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Which of the following are true? 
RCT evidence has demonstrated that...
A. For chronic back pain, opioids are more 

effective than placebo 
B. For acute back pain, naproxen + oxycodone is 

more effective than naproxen alone
C. For chronic back pain, opioids reduce pain 

more than NSAIDs or acetaminophen
D. A & B, but not C
E. A, B, and C



Which of the following are true? 
In patients receiving prescribed opioid analgesics, 
higher daily dosage is associated with...
A. Fatal and non-fatal opioid overdose
B. Incident depression
C. Incident opioid use disorder
D. A and B, but not C
E. A, B, and C



What’s known and what’s new in 2016
Opioid benefits
Opioid harms
Management of opioid therapy



Opioid benefits—what’s known? 
 Opioids decrease pain intensity more than 

placebo in short-term
 Chronic back pain: ∆ ~10 points on 0-100 scale
 Hip/knee osteoarthritis:  ∆ ~7 points on 0-100 scale

 Insufficient evidence for opioids vs. non-opioids
 No evidence for effectiveness of long-term opioid 

therapy

Abdel Shaheed C et al, JAMA Intern Med 2016;176(7):958-68.  Chou R et al, Ann Intern Med. 2015 
Feb 17;162(4):276-86. da Costa BR et al, Cochrane Database of Systematic Reviews 2014, Issue 9



Opioid benefits—what’s new? 

 Meta-regression of placebo-
controlled trials to estimate 
effect of dose (range 40-240 
mg/d) on pain
 Association between log 

dose and pain: statistically 
significant, but not 
clinically significant

 Outcomes of doses above 
& below 100 mg/d: no 
difference

Abdel Shaheed C et al, JAMA Intern Med 2016;176(7):958-68.  



Opioid benefits—what’s new? 

 Participants: Patients presenting to ED with non-traumatic,  
non-radicular acute low back pain

 Intervention: Randomized to 10-day course of...
 Naproxen plus placebo
 Naproxen plus oxycodone/acetaminophen
 Naproxen plus cyclobenzaprine

 Results: No difference in pain or physical function at 1 week

Friedman BW et al, JAMA 2015;314(15):1572-1580.  



What’s known and what’s new in 2016
Opioid benefits
Opioid harms
Management of opioid therapy



Opioid harms—what’s known? 

 Among patients 
prescribed opioids, 
higher doses predict...
 Fatal and non-fatal 

opioid overdose
 Incident and recurrent 

major depression
 Opioid use disorder
 Road trauma 

Rudd RA et al. MMWR 2016;64:1378-82; Chou R et al, Ann Intern Med. 2015;162(4):276-86; Bohnert AS et 
al, JAMA 2011;305:1315-21; Scherrer JF et al, Pain 2015;156:348-355; Gomes T et al. JAMA Intern Med 

2013 173 196 201

Figure from CDC in Paulozzi et al, MMWR 
2011;60:1487–92



Opioid harms—what’s new? 

 Nested case-control 
study examining 
association of dose and 
death

 Finding: No dose cutoff 
for risk

Bohnert AS et al, Medical Care 2016;54:435-441

Most controls on 
low-dose therapy

Cases distributed 
across full dose 
range



Opioid harms—what’s new? 

Bohnert AS et al, Medical Care 2016;54:435-441



Opioid harms—what’s new? 

 Cohort study of North 
Carolina residents 

 Findings: No dose cutoff 
for risk

 Death rates increased 
gradually across the full 
range of opioid dosage

 Benzodiazepine 
increased death rate 10x 
(greater ∆ at higher 
doses)

Dasgupta N, Pain Medicine 2016;17:85-98



Opioid harms—what’s new? 

 Cohort of insured patients on long-term opioid therapy 
who had an initial non-fatal opioid overdose (n=2848)

 Findings: 
 Most continued receiving opioids from same prescriber 

(30% switched)
 7% had another overdose (17% of those on high dose 

therapy)

LaRochelle et al, Ann Intern Med 2016;164:1-9



Opioid harms—what’s new? 

LaRochelle et al, Ann Intern Med 2016;164:1-9

Most patients on 
high-doses before 
overdose were 
continued on high-
dose therapy

Few patients had 
opioids discontinued 
after overdose

Before 31-90 
days 
after

91-365 
days 
after
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Opioid management—what’s known? 

Reuben DB et al, Annals Intern Med 2015;162:295-300

 “Particularly striking to the panel was the realization that 
evidence is insufficient for every clinical decision that a 
provider needs to make about the use of opioids for 
chronic pain, leaving the provider to rely on his or her 
own clinical experience.”



Opioid management—what’s new? 

Dowell D et al, MMWR 2016; 65(1);1–49

 Target audience: Primary care clinicians
 Application:  Adults with chronic pain outside of 

palliative or end-of-life care
 Voluntary guideline based on emerging evidence



CDC Guideline development overview
 CDC commissioned an updated systematic review and a 

new contextual review
 CDC personnel drafted initial recommendations and 

refined them in Core Expert Group process
 CDC submitted draft guideline for review by peers, 

stakeholders, federal partners, and the public
 Federal advisory committee commissioned an Opioid 

Guideline Workgroup to review draft recommendations, 
rationale, evidence reviews, and public/stakeholder 
feedback 

 Workgroup submitted report to federal advisory 
committee

 CDC revised and published final Guideline 

Dowell D et al, MMWR 2016; 65(1);1–49



Rationale for CDC Guideline
 No evidence for long-term benefits of opioids
 Extensive evidence of opioid-related harms 
 Extensive evidence for benefits of a variety of 

non-opioid approaches to pain 

Dowell D et al, MMWR 2016; 65(1);1–49



CDC guideline recommendations

 1. Non-pharmacological therapy and non-opioid 
medications are preferred for chronic pain
 Consider opioids only if benefits expected to outweigh risks

 2. Before starting opioids, establish realistic goals and an 
“exit strategy” 

 3. Before starting opioids, discuss realistic potential 
benefits and known risks

http://www.cdc.gov/drugoverdose/prescribing/guideline.html



CDC guideline recommendations

4. Prescribe short-acting (IR) meds, not ER/LA meds
5. Use the lowest effective dosage
 Use caution at any dosage
 Carefully assess benefits/risks of >50 ME mg/day
 Avoid >90 ME mg/day

6. For acute pain, use lowest effective dose of IR meds
 ≤ 3 days usually sufficient
 > 7 days rarely needed

7. Evaluate benefits/harms regularly
 Within 1-4 weeks of initiation or dose escalation
 At least every 3 months
 Taper or discontinue if benefits don’t clearly outweigh harms/risks

http://www.cdc.gov/drugoverdose/prescribing/guideline.html



Evaluating benefits/harms
 Are treatment goals being met?
 Sustained improvement in pain & function?
 Common or serious adverse effects?
 Early warning signs/elevated risk for serious adverse 

events?
 Evidence of potential opioid use disorder?

 Do benefits of continuation clearly outweigh 
harms and risks? 

 Can dosage be reduced or opioids discontinued?



Evaluating benefit
 Progress toward individual functional goals
 30% improvement in PEG scale

Krebs EE et al, J Gen Intern Med 2009;24(6):733-738

Pain on 
average

Enjoyment 
of life

General 
activity



CDC guideline recommendations

 8. Assess risk for opioid-related harms before starting 
opioids and periodically during therapy
 Consider naloxone if risk factors for overdose present

 9. Review PDMP every 1-3 months
 10. Obtain UDT before prescribing and consider annual 

UDT
 11. Avoid co-prescribing of opioids and benzodiazepines 

whenever possible
 12. Offer or arrange treatment for opioid use disorder

CDC guideline recommendations

http://www.cdc.gov/drugoverdose/prescribing/guideline.html



Evaluating risk

http://pmp.pharmacy.state.mn.us/



CDC guideline—remaining questions

 Which patients are good candidates for a trial of 
conservative opioid therapy?

 For patients on high-dose/long-term opioids, what are 
best practices for managing dose reduction? 
 Are there patients for whom opioids cannot be completely 

discontinued? 

 For patients with comorbid chronic pain and opioid use 
disorder, what are best practices for managing both 
conditions? 



Summary—Opioids in 2016
 Evidence is still limited for most clinical questions
 Specific opioid prescribing practices are associated with bad 

outcomes: higher doses, benzodiazepine co-prescription

 Opioid overdose epidemic is still worsening
 CDC guidelines define a new standard of care
 Opioids are not routine or default therapy for chronic pain
 Prescribing should be undertaken only with caution and with the 

lowest dosage for the shortest time possible
 Opioid therapy should be continually reassessed and stopped if 

not clearly beneficial



Thank you! Questions? 

erin.krebs@va.gov
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