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Patients with chronic non-cancer pain (CNCP) and a 
comorbid substance use disorder (SUD) are difficult 
to treat. There is a lack of high-quality clinical trials 

to guide management. This article focuses on current re-
search, guidelines, and recommendations to best manage 
these patients. We present an analysis of recent statistics, 
patient characteristics, screening methods, as well as a dis-
cussion of changes to DSM-5 regarding substance abuse 
and addiction (Box 1, page 36).1 

Opioid use and opioid-related overdoses have increased 
dramatically over the last decade (Box 2, page 37).2-5 Opioids 
are the primary medication used to treat CNCP, but their 
use in patients with comorbid SUDs is controversial. It is 
crucial for psychiatrists and other clinicians to know how to 
best identify, manage, and treat patients with CNCP/SUD. 

Risk factors for CNCP/SUD
Evidence regarding the efficacy of screening methods to 
identify patients with chronic pain who are at high risk for 
substance misuse is insufficient. Key risk factors for devel-
oping chronic pain may include: 

•	 elevated psychological distress
•	 negative beliefs and expectations about pain
•	 pain fear and avoidance
•	 disability
•	 anger or hostility
•	 maladaptive coping strategies
•	 catastrophic behaviors.5 
In addition, these individuals may have a spouse who 

enables the sick role behavior. 
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Risk factors for developing a SUD re-
lated to prescribed opioids include: 

•	 a history of problematic substance use
•	 sedative-hypnotic use
•	� positive family history for substance 

abuse
•	 legal problems
•	 heavy tobacco use
•	 age <50
•	 major depressive disorder or anxiety.5 
In a review of 38 articles, Morasco et al6 

found low-grade evidence with mixed 
results in attempt to find a correlation 
among sex, depression, anxiety, and tobac-
co use with CNCP/SUD. Other data sug-
gest that the risk of addiction once opioids 
have been started increases with long refill 
periods and opioid morphine equivalents 
>120 mg.7 A history of childhood sexual 
abuse also may be a risk factor for chronic 
pain and addiction.5 

Prevalence
The prevalence of opioid abuse among 
CNCP patients ranges from 3% to 48%; 
the highest rates are found among patients 
visiting the emergency room for opioid 
refills.7  These patients are more likely to 
exhibit aberrant behavior with their medi-
cations and may be prescribed higher opi-
oid doses than patients who have CNCP 
only. Adherent CNCP/SUD patients show 
no difference in response to pain treatment 

compared with those with CNCP alone.6 
Approximately 11.5% of CNCP patients 
taking opioids demonstrate aberrant med-
ication use.6  

Screening: Which method is best? 
Data are scarce regarding the best screening 
methods to identify patients with CNCP/
SUD. A survey of 48 patients by Moore et al8 
found the combination of a clinical interview 
and the Screener and Opioid Assessment 
for Patients with Pain-Revised (SOAPP-R) 
is 90% sensitive in detecting CNCP/SUD. 
However, a systematic review by Chou 
et al9 found only 2 well-designed studies 
showing that the SOAPP-R weakly predicts 
future aberrant drug behavior and only 1 
study showed that a high risk categoriza-
tion on the Opioid Risk Tool (ORT) strongly 
increased the likelihood of predicting future 
abnormal drug-related behavior. Another 
well-designed study showed that the 
Current Opioid Misuse Measure (COMM) 
weakly raised the likelihood of detecting 
current aberrant drug behavior. No reliable 
data supported the efficacy of urine drug 
screens (UDS), pill counts, or prescription 
drug monitoring programs (PDMPs) for im-
proving clinical outcomes.9 In a systematic 
review Starrels et al10 found only low-quality 
evidence supporting the effectiveness of opi-
oid agreement contracts and UDS. 

Treatment strategies
Once a patient with CNCP/SUD has been 
identified, it is important to categorize the 
severity of his (her) pain and substance use 
by using the decision tree (Figure, page 38) 
and screening tools such as SOAPP-R, ORT, 
and COMM. In a Veterans Administration 
(VA) study, only 35% of patients with an 
SUD received substance abuse treatment.11 
The 2009 American Pain Society/American 
Academy of Pain Medicine guidelines rec-
ommended that opioids should considered 
for patients with substance abuse, serious 
aberrant drug-related behaviors, or psychi-
atric comorbidities only if frequent monitor-
ing and treatment plan and mental health or 
addiction consultation were in place.12 These 
guidelines also recommended discontinu-
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In DSM-5, the DSM-IV categories 
of substance abuse and substance 

dependence have been combined into a 
single disorder called substance use disorder 
that is measured on a continuum from mild 
to severe. Dependence refers strictly to 
physiological changes. Drug craving has 
been added to DSM-5 criteria and problems 
with the law has been removed from the 
definitions. A patient who meets 2 to 3 
criteria is classified as having a mild disorder, 
while ≥6 criteria is considered a severe 
disorder. There is general consensus that 
a standardized definition of substance use 
disorder (SUD) is necessary for research in 
the chronic non-cancer pain/SUD population.1

DSM-5: Redefining substance 
use disorders

Box 1
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ing opioids if repeated atypical behavior, 
substance abuse, diversion, lack of progress, 
or intolerable side effects occur. Repeated 
and more serious behaviors require a mul-
tidisciplinary team, expert consultation, 
therapy restructuring, and possibly discon-
tinuation of opioids.12

The U.S. Office of National Drug Control 
Policy has created a council of federal agen-
cies to spearhead the Prescription Drug 
Abuse Prevention Plan, which includes 
4 major categories to reduce prescription 
drug abuse: education, monitoring, proper 
disposal, and enforcement.13  FDA com-
missioner Margaret Hamburg supports 
legislation to combine opioid education 
with Drug Enforcement Administration 
registration.14 The FDA began developing 
the risk evaluation and mitigation strate-
gies in 2007 to educate physicians on prop-
er prescribing of potentially dangerous 
medications. 

Gourlay and Heit proposed a universal 
precautions method of opioid treatment 
for all pain patients.15 That includes:

•	� seeking differential diagnoses and 
comorbidities 

•	� doing a baseline addiction assessment 
with UDS and PDMP evaluations

•	� obtaining informed consent for pain 
management

•	� creating pre- and post-treatment goals 
for pain and function

•	� evaluating the 4 “As” (analgesic re-
sponse, increased activity, adverse 
events, and aberrant behavior)

•	� reviewing the evolution of the pain 
and comorbidities

•	 continuous documentation.5 
Other helpful strategies include the 

Oregon’s SMART (Specific, Measurable, 
Action-oriented, Realistic, Time-Dependent) 
goal-setting, which helps physicians ne-
gotiate functional goals with patients and 
plan an exit strategy for those whose qual-
ity of life does not improve with opioids.5 
Clinicians also can consider a sequential 
treatment model where patients with se-
vere substance abuse and pain are de-
toxified of illicit drugs and alcohol before 
starting pain management. This approach 
is more effective if the pain is secondary 
to a more severe substance abuse problem 

that is not correlated to physical pain and 
acute rather than chronic.16 

Psychotherapeutic interventions
In another VA study, a collaborative care 
intervention (CCI) combining education, 
self-efficacy, pain management, and feed-
back was not impeded by a history of SUD. 
The authors recommended CCI, stepped 
care, integrated interventions, and relapse 
prevention and stressed the importance of 
social support.17

A 10-week cognitive-behavioral therapy 
(CBT) program involving 44 patients en-
rolled in an integrated pain management 
program for recovering substance abusers 
found 50% of CNCP/SUD patients were 
opioid-free at 12 months.16 A combination of 
medication reduction and education resulted 
in less pain, increased functioning, decreased 
emotional distress, and less self-medicating. 
Additionally, patients reported 35% over-
all reduction in pain severity based on the 
McGill Pain Questionnaire but only 25% of 
patients showed a reliable improvement in 
their pain. Treatment changes lasted 1 year.16 
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The 2001 Joint Commission mandate 
for pain treatment that emphasized 

aggressive and effective management2 has 
lead to an increase in prescriptions of opioids. 
Emergency department (ED) visits involving 
opioids have doubled from 2004 to 2008, 
drug treatment-related admissions involving 
prescription opioids have risen from 1998 
to 2008, and unintentional opioid overdoses 
have quadrupled from 1999 through 2007.3 In 
the United States, opioid-related overdoses 
are second only to motor vehicle accidents as 
the leading cause of unintentional death.3 The 
National Center for Health Statistics reported 
that fatal overdoses with opioids have tripled 
from 1999 to 2006; in 2006 there were an 
estimated 100 deaths per day related to 
prescription opioids.4 Over the last 10 years, 
the rate of nonmedical use of opioids has not 
significantly risen, but fatalities and ED visits 
have. Although there has been little change 
in the rate of overall substance use treatment 
admissions, prescription pain medication 
admissions have jumped 430%.5

Opioids in the United States:  
Use and consequences are  
rising rapidly

Box 2
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CBT and behavioral 
treatment are 
moderately effective 
at lowering work-
related disability and 
pain intensity for 
chronic low back pain

ABC: Addiction Behaviors Checklist; COMM: Current Opioid Misuse Measure; ORT: Opioid Risk Tool; PCP: primary care 
physician; PDM: prescription drug monitoring; PDMP: prescription drug monitoring program; Psych: psychiatry/psychology 
consult and treatment; PT: physical therapy evaluation and treatment; SOAPP-R: Screener and Opioid Assessment for 
Patients with Pain-Revised; UDS: urine drug screen

Decision tree for managing chronic non-cancer pain and substance abuse

Figure

Screening tools: History, ORT, Oswestry, SOAPP-R 
aLow risk: 
	 - ABC: < 3
	 - COMM: < 9
	 - ORT: low risk 0 to 3, moderate risk 4 to 7
	 - SOAPP-R: low risk < 10, moderate risk 10 to 21
bHigh risk: 
	 - ABC: ≥ 3
	 - COMM: > 9
	 - ORT: low risk 0 to 3, moderate risk 4 to 7
	 - SOAPP-R: low risk < 10, moderate risk 10 to 21

Monitoring: ABC, COMM, Oswestry disability score, UDS, pill counts, prescription drug monitoring 
programs

Routine management: UDS once or twice a year, check PDMP once every few months, up to 1 year, 
follow-up visits every 1, 2, or 3 months

Aggressive monitoring: Obtain UDS and PDM screen at every visit or every other visit, schedule 
follow-up visits every 1 or 2 weeks

Minor violations: Drug hoarding, acquiring the same drugs from other physicians, aggressively 
requesting higher doses, using medication for alternate symptoms, 1 to 2 unapproved dose 
escalations, requesting the drug by name

Major violations: Script forgery, selling scripts, illicit drug use, frequent script losses, multiple 
unapproved dose escalations, using/stealing another patient’s medications, obtaining from 
nonmedical sources

Universal pain precautions: Obtain differential diagnosis and comorbidities, baseline addiction 
assessment with UDS and PDMP, informed consent for treatment, pre- and post-treatment goals for 
pain/function, evaluate response, activity, adverse events, aberrant behavior, review the evolution of 
pain and comorbidities and document continuously

Injections: Minimally invasive pain procedures, if indicated, such as epidural steroid injections, medial 
branch blocks, radiofrequency ablation and other nerve blocks, steroid injections, intrathecal pump 
placements, and spinal cord stimulation  

Screen/ 
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OPIOIDS
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A meta-analysis of psychological inter-
ventions such as CBT, behavioral treatment 
(BT), and self-regulated treatment (SRT) 
indicated that CBT and BT are moderately 
effective at lowering work-related disabil-
ity and pain intensity for chronic low back 
pain alone or with multidisciplinary care 
and moderately lowered work-related dis-
ability. CBT had a moderate to large effect, 
while SRT with biofeedback and relaxation 
techniques had a large effect on lowering 
pain intensity. SRT also was shown to low-
er depression. Return-to-work rates were 
better with multidisciplinary care that in-
cluded psychological interventions. These 
psychological interventions for chronic 
low back pain lowered self-reported pain, 
pain interference, depression, and disabil-
ity while increasing quality of life; the larg-
est effect was on pain intensity.18 

A review by Williams et al19 analyzing the 
effects of BT and CBT on various outcome 
measures, including chronic pain, found 
small to moderate benefits for disability, 
mood, and catastrophic thinking with CBT, 
which lasted up to 6 months. Only weak 
improvements in pain were seen with 
CBT immediately after treatment. BT had 
a beneficial effect on catastrophic thinking 
but only right after treatment. CBT’s over-
all effect in these patients was positive, and 
changes lasted up to 6 months. 

Pharmacologic treatments
Before and during opioid therapy, psycho-
therapy, physical therapy, and occupational 
therapy should be used with adjuvant med-
ications appropriate to the pain condition, 
such as anticonvulsants (gabapentin, pre-
gabalin, topiramate) and antidepressants 
including tricyclic antidepressants (amitrip-
tyline, desipramine) and serotonin-norepi-
nephrine reuptake inhibitors (duloxetine, 
venlafaxine, milnacipran).12 When con-
sidering opioids for patients with CNCP/
SUD, adverse effects and safety is a primary 
consideration. Benzodiazepines generally 
should not be used with opioids because of 
their synergistic sedating effects.5 

Opioids are misused more often by 
overingestion than by altering the deliv-
ery route, yet most efforts to create tamper- 

resistant medications has focused on  
snorting or injection, which are considered 
more dangerous. Current tamper-resistance  
strategies include: 

•	� creating a hard shell to prevent crush-
ing and altering the medications

•	� chemical combinations, using ago-
nists and antagonists such as bu-
prenorphine combined with naloxone

•	� prodrugs, which become activated 
only in the GI system 

•	 implants or patches.20,21 
One prodrug in phase-I testing, com-

pound PF329, becomes activated only in 
the GI tract by exposure to trypsin. Because 
it also contains trypsin inhibitors, over-
ingestion will not lead to toxicity.20 These 
types of technologies may take years to 
develop and integrate into our therapeutic 
armamentarium. 

If choosing opioid treatment for patients 
with CNCP/SUD, initially consider weak 
opioids such as codeine and tramadol.22 
Tramadol, a partial μ agonist and weak in-
hibitor of serotonin and norepinephrine 
reuptake, is not a controlled substance and is 
indicated for moderate to severe pain; how-
ever, reports of its abuse potential are begin-
ning to emerge. Tramadol has a frequency 
of abuse and withdrawal of approximately 
2/100,000 patients taking the drug.23 

Tapentadol has a dual mechanism of  
action—it combines a potent opioid ago-
nist with a norepinephrine reuptake  
inhibitor—and is a schedule II medication. 
The norepinephrine and serotonin reup-
take inhibition properties of tramadol and 
tapentadol can lead to undesired side ef-
fects and are less likely to be abused. Dart 
et al24 found tapentadol immediate release 
has the lowest abuse rate of all the opioids 
they studied, well below oxycodone and 
hydrocodone. 

Methadone is a potent analgesic primar-
ily used to treat opioid addiction, but it 
also is used for CNCP and cancer pain. 
With chronic use, methadone lacks the eu-
phoric effect of other μ opioids; however, 
it can increase the QTc interval and has a 
long, variable half-life. As a result, meth-
adone conversion tables are considered 
unreliable. 

Clinical Point

If choosing opioid 
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Methadone also has been associated with 
a disproportionate number of prescription 
opioid overdoses and deaths; it is present in 
30% of all overdoses treated in emergency 
departments.4 Although methadone consti-
tutes 5% of all opioid prescriptions in the 
United States, it is associated with one-third 
of opioid-related deaths, which is more than 
heroin and cocaine combined.14 Most metha-
done deaths occur within the first 7 days 
of initiating therapy, which suggests that 
patients were started on too high a dosage, 
were titrated too quickly, or had overestimat-
ed their tolerance.4 Reasons for methadone-
related deaths are multifactorial and include: 

•	 physician error and lack of knowledge
•	 patient nonadherence
•	 unanticipated comorbidities

•	 polypharmacy
•	 obstructive sleep apnea 
•	� third-party payer policies listing it as 

first tier because of its low cost.4 
In a Swedish study of 60 patients tak-

ing methadone, 75% had good pain relief 
on an average dose of 81.5 mg/d, whereas 
25% had only moderate pain relief at a 
higher average dose of 157.5 mg/d. The 
authors described a methadone syndrome 
that included sedation, weakness, lethar-
gy, weight gain, sweating, and sexual dys-
function, and that decreased the quality 
of life in 50% of patients.25 Another study 
found that among patients who died from 
sudden cardiac death and had methadone 
present in the toxicology screen, 45% were 
taking other psychotropics.26 Researchers 
also found a synergistic effect with ben-
zodiazepines and an independent risk of 
sudden cardiac death and recommended 
obtaining pulmonary function tests and an 
electrocardiogram before starting metha-
done therapy, especially at higher doses. 

Buprenorphine is a schedule III partial 
μ agonist opioid with a bell-shaped dose-
response curve with a ceiling effect on re-
spiratory depression, making it safe with 
an overdose. Although it is indicated for 
opioid dependence maintenance, it has 
been used off-label to treat chronic pain. It 
causes less euphoria than many other opi-
oids including methadone. Buprenorphine 
is 25 to 50 times more potent than morphine 
and has a half-life of 20 to 44 hours but can 
be abused.27 It is available as a tablet, an 
injectable, and a 7-day patch. A combina-
tion of buprenorphine and naltrexone has 
a lower abuse potential,28 is administered 
sublingually and can be prescribed only by 
certified physicians.29 A subcutaneous im-
plantable form of buprenorphine, which 
lasts 6 months, is under FDA review.30 

Clinical Point

Methadone has been 
associated with a 
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number of 
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Bottom Line
Multidisciplinary care paired with psychological interventions and a treatment 
plan has some evidence of efficacy in treating pain in patients with chronic non-
cancer pain at high risk of substance abuse. Physician education in both pain and 
addiction is paramount. Frequent supervision, screening, monitoring and careful 
selection of medications will help physicians optimize outcomes and reduce risks. 

Related Resources
•	�Agency Medical Directors Group. Intra-agency guideline

on opioid dosing for chronic non-cancer pain. http:// 
agencymeddirectors.wa.gov/files/opioidgdline.pdf.

•	�Stevenson E, Cole J, Walker R, et al. Association of chronic 
noncancer pain with substance abuse treatment outcomes 
among a community mental health center sample [pub-
lished online January 3, 2013]. Addictive Disorders and their 
Treatment. doi: 10.1097/ADT.0b013e31827b0cd9.

Drug Brand Names

Amitriptyline • Elavil
Buprenorphine • Subutex
Buprenorphine/naloxone • 
   Suboxone
Codeine • Tylenol with 
   Codeine, others
Desipramine • Norpramin
Duloxetine • Cymbalta
Gabapentin • Neurontin
Hydrocodone/ 
   �acetaminophen • Vicodin, 

Lorcet, others

Methadone • Dolophine
Milnacipran • Savella
Morphine • Roxanol
Oxycodone • Percolone, 
   OxyContin
Pregabalin • Lyrica
Tapentadol • Nucynta
Topiramate • Topamax
Tramadol • Ultram
Venlafaxine • Effexor
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