetine is a selective 
inhibitor of serotonin and norepinephrine reuptake with efficacy for chronic pain conditions. The primary objective of this study was to evaluate the efficacy of 
two 60 mg oral doses of duloxetine in terms of fentanyl consumption during the postoperative period in patients undergoing elective spine surgery. 
Materials and Methods: This study was prospective, double-blind, randomized, and placebo controlled. Patients received either 60 mg duloxetine or an identical 
placebo 1 hour before surgery and again the following morning. The study participants were allocated into 2 groups: Group C (control) participants received the 
placebo and Group D (duloxetine) participants received 60 mg duloxetine. The total consumption of fentanyl 48 hours after surgery was measured. Secondary end 
points were pain scores and the presence or absence of adverse effects, such as headache, nausea, vomiting, itching, dizziness, and drowsiness. 
Results: Demographic characteristics did not differ between groups. There was a significant difference in fentanyl consumption in the first 24 hours between 
Groups C and D (mean difference, 223.11+/-39.32 [micro] g; P<0.001). Fentanyl consumption also differed between Groups C and D after 48 hours (mean 
difference, 179.35+/-32.55 [micro] g; P<0.000). The pain scores over 48 hours did not significantly differ between groups. The incidence of side-effects was similar 
in both groups.  
Discussion: Duloxetine was effective as an adjunct for postoperative analgesia and reduced opioid consumption. 
 

 

4. Efficacy of Codeine When Added to Paracetamol (Acetaminophen) and Ibuprofen for Relief of Postoperative Pain after Surgical Removal of Impacted Third 
Molars: A Double-Blinded Randomized Control Trial58 
Purpose: The use of opioids in combination with non-opioids is common practice for acute pain management after third molar surgery. One such combination is 
paracetamol, ibuprofen, and codeine. The authors assessed the efficacy of codeine when added to a regimen of paracetamol and ibuprofen for pain relief after 
third molar surgery. 
Materials and Methods: This study was a randomized, double-blinded, placebo-controlled trial conducted in patients undergoing the surgical removal of at least 
1 impacted mandibular third molar requiring bone removal. Participants were randomly allocated to a control group (paracetamol 1,000 mg and ibuprofen 
400 mg) or an intervention group (paracetamol 1,000 mg, ibuprofen 400 mg, and codeine 60 mg). All participants were treated under intravenous sedation and 
using identical surgical conditions and technique. Postoperative pain was assessed using the visual analog scale (VAS) every 3 hours (while awake) for the first 
48 hours after surgery. Pain was globally assessed using a questionnaire on day 3 after surgery. 
Results: There were 131 participants (36% men; control group, n = 67; intervention group, n = 64). Baseline characteristics were similar for the 2 groups. Data 
were analyzed using a modified intention-to-treat analysis and, for this, a linear mixed model was used. The model showed that the baseline VAS score was 
associated with subsequent VAS scores and that, with each 3-hour period, the VAS score increased by an average of 0.08. The treatment effect was not 
statistically meaningful, indicating there was no difference in recorded pain levels between the 2 groups during the first 48 hours after mandibular third molar 
surgery. Similarly, the 2 groups did not differ in their global ratings of postoperative pain. 

https://www.sciencedirect.com/topics/medicine-and-dentistry/acute-pain-management
https://www.sciencedirect.com/topics/medicine-and-dentistry/third-molar
https://www.sciencedirect.com/topics/medicine-and-dentistry/paracetamol
https://www.sciencedirect.com/topics/medicine-and-dentistry/ibuprofen
https://www.sciencedirect.com/topics/medicine-and-dentistry/codeine
https://www.sciencedirect.com/topics/medicine-and-dentistry/analgesia
https://www.sciencedirect.com/topics/medicine-and-dentistry/mandibular-third-molar
https://www.sciencedirect.com/topics/medicine-and-dentistry/intravenous-sedation
https://www.sciencedirect.com/topics/medicine-and-dentistry/postoperative-pain
https://www.sciencedirect.com/topics/medicine-and-dentistry/visual-analog-scale
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Conclusion: Codeine 60 mg added to a regimen of paracetamol 1,000 mg and ibuprofen 400 mg does not improve analgesia after third molar surgery. 
Appendix 3: Medline Search Strategy 
Ovid MEDLINE(R) without Revisions 1996 to March Week 4 2019 Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations March 27, 2019 

 
1.   Buprenorphine/           3626  
2.   Codeine/                  1627  
3.   Fentanyl/       7105  
4.   Hydromorphone/                                                    724  
5.   Hydrocodone/                                       476  
6.   Meperidine/       1241   
7.   Morphine/ or Morphine Derivatives/                     16800  
8.   Opium/          445  
9.   Oxycodone/        1792  
10. Oxymorphone/        235  
11. Tramadol/       2650  
12. Levorphanol/           45  
13. Methadone/                 6308  
14. Tapentadol/         277  
15. Butorphanol/                        648  
16. Analgesics, Opioid/     35310  
17. Pentazocine/                         387  
18. Propoxyphene.mp.         222  
19. Tapentadol/                          277  
20. 1 or 2 or 3 or 4 or 5 or 6 or 7 or 8 or 9 or 10 or 11 or 12 or 13 or 14 or 15 or 16 or 17 or 18 or 19                         55465  
21. Pain/ or Analgesics/ or Pain Management/          110961  
22. 20 and 21                 13063  
23.  limit 22 to (english language and humans and yr="2016 -Current" and (clinical trial, all or clinical trial, phase i or clinical trial, phase ii or clinical trial, phase iii or clinical trial, 
phase iv or comparative study or controlled clinical trial or guideline or meta-analysis or practice guideline or pragmatic clinical trial or randomized controlled trial or "systematic 
review"))         430  
 

Appendix 4: Key Inclusion Criteria  
 

Population Patients with chronic pain 

Intervention Opioid Analgesics listed in Appendix 1 

Comparator Placebo or another opioid analgesic listed in Appendix 1 

Outcomes Reduced pain, improved functioning, adverse effects 

Timing Any study duration 

Setting Outpatient 
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Appendix 5: Prior Authorization Criteria 
 

Long-acting Opioid Analgesics 
 

Goals: 

 Restrict use of long-acting opioid analgesics to OHP-funded conditions with documented sustained improvement in pain and 
function and with routine monitoring for opioid misuse and abuse. 

 Restrict use of long-acting opioid analgesics for conditions of the back and/or spine due to evidence of increased risk vs. benefit. 

 Promote the safe use of long-acting opioid analgesics by restricting use of high doses that have not demonstrated improved benefit 
and are associated with greater risk for accidental opioid overdose and death. 

 

Length of Authorization:  
90 days (except 12 months for end-of-life or cancer-related pain) 
 
Covered Alternatives:   

 Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org 

 Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/ 
 
Requires a PA:  

 All long-acting opioids and opioid combination products. 
Note: 

 Patients on palliative care with a terminal diagnosis or with cancer-related pain, or pain associated with sickle cell disease or severe 
burn injury are exempt from this PA. 

 This PA does not apply to pediatric use of codeine products, which is subject to separate clinical PA criteria. 
 

Table 1. Daily Dose Threshold (90 Morphine Milligram Equivalents per Day) of Opioid Products. 

Opioid 90 
MME/day 

Notes 

Fentanyl 
(transdermal 
patch) 

37.5 
mcg/hr 

Use only in opioid-tolerant patients who have been taking ≥60 MME daily for a 
≥1 week. Deaths due to a fatal overdose of fentanyl have occurred when pets, 
children and adults were accidentally exposed to fentanyl transdermal patch. 
Strict adherence to the recommended handling and disposal instructions is of 
the utmost importance to prevent accidental exposure.) 

Hydrocodone 90 mg  

Hydromorphone 22.5 mg  

Morphine 90 mg  

Oxycodone 60 mg  

http://www.orpdl.org/
http://www.orpdl.org/drugs/
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Oxymorphone 30 mg  

Tapentadol 225 mg  

Tramadol 300 mg 300 mg/day is max dose and is not equivalent to 90 MME/day. 

Methadone* 20 mg  

 
*DO NOT USE unless very familiar with the complex pharmacokinetic and 
pharmacodynamics properties of methadone. Methadone exhibits a non-linear relationship 
due to its long half-life and accumulates with chronic dosing. Methadone also has complex 
interactions with several other drugs. The dose should not be increased more frequently than 
once every 7 days. Methadone is associated with an increased incidence of prolonged QTc 
interval, torsades de pointe and sudden cardiac death. 

 
 
 
 

Table 2. Specific Long-acting Opioid Products Subject to Quantity Limits per FDA-approved Labeling. 

Drug Product Quantity 

Limit 

 Drug Product Quantity 

Limit 

 Drug Product Quantity 

Limit 

AVINZA 1 dose/day  HYSINGLA ER 2 doses/day  XARTEMIS 
XR 

4 doses/day 

BELBUCA  2 doses/day  KADIAN 2 doses/day  XTAMPZA ER 2 doses/day 

BUTRANS 1 patch/7 
days 

 MORPHABOND 2 doses/day  ZOHYDRO 
ER 

2 doses/day 

EMBEDA 2 doses/day  NUCYNTA ER 2 doses/day    

EXALGO 1 dose/day  OPANA ER 2 doses/day    

Fentanyl patch 1 dose/72 hr  OXYCONTIN 2 doses/day    

 TROXYCA ER 2 doses/day    
 

 

Approval Criteria 

1. What is the patient’s diagnosis?   Record ICD10 code 
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2. Is the diagnosis funded by the OHP? 
 
Note: Management of pain associated with 
back or spine conditions with long-acting 
opioids is not funded by the OHP*. Other 
conditions, such as fibromyalgia, TMJ, tension 
headache and pelvic pain syndrome are also 
not funded by the OHP. 

Yes: Go to #3 No: Pass to RPh. 
Deny; not funded by 
the OHP.  
 
Note: Management of 
opioid dependence is 
funded by the OHP. 

3. Is the requested medication a preferred 
agent? 

Yes: Go to #5 No: Go to #4 

4. Will the prescriber change to a preferred 
product? 
 
Note: Preferred opioids are reviewed and 
designated as preferred agents by the Oregon 
Pharmacy & Therapeutics Committee based 
on published medical evidence for safety and 
efficacy. 

Yes: Inform 
prescriber of covered 
alternatives in class. 

No: Go to #5 

5. Is the patient being treated for pain associated 
with sickle cell disease, cancer-related pain or 
under palliative care services with a life-
threatening illness or severe advanced illness 
expected to progress toward dying? 

Yes: Approve for up 
to 12 months 

No: Go to #6 

6. Is the prescriber enrolled in the Oregon 
Prescription Drug Monitoring Program 
(www.orpdmp.com) and has the prescriber 
verified at least once in the past 3 months that 
the patient has been prescribed opioid 
analgesics by only a single prescribing 
practice or prescriber?         

Yes: Go to #7 No: Pass to RPh. 
Deny; medical 
appropriateness 
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7. Is the prescription for pain associated with 
migraine or other type of headache? 
 
Note: there is limited or insufficient evidence 
for opioid use for many pain conditions, 
including migraine or other types of headache. 

Yes: Pass to RPh. 
Deny; medical 
appropriateness 

No: Go to #8 

8. Does the total daily opioid dose exceed 90 
MME (see Table 1)? 

Yes: Pass to RPh. 
Deny; medical 
appropriateness. 
 
Note: Management of 
opioid dependence is 
funded by the OHP. 

No: Go to #9 

9. Is the patient concurrently on other short- or 
long-acting opioids (patients may receive a 
maximum of one opioid product regardless of 
formulation)? 
 
Note: There is insufficient evidence for use of 
concurrent opioid products (e.g., long-acting 
opioid with short-acting opioid).  

Yes: Pass to RPh. 
Deny; medical 
appropriateness 
 
Note: Management of 
opioid dependence is 
funded by the OHP. 

No: Go to #10 

10. Is the patient currently taking a 
benzodiazepine or other central nervous 
system (CNS) depressant?  
 
Note: All opioids have a black box warning 
about the risks of profound sedation, 
respiratory depression, coma or death 
associated with concomitant use of opioids 
with benzodiazepines or other CNS 
depressants. 

Yes: Go to # 11 No: Go to #12 
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11. Has the prescriber provided documentation of 
counseling the patient on the potential harms 
of concurrent use of opioids with a 
benzodiazepine or other central nervous 
system (CNS) depressant and determined that 
benefit outweighs risks? 

Yes: Go to #12 No: Pass to RPh. 
Deny; medical 
appropriateness 

12. Does the prescription exceed quantity limits 
applied in Table 2 (if applicable)? 

Yes: Pass to RPh. 
Deny; medical 
appropriateness 

No: Go to #13 

13. Can the prescriber provide documentation of 
sustained improvement of at least 30% in pain, 
function, or quality of life in the past 3 months 
compared to baseline? 
 
Note: Pain control, quality of life, and function 
can be quickly assessed using the 3-item PEG 
scale. ** 

Yes: Go to #14 
 
Document tool used 
and score vs. 
baseline: ________ 

No: Pass to RPh. 
Deny; medical 
appropriateness. 
 
Note: Management of 
opioid dependence is 
funded by the OHP. 

14. Has the patient had a urinary drug screen 
(UDS) within the past 1 year to verify absence 
of illicit drugs and non-prescribed opioids? 

Yes: Approve for up 
to 90 days. 

No: Pass to RPh. 
Deny; medical 
appropriateness.  
 
Note: Management of 
opioid dependence is 
funded by the OHP. 

*See Guideline Note 60 within the Prioritized List of Health Services for conditions of coverage for pain associated with back or spine conditions: 
http://www.oregon.gov/OHA/HPA/CSI-HERC/Pages/Prioritized-List.aspx 

**The PEG is freely available to the public http://www.agencymeddirectors.wa.gov/Files/AssessmentTools/1-PEG%203%20item%20pain%20scale.pdf.  
Citation of the original publication:  
Krebs EE, Lorenz KA, Bair MJ, Damush TA, Wu J, Sutherland JM, Asch SM, Kroenke K. Development and initial validation of the PEG, a 3-item scale assessing pain intensity and 
interference. Journal of General Internal Medicine. 2009 Jun; 24:733-738. 

 
 
Clinical Notes: 

How to Discontinue Opioids. 
Adapted from the Washington State Interagency Guideline on Prescribing Opioids for Pain; Agency Medical Directors’ Group, June 2015. Available at 
http://www.agencymeddirectors.wa.gov/Files/2015AMDGOpioidGuideline.pdf. 
 

http://www.oregon.gov/OHA/HPA/CSI-HERC/Pages/Prioritized-List.aspx
http://www.agencymeddirectors.wa.gov/Files/AssessmentTools/1-PEG%203%20item%20pain%20scale.pdf
http://www.agencymeddirectors.wa.gov/Files/2015AMDGOpioidGuideline.pdf
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Selecting the optimal timing and approach to tapering depends on multiple factors. The rate of opioid taper should be based primarily on safety considerations, 
and special attention is needed for patients on high dose opioids, as too rapid a taper may precipitate withdrawal symptoms or drug-seeking behavior. In addition, 
behavioral issues or physical withdrawal symptoms can be a major obstacle during an opioid taper. Patients who feel overwhelmed or desperate may try to 
convince the provider to abandon the taper. Although there are no methods for preventing behavioral issues during taper, strategies implemented at the beginning 
of chronic opioid therapy such as setting clear expectations and development of an exit strategy are most likely to prevent later behavioral problems if a taper 
becomes necessary. 
 
1. Consider sequential tapers for patients who are on chronic benzodiazepines and opioids. Coordinate care with other prescribers (e.g. psychiatrist) as 

necessary. In general, taper off opioids first, then the benzodiazepines. 
2. Do not use ultra-rapid detoxification or antagonist-induced withdrawal under heavy sedation or anesthesia (e.g. naloxone or naltrexone with propofol, 

methohexital, ketamine or midazolam). 
3. Establish the rate of taper based on safety considerations: 

a. Immediate discontinuation if there is diversion or non-medical use, 
b. Rapid taper (over a 2 to 3 week period) if the patient has had a severe adverse outcome such as overdose or substance use disorder, or 
c. Slow taper for patients with no acute safety concerns. Start with a taper of ≤10% of the original dose per week and assess the patient’s functional and 

pain status at each visit. 
4. Adjust the rate, intensity, and duration of the taper according to the patient’s response (e.g. emergence of opioid withdrawal symptoms (see Table below)). 
5. Watch for signs of unmasked mental health disorders (e.g. depression, PTSD, panic disorder) during taper, especially in patients on prolonged or high dose 

opioids. Consult with specialists to facilitate a safe and effective taper. Use validated tools to assess conditions. 
6. Consider the following factors when making a decision to continue, pause or discontinue the taper plan: 

a. Assess the patient behaviors that may be suggestive of a substance use disorder 
b. Address increased pain with use of non-opioid options. 
c. Evaluate patient for mental health disorders. 
d. If the dose was tapered due to safety risk, once the dose has been lowered to an acceptable level of risk with no addiction behavior(s) present, 

consider maintaining at the established lower dose if there is a clinically meaningful improvement in function, reduced pain and no serious adverse 
outcomes. 

7. Do not reverse the taper; it must be unidirectional. The rate may be slowed or paused while monitoring for and managing withdrawal symptoms. 
8. Increase the taper rate when opioid doses reach a low level (e.g. <15 mg/day MED), since formulations of opioids may not be available to allow smaller 

decreases.  
9. Use non-benzodiazepine adjunctive agents to treat opioid abstinence syndrome (withdrawal) if needed. Unlike benzodiazepine withdrawal, opioid withdrawal 

symptoms are rarely medically serious, although they may be extremely unpleasant. Symptoms of mild opioid withdrawal may persist for 6 months after 
opioids have been discontinued (see Table below). 

10. Refer to a crisis intervention system if a patient expresses serious suicidal ideation with plan or intent, or transfer to an emergency room where the patient 
can be closely monitored. 

11. Do not start or resume opioids or benzodiazepines once they have been discontinued, as they may trigger drug cravings and a return to use. 
12. Consider inpatient withdrawal management if the taper is poorly tolerated. 
 

 
 

Symptoms and Treatment of Opioid Withdrawal.  
Adapted from the Washington State Interagency Guideline on Prescribing Opioids for Pain; Agency Medical Directors’ Group, June 2015. Available at 
http://www.agencymeddirectors.wa.gov/Files/2015AMDGOpioidGuideline.pdf) 
 

http://www.agencymeddirectors.wa.gov/Files/2015AMDGOpioidGuideline.pdf
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Restlessness, sweating or tremors Clonidine 0.1-0.2 mg orally every 6 hours or transdermal patch 0.1-0.2 mg weekly (If using the patch, oral medication may 
be needed for the first 72 hours) during taper. Monitor for significant hypotension and anticholinergic side effects. 

Nausea Anti-emetics such as ondansetron or prochlorperazine 

Vomiting Loperamide or anti-spasmodics such as dicyclomine 

Muscle pain, neuropathic pain or 
myoclonus 

NSAIDs, gabapentin or muscle relaxants such as cyclobenzaprine, tizanidine or methocarbamol 

Insomnia Sedating antidepressants (e.g. nortriptyline 25 mg at bedtime or mirtazapine 15 mg at bedtime or trazodone 50 mg at 
bedtime). Do not use benzodiazepines or sedative-hypnotics. 

 
 

P&T Review: 9/19 (DM), 3/17 (MH); 11/16; 05/16 
Implementation: Phase implementation initiated 8/21/17 

 
 

Short-acting Opioid Analgesics 
 

Goals: 

 Restrict use of short-acting opioid analgesics for acute conditions funded by the OHP. 

 Promote use of preferred short-acting opioid analgesics. 
 

Length of Authorization:  
7 to 30 days (except 12 months for end-of-life or cancer-related pain) 
 
Covered Alternatives:   

 Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org 

 Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/ 
 
Requires a PA:  

 Non-preferred short-acting opioids and opioid combination products. 

 All short-acting products prescribed for more than 7 days. 
Note: 

 Patients on palliative care with a terminal diagnosis or with cancer-related pain or with pain associated with sickle cell disease or  
severe burn injury are exempt from this PA. 

 This PA does not apply to pediatric use of codeine products, which is subject to separate clinical PA criteria. 
 

Table 1. Daily Dose Threshold (90 morphine milligram equivalents per day (MME/day) of Oral Opioid Products. 

Opioid 90 MME/day Dose Notes 

Benzhydrocodone 73.5 mg  

http://www.orpdl.org/
http://www.orpdl.org/drugs/
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Codeine 600 mg  Codeine is not recommended for pediatric use; codeine is a 
prodrug of morphine and is subject to different rates of 
metabolism placing certain populations at risk for overdose. 

Dihydrocodeine 
  

360 mg  

Hydrocodone bitartrate 90 mg  

Hydromorphone 22.5 mg  

Levorphanol tartrate 8 mg  

Meperidine 900 mg  Meperidine is not recommended for management of chronic 
pain due to potential accumulation of toxic metabolites. 

Morphine 90 mg  

Oxycodone 60 mg  

Oxymorphone 30 mg  

Tapentadol 225 mg  

Tramadol 400 mg  400 mg/day is max dose and is not equivalent to 90 MME/day. 

 

 

Approval Criteria 

1. What is the patient’s diagnosis?   Record ICD10 

2. Is the diagnosis funded by the OHP? 
 
Note: conditions such as fibromyalgia, 
TMJ, pelvic pain syndrome and tension 
headache are not funded by the OHP. 

Yes: Go to #3 No: Pass to RPh. Deny; not funded by 
the OHP. 
 
For patients with a history of  chronic 
opioid use, short-term approval may be 
considered if a patient-specific taper 
plan is documented or for up to 30 days 
to allow providers time to develop a 
taper plan. Subsequent approvals must 
document progress toward the taper. 
 
Note: Management of opioid 
dependence is funded by the OHP. 

3. Is the requested medication a preferred 
agent? 

Yes: Go to #5 No: Go to #4 
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4. Will the prescriber change to a preferred 
product? 
 
Note: Preferred opioids are reviewed and 
designated as preferred agents by the 
Oregon Pharmacy & Therapeutics 
Committee based on published medical 
evidence for safety and efficacy.  

Yes: Inform prescriber of covered 
alternatives in class.  

No: Go to #5 

5. Is the patient being treated for pain 
associated with sickle cell disease, 
severe burn injury or cancer-related pain 
or under palliative care services with a 
life-threatening illness or severe 
advanced illness expected to progress 
toward dying? 

Yes: Approve for up to 12 months.   No: Go to #6 

6. Is the prescription for a product 
containing codeine or tramadol in a 
patient less than 19 years of age?  
 
Note: Cold symptoms are not funded on 
the prioritized list                               

Yes: Deny for medical appropriateness No: Go to # 7 

6.7. Is the prescription for a short-acting 
fentanyl product? 
 
Note: Short-acting transmucosal fentanyl 
products are designed for breakthrough 
cancer pain only. This PA does not apply 
to transdermal fentanyl patches. 

Yes: Pass to RPh. Deny; medical 
appropriateness 
 
Note: Management of opioid dependence 
is funded by the OHP. 

No: Go to #87 
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7.8. Is the opioid prescribed for pain 
related to migraine or other type of 
headache? 
 
Note: there is limited or insufficient 
evidence for opioid use for many pain 
conditions, including migraine or other 
types of headache. 

Yes: Pass to RPh. Deny; medical 
appropriateness 

No: Go to #98 

9. Is the patient currently taking a 
benzodiazepine or other central nervous 
system (CNS) depressant?  
 

Note: All opioids have a black box warning 
about the risks of profound sedation, 
respiratory depression, coma or death 
associated with concomitant use of opioids 
with benzodiazepines or other CNS 
depressants. 

Yes: Pass to RPh. Deny; medical 
appropriateness 
 
For patients with a history of  chronic 
opioid use, short-term approval may be 
considered if a patient-specific taper plan 
is documented or for up to 30 days to allow 
providers time to develop a taper plan. 
Subsequent approvals must document 
progress toward the taper 

No: Go to #10 

10. Has the prescriber provided 
documentation of counseling the patient 
on the potential harms of concurrent use 
of opioids with a benzodiazepine or other 
central nervous system (CNS) 
depressant and determined that benefit 
outweighs risks? 

Yes: Go to #11 No: Pass to RPh. Deny; medical 
appropriateness 

8.11. Is the prescriber enrolled in the 
Oregon Prescription Drug Monitoring 
Program (www.orpdmp.com) and has the 
prescriber reviewed at least once in the 
past 3 months the scheduled substances 
the patient has recently been prescribed 
from other providers?         

Yes: Go to #129 No: Pass to RPh. Deny; medical 
appropriateness. 
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9.12. Did the patient’s pain originate from 
acute injury, flare, or surgery that 
occurred in the last 6 weeks? 

Yes: Go to #1310 No: Go to #1875 

10.13. Within this time period has a 5-day 
trial of Has at least one non-opioid 
analgesic (e.g., NSAID, acetaminophen, 
and/or muscle relaxant) been tried at its 
maximum effective dose and found to be 
ineffective or are contraindicated? 

Yes: Go to #141 No: Pass to RPh. Deny; medical 
appropriateness 

11.14. Is the opioid prescription for pain 
associated with a back or spine 
condition? 

Yes: Go to #152 No: Approve for up to 30 days 

12.15. Has the prescriber also developed a 
plan with the patient to stay active (home 
or prescribed exercise regimen) and with 
consideration of additional therapies such 
as spinal manipulation, physical therapy, 
yoga, or acupuncture? 

Yes: Go to #163 No: Pass to RPh. Deny; medical 
appropriateness 

13.16. Is this the first opioid prescription the 
patient has received for this pain 
condition? 

Yes: Approve for up to 7 days No: Go to #174 

14.17. Can the prescriber provide 
documentation of sustained improvement 
in function of at least 30% compared to 
baseline with prior use of opioid 
analgesics (e.g., validated tools to assess 
function include: Oswestry, Neck 
Disability Index, SF-MPQ, and MSPQ)?  

Yes: Approve for up to 7 days No: Pass to RPh. Deny; medical 
appropriateness.  

15.18. Has the patient been prescribed 
opioid analgesics for more than 6 weeks?  

Yes: Go to #196 No: Go to #110 
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16.19. Can the prescriber provide 
documentation of sustained improvement 
of at least 30% in pain, function, or quality 
of life in the past 3 months compared to 
baseline? 
 
Note: Pain control, quality of life, and 
function can be quickly assessed using 
the 3-item PEG scale.* 

Yes: Document tool used to measure pain 
and/or function. Go to #2017 

No: Pass to RPh. May approve for up to 
30 days one time. For future claims 
without documentation: deny; medical 
appropriateness. 
 
Note: Management of opioid 
dependence is funded by the OHP. 

17.20. Has the patient had a urinary drug 
screen (UDS) within the past year to 
verify absence of illicit drugs and non-
prescribed opioids? 

Yes: Go to #2018 No: Pass to RPh. Deny; medical 
appropriateness. 
 
Note: Management of opioid 
dependence is funded by the OHP. 

18.21. Is the opioid prescription for pain 
associated with a back or spine 
condition? 

Yes: Go to #2219 
 
 

No: Go to #230 

19.22. Have any of the following therapies 
also been prescribed and utilized by the 
patient: spinal manipulation, physical 
therapy, yoga or acupuncture? 

Yes: Document additional therapy. 
Approve for up to 7 days.  
 
Note: 
Risks outweigh benefits for back and spine 
conditions. OHP will not fund chronic use 
of opioids for back or spine conditions 
beginning 1/1/2018. Prescriber must 
develop a taper plan with the patient with a 
quit date before 1/1/2018. OHP funds 
treatment for patients who have become 
dependent or addicted to opioid 
analgesics. 

No: Pass to RPh. Deny; medical 
appropriateness. 
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20.23. Does the total daily opioid dose 
exceed 90 MME (Table 1)? 

Yes: Pass to RPh. May approve one time. 
For future claims: deny; medical 
appropriateness. 
 
For patients with a history of chronic opioid 
use, short-term approval may be 
considered if a patient-specific taper plan 
is documented or for up to 30 days to allow 
providers time to develop a taper plan. 
Subsequent approvals must document 
progress toward the taper. 
 
Note: Management of opioid dependence 
is funded by the OHP. 

No: Approve for up to 30 days. 

*The PEG is freely available to the public http://www.agencymeddirectors.wa.gov/Files/AssessmentTools/1-PEG%203%20item%20pain%20scale.pdf.  
Citation of the original publication:  
Krebs EE, Lorenz KA, Bair MJ, Damush TA, Wu J, Sutherland JM, Asch SM, Kroenke K. Development and initial validation of the PEG, a 3-item scale assessing pain intensity and 
interference. Journal of General Internal Medicine. 2009 Jun; 24:733-738 
 

Clinical Notes: 

How to Discontinue Opioids. 
Adapted from the Washington State Interagency Guideline on Prescribing Opioids for Pain; Agency Medical Directors’ Group, June 2015. Available at 
http://www.agencymeddirectors.wa.gov/Files/2015AMDGOpioidGuideline.pdf) 
 

Selecting the optimal timing and approach to tapering depends on multiple factors. The rate of opioid taper should be based primarily on safety considerations, 
and special attention is needed for patients on high dose opioids, as too rapid a taper may precipitate withdrawal symptoms or drug-seeking behavior. In addition, 
behavioral issues or physical withdrawal symptoms can be a major obstacle during an opioid taper. Patients who feel overwhelmed or desperate may try to 
convince the provider to abandon the taper. Although there are no methods for preventing behavioral issues during taper, strategies implemented at the beginning 
of chronic opioid therapy such as setting clear expectations and development of an exit strategy are most likely to prevent later behavioral problems if a taper 
becomes necessary. 
 
13. Consider sequential tapers for patients who are on chronic benzodiazepines and opioids. Coordinate care with other prescribers (e.g. psychiatrist) as 

necessary. In general, taper off opioids first, then the benzodiazepines. 
14. Do not use ultra-rapid detoxification or antagonist-induced withdrawal under heavy sedation or anesthesia (e.g. naloxone or naltrexone with propofol, 

methohexital, ketamine or midazolam). 
15. Establish the rate of taper based on safety considerations: 

a. Immediate discontinuation if there is diversion or non-medical use, 
b. Rapid taper (over a 2 to 3 week period) if the patient has had a severe adverse outcome such as overdose or substance use disorder, or 
c. Slow taper for patients with no acute safety concerns. Start with a taper of ≤10% of the original dose per week and assess the patient’s functional and 

pain status at each visit. 
16. Adjust the rate, intensity, and duration of the taper according to the patient’s response (e.g. emergence of opioid withdrawal symptoms (see Table below)). 

http://www.agencymeddirectors.wa.gov/Files/AssessmentTools/1-PEG%203%20item%20pain%20scale.pdf
http://www.agencymeddirectors.wa.gov/Files/2015AMDGOpioidGuideline.pdf
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17. Watch for signs of unmasked mental health disorders (e.g. depression, PTSD, panic disorder) during taper, especially in patients on prolonged or high dose 
opioids. Consult with specialists to facilitate a safe and effective taper. Use validated tools to assess conditions. 

18. Consider the following factors when making a decision to continue, pause or discontinue the taper plan: 
a. Assess the patient behaviors that may be suggestive of a substance use disorder 
b. Address increased pain with use of non-opioid options. 
c. Evaluate patient for mental health disorders. 
d. If the dose was tapered due to safety risk, once the dose has been lowered to an acceptable level of risk with no addiction behavior(s) present, 

consider maintaining at the established lower dose if there is a clinically meaningful improvement in function, reduced pain and no serious adverse 
outcomes. 

19. Do not reverse the taper; it must be unidirectional. The rate may be slowed or paused while monitoring for and managing withdrawal symptoms. 
20. Increase the taper rate when opioid doses reach a low level (e.g. <15 mg/day MED), since formulations of opioids may not be available to allow smaller 

decreases.  
21. Use non-benzodiazepine adjunctive agents to treat opioid abstinence syndrome (withdrawal) if needed. Unlike benzodiazepine withdrawal, opioid withdrawal 

symptoms are rarely medically serious, although they may be extremely unpleasant. Symptoms of mild opioid withdrawal may persist for 6 months after 
opioids have been discontinued (see Table below). 

22. Refer to a crisis intervention system if a patient expresses serious suicidal ideation with plan or intent, or transfer to an emergency room where the patient 
can be closely monitored. 

23. Do not start or resume opioids or benzodiazepines once they have been discontinued, as they may trigger drug cravings and a return to use. 
24. Consider inpatient withdrawal management if the taper is poorly tolerated. 
 

 
 

Symptoms and Treatment of Opioid Withdrawal.  
Adapted from the Washington State Interagency Guideline on Prescribing Opioids for Pain; Agency Medical Directors’ Group, June 2015. Available at 
http://www.agencymeddirectors.wa.gov/Files/2015AMDGOpioidGuideline.pdf) 
 

Restlessness, sweating or tremors Clonidine 0.1-0.2 mg orally every 6 hours or transdermal patch 0.1-0.2 mg weekly (If using the patch, oral medication may 
be needed for the first 72 hours) during taper. Monitor for significant hypotension and anticholinergic side effects. 

Nausea Anti-emetics such as ondansetron or prochlorperazine 

Vomiting Loperamide or anti-spasmodics such as dicyclomine 

Muscle pain, neuropathic pain or 
myoclonus 

NSAIDs, gabapentin or muscle relaxants such as cyclobenzaprine, tizanidine or methocarbamol 

Insomnia Sedating antidepressants (e.g. nortriptyline 25 mg at bedtime or mirtazapine 15 mg at bedtime or trazodone 50 mg at 
bedtime). Do not use benzodiazepines or sedative-hypnotics. 

 

 
P&T Review: 9/19 (DM), 11/16 (AG) 
Implementation: 8/21/17 
 
  

http://www.agencymeddirectors.wa.gov/Files/2015AMDGOpioidGuideline.pdf
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Questions and answers about opioid coverage criteria effective August 21, 2017 
Where can I find the new PA criteria for both short- and long-acting opioids? 
On or after August 21, 2017, you can find the new PA criteria at www.orpdl.org/drugs under the “Analgesics” category.  

Which opioids are restricted to 7 days or less for acute conditions? 
Short-acting opioids such as hydrocodone/acetaminophen, oxycodone, and tramadol are restricted to 7 days or less for acute conditions. Long-acting 

opioids such as fentanyl and extended release morphine sulfate do not have this restriction.  

You can find a comprehensive list of preferred and non-preferred short- and long-acting opioids on the Preferred Drug List (PDL) 
website.  

■ Short-acting: http://www.orpdl.org/drugs/drugclass.php?cid=1076.  

■ Long-acting: http://www.orpdl.org/drugs/drugclass.php?cid=1050. 

Why are short-acting opioids restricted to 7 days or less for acute conditions? 
This decision was based on the 2016 CDC guideline recommendations and will coincide with the Health Evidence Review Commission’s 2014 

coverage guidance.   

What criteria apply to both short- and long-acting opioids? 
Criteria for both short- and long-acting opioids require: 

■ A prescription that: 

— Is for a diagnosis which is funded by the OHP 

— Is not for pain associated with migraine or other type of headache, and 

— Does not exceed a total daily opioid dose of 90 morphine milligram equivalents (MME) per day. 

■ Documented verification that the patient: 

— Is not high-risk for opioid misuse or abuse, 

— Is not concurrently on other short- or long-acting opioids, and 

— Has sustained improvement of at least 30 percent in pain, function, or quality of life in the past 3 months (compared to baseline). 

Do the new criteria apply to cancer-related pain or palliative care services? 
No. Besides requiring an OHP-funded diagnosis, the additional new prior authorization criteria requirements do not apply if a patient is: 

■ Being treated for cancer-related pain (ICD-10 G89.3), or  

■ Under palliative care services (ICD-10 Z51.5) with a life-threatening illness or severe advanced illness expected to progress toward dying.  

Providing the ICD-10 diagnosis code on the prescription order and submitting it on the pharmacy claim may expedite the approval 
process. 

 

http://www.orpdl.org/drugs
http://www.orpdl.org/drugs/drugclass.php?cid=1076
http://www.orpdl.org/drugs/drugclass.php?cid=1050
http://www.oregon.gov/oha/HPA/CSI-HERC/EvidenceBasedReports/Low-Back-Pain-Pharmacologic-Interventions-Final-11-13-14.pdf
http://www.oregon.gov/oha/HPA/CSI-HERC/EvidenceBasedReports/Low-Back-Pain-Pharmacologic-Interventions-Final-11-13-14.pdf
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Questions? 

■ About pharmacy point of sale and prior authorizations for fee-for-service prescriptions: Call the Oregon Pharmacy Call Center at 1-

888-202-2126. 

■ About physical health prescriptions for patients in a coordinated care organization (CCO): Contact the CCO. 

 
 
RETIRE THIS PA 

Codeine 
 
Goal(s): 

Promote safe use of codeine in pediatric patients for analgesia or cough. 
 
Length of Authorization:  

 Up to 3 days 
 
Requires PA: 

All codeine products for patients under 19 years of age 
 
Covered Alternatives:   

 Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org 

 Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/ 
 

Approval Criteria 

1. What diagnosis is being treated? Record ICD10 code. 

2. What is the age of the patient? Ages 0-12 years: Pass to RPh. 
Deny; medical appropriateness 

Ages 13-18 years: Go to #3 

3. Is the prescription for an OHP-funded condition? Yes: Go to #4 No: Pass to RPh. Deny; not 
funded by the OHP 

http://www.orpdl.org/
http://www.orpdl.org/drugs/
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Approval Criteria 

4. Has the patient recently undergone tonsillectomy or 
adenoidectomy? 

Yes: Pass to RPh. Deny; 
medical appropriateness 

No: Go to #5 

5. Does the dose exceed 240 mg per day? Yes: Pass to RPh. Deny; 
medical appropriateness 

No: Approve no more than 3-
day supply 

 
P&T Review:  5/16; 9/15; 7/15 
Implementation:  7/1/16; 8/25/15 

 


