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Learning Objectives 

• Be aware of the societal consequences of prescription opioid utilization

• Review the data on efficacy and safety of opioid therapy for chronic pain

• Discuss a rational approach to using opioids for the treatment for chronic pain

Key Questions

• Can long-term opioid therapy reduce pain, support function, and improve QoL? (NNT)

• What are the risks of long-term opioid therapy? (NNH)



Among the remedies which it has 

pleased Almighty God to give to man 

to relieve his sufferings, none is so 

universal and so efficacious as opium.

Sir Thomas Sydenham,1680



Wen et al., Exp Opin Pharm 2015

ER hydrocodone (Hysingla™) – clinical trial efficacy data0



Societal Consequences of

Prescription Opioids



Opioid Misuse, Abuse & Death: A National ‘Epidemic’



U.S. Unintentional Overdose Deaths

CDC



U.S. Opioid Sales, Treatment & Total Deaths



U.S. Overdose Deaths by Opioid Category (CDC)

Age-adjusted drug overdose death rates involving opioids, by type of opioid: USA 1999-2018 

(https://www.cdc.gov/nchs/products/databriefs/db356.htm)

https://www.cdc.gov/nchs/products/databriefs/db356.htm


CDC Health Alert Network

December 17, 2020; CDCHAN-00438

Drug Overdose Deaths (U.S.) – COVID-19



10 Dec. 2021

Increased Opioid Prescribing (U.S.) – COVID-19



Pain treatment promoted aggressively since early 1990’s:

■ Patients and Patient Advocacy Groups (Pain “Bill of Rights”)

■ Medical Societies

■ Industry

Prescription opioid use increased 10-fold 1990 to 2010:

■ 1997-2002: Sales for oxycodone and methadone quadrupled.

■ Extended-release formulations drove much of the growth.

Okie S.  N Engl J Med 2010;363:1981-1985

Increased Opioid Prescribing - Causes



ER oxycodone (OxyContin) Package Insert

ER hydrocodone (Vantrela ER®) Package Insert (released Jan 2018)

Increased Opioid Prescribing - Causes



NY Times July 13, 2017



https://www.cnbc.com/2019/06/04/nearly-every-us-state-is-now-suing-oxycontin-maker-purdue-pharma.html

LA Times Nov 11, 2020

23 Nov. 2021

https://www.cnbc.com/2019/06/04/nearly-every-us-state-is-now-suing-oxycontin-maker-purdue-pharma.html


Opioids: Effects & Side Effects



Definition: opiate, opioid, narcotic

■ Opiate: Drugs derived from the poppy Papaver somniferum.

■ Opioid: Substances with activity on opioid receptors whether natural, 

synthetic or endogenous.

■ Narcotic: A drug that causes insensibility or stupor.



Al-Hasani. Anesthesiology 2011

Opioid receptors (mu, delta, kappa, ORL-1)

G-protein coupled



Al-Hasani. Anesthesiology 2011



Opioid Effects - CNS

■ Analgesia  (spinal & brain)

■ Mood alteration including euphoria/reward

■ Sedation, loss of consciousness

■ Respiratory depression

■ Nausea, vomiting

■ Truncal rigidity

■ Decreased cough reflex

■ Miosis

■ Hyperalgesia (in humans?)



Gastrointestinal

■ Decreased motility & constipation

■ Increased tone biliary system

Cardiovascular

■ Bradycardia & hypotension

Neuroendocrine

■ Decreased release of stress hormones 

■ Decreased release of hypothalamic hormones (irregular 

menses and decreased testosterone)

Other

■ Immune: altered/impaired function - leukocytes have MOR’s

■ Urinary retention

■ Motor: myoclonus

■ Skin: pruritis & sweating

Opioid Effects - peripheral



Dependence:

■ Drug causes a withdrawal syndrome upon cessation (occurs with 

addictive and non-addictive drugs).

Tolerance:

■ A fixed dose causes a decreasing effect with repeated exposure.

Addiction:

■ Compulsive use resulting in physical, psychological, and/or 

social dysfunction, and continued use despite dysfunction.

Psychological Effects of Opioids - Taxonomy



Long-term Opioid Therapy for Chronic Pain:

Efficacy Data



Review of electronic data bases including Medline/PubMed:

Search terms: 

Opioids/opiates/narcotics/non-terminal pain/chronic non-

malignant pain/chronic pain and combinations/clinical 

trial/review/meta-analysis/Cochrane review.

PubMed:

▪ No filter: thousands of citations

▪ Clinical trial: hundreds of citations

Chronic Opioid Therapy - Efficacy



Long-term Opioid Therapy Efficacy

Chronic Non-Cancer Pain





Included studies: 

• collected data for at least 6 months 

• were full-text articles

• did not include redundant data

• were prospective; only one was a RCT’s (but no placebo)

• enrolled at least 10 participants

Cochrane 2010:

Long-term opioid management for chronic non-cancer pain



Results: 

26 studies enrolling total of 4893 participants reviewed. 

25 of the studies were case series or uncontrolled long-

term trial continuations, the other was an RCT 

comparing two opioids.

Cochrane 2010:

Long-term opioid management for chronic non-cancer pain



Conclusions: 

Many patients discontinue long-term opioid therapy due to 

adverse events or insufficient pain relief; however, weak 

evidence suggests that patients who are able to continue 

opioids long-term experience clinically significant pain relief.

Whether quality of life or functioning improves is inconclusive. 

Many minor adverse events (like nausea and headache) 

occurred, but serious adverse events, including iatrogenic opioid 

addiction, were rare.

Cochrane 2010:

Long-term opioid management for chronic non-cancer pain



Long-term Opioid Therapy Efficacy

Chronic Low Back Pain



Cochrane Collaboration 2014: 

Opioids and Chronic Low Back Pain



▪ 15 randomized double blinded trials (5540 patients) 

▪ Compared opioids and placebo or other treatments

▪ Outcomes included pain and function

Opioids for Chronic Low Back Pain: Chaparro et al, Cochrane 2014



▪ Tramadol was better than placebo for pain and function. 

▪ Compared with placebo, transdermal buprenorphine 

decreased pain but did not improve function. 

▪ Strong opioids were better than placebo for pain and 

function.

▪ Two trials found no difference between opioids and 

antidepressants for pain or function. 

Opioids for Chronic Low Back Pain:Chaparro et al, Cochrane 2014



No serious adverse effects, risks (addiction or overdose), or 

complications were reported.

However: reviewed trials had low to moderate quality, high 

drop-out rates, short duration, and limited interpretability 

of functional improvement.

Only two of the trials were longer than 3 months, the longest 

was only 15 weeks. 

Opioids for Chronic Low Back Pain: Chaparro et al, Cochrane 2014



Long-term Opioid Therapy Efficacy

Neuropathic Pain



22 May 2017

5 randomized, double-blind cross-over studies of 5-7 weeks (n=236)

AUTHORS’ CONCLUSIONS: “There was insufficient evidence to 

support or refute the suggestion that morphine has any efficacy in any 

neuropathic pain condition.”



2018

• Meta-analysis of 96 RCTs including 26,169 subjects. 

• Compared with placebo opioid use is associated with: 

reduced pain 

0.69 on 10-point scale

improved function 

2 on 100-point scale

increased vomiting

• Low to moderate evidence suggests opioids are 

superior to NSAIDs, TCAs, and anticonvulsants.



JAMA. 2018;319(9).

JAMA. 2018;320(23).



Long-term Opioid Therapy Efficacy

Iatrogenic Addiction



Cochrane 2010:

Long-term opioid management for chronic non-cancer pain

• Iatrogenic addiction is approx 0.3% in patients 

without major risk factors



Opioids for post-operative pain: risk of long-term use

J Bone Joint Surg 2017

BMJ 2014

• Only 3% of previously opioid naive patients still taking opioids at 90 days 

after major elective surgery

• Virtually all patients are off opioids by 6 months post-op

(this was a low-risk population given the exclusion criteria)



“There is not sufficient evidence to support or refute the 

existence of OIH in humans except in the case of normal 

volunteers receiving opioid infusions.”

Do Opioids Induce Hyperalgesia in Humans?  An Evidence-Based Structured 

Review, Fishbain et al (2008)

“Findings of the clinical prevalence of OIH are not available.”

A Comprehensive Review of Opioid-Induced Hyperalgesia, Lee et al (2011)

Opioid Induced Hyperalgesia



Efficacy of Opioids for Chronic Pain: Summary 

▪ Evidence regarding the efficacy of “long-term” opioid therapy for 

chronic pain is extremely limited and high-quality data essentially 

non-existent.

▪ Evidence regarding side effects from long-term opioid therapy for 

chronic pain is also very limited but would indicate opioids are 

well-tolerated by most individuals.



Risk Mitigation:

State and Federal Efforts



Recognition of the major individual and societal problems associated 

with prescription opioids has led to a variety of initiatives:

■ Administrative-regulatory changes (including multi-state PMP’s)

■ Provider education (including REMS)

■ Patient education

■ Increased DoJ and DEA administrative and criminal actions

Opioid Therapy: Federal and State Efforts







April 9, 2019 CDC issued a clarification letter:

• Stressed that the guidelines weren't intended for patients with cancer, sickle cell 

disease, or post-op pain.

• Stated that the guidelines weren't designed to "deny any patients who suffer 

with chronic pain" the option of opioid medications.  

• Stated that patients should not be denied coverage for their opioid medications.

Acknowledged that the 2016 CDC guideline was causing patient harm -

- “CDC is working diligently to evaluate the impact of the Guideline and 

clarify its recommendations to help reduce unintended harms” 

- “The Guideline includes recommendations for clinicians to work with 

patients to taper or reduce dosage only when patient harm outweighs 

patient benefit of opioid therapy.”

April 10, 2019 CDC director Robert Redfield: 



Dowell et al, 2019

- “Unfortunately, some policies and practices purportedly derived from the guideline 

have been inconsistent with its recommendations.”

- “…inconsistencies which include inflexible application of recommended dosage and 

duration thresholds and policies that encourage hard limits and abrupt tapering of drug 

dosages, resulting in sudden opioid discontinuation or dismissal of patients from a 

physician’s practice.”

- The guideline “does not address or suggest discontinuation of opioids already 

prescribed at higher dosages.” (so called ‘legacy patients’)





CDC Released Draft Revised Guidelines 

• Released Feb 2022; comment period ended April 11; expected release end 2022.

• Removed opioid dosage limits/cautions (statement 5).  

• Removed limit on duration of opioid therapy for acute pain (statement 6).

• Changed recommended PDMP check from every Rx to every 3 months when 

starting opioids and periodically thereafter (statement 9)

• Changed recommended U-tox form when starting opioids and annually to 

“consider toxicology testing” (statement 10)

• Changed caution re concurrent Rx of opioids and benzodiazepines from 

“avoid…whenever possible” to “use extreme caution” (statement 11)



Long-term Therapy for Chronic Pain:

Summary & Recommendations



- Don’t rush to initiate opioid therapy, particularly if you have not cared for 

the patient longitudinally.  Employ a step-wise approach to pain treatment; 

opioids are not typically the first step.

- Prior to initiating opioids:

➢ Clearly discuss goals of therapy with indicators of success and ‘failure’

➢ Opioid agreement (communication tool)

➢ Toxicology at time of initial request

➢ Psychological assessment to identify major risk factors

- Start low, go slow, and don’t titrate to heroic doses

- Regular, meaningful reassessment; discontinue when appropriate.

- Use abuse-deterrent formulations whenever possible.

Chronic Opioid Therapy: General Principles



Trust but verify 

➢ Call other providers  (communication is key)

➢ Check prescription monitoring program with every Rx 

➢ Random toxicology (urine) 

➢ Provide a little rope when appropriate.  

➢ Frequency is patient-dependent.

➢ Discuss apparently aberrant results with a clinical pathologist. 

➢ Gas chromatography–mass spectrometry as appropriate

Chronic Opioid Therapy: General Principles



Opioid Therapy – other thoughts…

- Remain open minded; there is much more that we don’t know 

than we do know.

- Don’t be an extremist.

➢ I never prescribe (OIH)

➢ 60-90 MME is an appropriate max dose for all patients.

- Identification of at-risk individuals is essential.



Refuse to Provide or Stop Opioid Therapy

Major red flag behaviors

- Diversion

- Violence, theft and other criminal behaviors

- High risk individuals?

- One or two episodes of ‘yellow flag’ behaviors?



Knowledge Gaps & Unmet Needs

• Improved caregiver & patient education.

• Better abuse deterrent technologies.

• MOR agonists with better analgesia / adverse effect profile ?



The Future – Better MOR Agonists?



8 April 2022



Long-term Therapy for Chronic Pain

Final Thoughts



Chronic Opioid Therapy is Rarely a Monotherapy



The 400 Pound Gorilla

Pain. 2019 Nov;160(11):2524-2534



Thoughtfulness, Compassion and Courage:

there will always be Type I and II error

(beneficence) 



Thank You





2013 FSMB Policy Statement



Inadequate attention to initial assessment to determine if opioids are clinically indicated and 

to determine risks associate with their use in a particular individual with pain.

Inadequate monitoring during the use of potentially abusable medications 

- Dose reduction/weaning off should occur as indicated.

Inadequate attention to patient education and informed consent – this is a shared decision.

Unjustified dose escalation without adequate attention to risks or alternative treatments.

Excessive reliance on opioids, particularly high dose opioids for chronic pain management.

- Opioids for chronic pain only when other safer, potentially efficacious options have 

failed.

- Keep dose as low as possible.

- Continue opioids only if clear, objective outcomes are being met.

Not making use of available tools for risk mitigation.

- PMP, random toxicology, ancillary care (e.g., psychology/psychiatry), etc.

2013 FSMB Policy Statement:

Departures from Best Clinical Practices



Deaths in MA due to Opioid Overdose & MVA



Preventable Causes of Death (U.S.)
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Cochrane Collaboration 2013: 

Opioids and Neuropathic Pain



▪ 39 studies (1237 subjects)

▪ Maximum trial length was 12 weeks

Cochrane Collaboration 2013: Opioids and Neuropathic Pain

Conclusions:

▪ Analgesic efficacy of opioids in chronic neuropathic 

pain is subject to considerable uncertainty. 

▪ Reported adverse events of opioids were common 

but not life-threatening.


