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Beyond chronic pain:  
How best to treat  
psychological comorbidities 
When chronic pain is accompanied by disturbances 
in sleep, a psychiatric disorder, or substance misuse, a 
single agent with multiple symptom targets may be the 
best place to start.

Primary care physicians often have the lead role in caring 
for patients with chronic pain from a myriad of causes, 
including arthritis, low back injury, migraine, neuro-

pathic pain, and more.1 To ensure optimal outcomes for such 
patients, understanding chronic pain syndromes and their 
negative effect on sleep, mood, and daily functioning is key.

Studies of the interaction of chronic pain, insomnia, and 
psychiatric disorders are increasing awareness of the way 
patients with this constellation of comorbidities respond 
to treatment. What they show is that optimal outcomes 
are possible only if we treat these co-occurring disorders  
simultaneously.

Pain affects multiple functions
While pain is thought to originate from a primary dysfunction 
in the nervous system, the mind and body are involved in the 
constellation of pain, sleep disturbances, depression,  anxiety 
disorders, and substance abuse/dependence. Patients with 
chronic pain typically report a higher degree of impairment 
in all dimensions of quality of life and sleep, and have higher 
scores on anxiety or depression screens than those without 
chronic pain.2

z Sleep. About two-thirds (65%) of patients with chronic 
pain and the vast majority (96%) of those with fibromyalgia re-
port sleep disturbances, with difficulty falling asleep, staying 
asleep, or both.3,4 Sleep deprivation has a hyperalgesic effect, 
which leads to decreased pain tolerance and greater severity 
and pain-related disability.5,6 While there does not appear to 
be a causal link between poor sleep and the onset of new pain 
symptoms, treatment directed toward improving sleep may 
help to reduce pain severity.

PRACTICE 
RECoMMEnDATIonS

› To achieve optimal 
outcomes for patients with 
chronic pain, treat the 
constellation of symptoms 
that often accompany it—eg, 
disordered sleep, depres-
sion or anxiety, and/
or substance abuse—as 
well as the pain.  A

› Individualize drug therapy 
for patients with chronic pain 
(eg, specific comorbidities and 
symptoms) while considering 
drug-based factors, including 
adverse effect profiles and 
the potential for interac-
tion with other agents.  A

› Consider using a tri-
cyclic antidepressant, a 
serotonergic/noradrenergic 
antidepressant, gabapentin, 
or pregabalin for patients 
who have chronic pain and 
depression or anxiety.  A

Strength of recommendation (SoR)

  Good-quality patient-oriented 
evidence

  Inconsistent or limited-quality 
patient-oriented evidence

  Consensus, usual practice,  
opinion, disease-oriented  
evidence, case series

A

B
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z Depression. In primary care settings, 
more than 27% of patients with chronic pain 
meet diagnostic criteria for comorbid de-
pression.7 The relationship between pain and 
depression is bidirectional, whereby chronic 
pain predicts the onset of new depressive 
episodes and depression predicts the onset 
of chronic pain.8 Having both conditions is 
associated with greater pain intensity, greater 
interference with usual activities, and a lower 
likelihood of responding to treatment.8 That 
finding highlights the importance of screen-
ing for depression in patients who present 
with somatic complaints, such as fatigue and 
headache, and in treating both depression 
and the pain simultaneously. 

z Anxiety. The relationship between pain 
and anxiety also appears to be bidirectional. 
The prevalence of anxiety disorders—includ-
ing generalized anxiety disorder (GAD), pan-
ic disorder, and social phobia—is about twice 
as high among patients with chronic pain 
than in the general population.9

In primary care settings, anxiety disorders 
often are unrecognized and untreated. What’s 
more, anxiety can cause or exacerbate pain 
symptoms10; higher prevalence rates for arthri-
tis, migraines, and back pain have been found 
in patients with a GAD diagnosis than in those 
without it.9 In older adults, pain conditions 
such as arthritis and migraines are associated 
with significantly higher rates of anxiety.11 

z Substance-related disorders. Sub-
stance abuse and dependence are an in-
creasing problem worldwide, especially 
in developed countries. In North America, 
according to a 2012 report from the Inter-
national Narcotics Control Board, approxi-
mately one in every 20 deaths of individuals 
ages 15 to 64 years is related to substance 
abuse.12 Canada has been found to have the 
world’s highest per capita consumption of 
high-potency opioids.13 In the United States, 
prescription drug abuse has been targeted 
as a public health epidemic.14 Also of note: 
Chronic pain affects 24% to 67% of patients 
with substance use disorders.15

Because of their analgesic effect, opioids 
often are given to patients with chronic non-
cancer pain, but substance misuse is common. 
Patients with a history of substance abuse or 
dependence are 4 times more likely to receive 

a prescription for opioids than those without 
such a history, and often are given higher po-
tency opioids at higher doses.16 What’s more, 
individuals with chronic pain and a history of 
substance abuse/dependence generally have 
poorer outcomes, typically because they re-
quire more intensive treatment but rarely get 
it.17 These findings highlight the need to develop 
strategies to manage the symptoms of chronic 
pain in individuals who have a history of sub-
stance abuse or dependence—and to prevent 
addiction in patients without such a history.

Take aim at most—or all— 
of the patient’s symptoms
In treating a patient with multiple comor-
bidities, it is best to initiate treatment with an 
agent that will address most—or all—of his or 
her symptoms. Using one drug whenever pos-
sible will reduce costs, prevent drug-drug in-
teractions, and limit the likelihood of adverse 
effects. The American Psychiatric Association 
recommends the use of tricyclic antidepres-
sants (TCAs) and serotonin-norepinephrine 
reuptake inhibitors (SNRIs) for treating chron-
ic pain and comorbid depression.18 There is 
evidence of the effectiveness of “unconven-
tional” analgesics, including anticonvulsants 
and antidepressants, for the treatment of 
chronic pain, as well. Opioids are, of course, 
an option too. In addition, nonpharmacologic 
treatments, such as cognitive-behavioral ther-
apy (CBT), are recommended.19 

Start with an anticonvulsant? 
The anticonvulsants gabapentin and pre-
gabalin have been shown to be effective in 
reducing certain types of neuropathic pain 
and alleviating insomnia.20,21 In studies in-
vestigating the use of these drugs in patients 
with GAD, both gabapentin and pregabalin 
led to improvement in anxiety symptoms, 
as well as in pain and sleep.20,21 At a dose of 
about 600 mg/d, pregabalin has been shown 
to significantly reduce pain levels in patients 
diagnosed with diabetic peripheral pain syn-
drome22; it has also been found to help pre-
vent relapse23 and reduce sleep disturbances 
associated with GAD.24 

The most common adverse effects of 
pregabalin are mild-to-moderate somno-
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lence, dry mouth, headache, dizziness, and 
peripheral edema20,22; dizziness, somnolence, 
peripheral edema, and gait disturbance are 
most commonly associated with gabapentin 
treatment.25 These tend to stabilize over time, 
but occasionally the dose must be lowered or 
the drug discontinued.

z Lamotrigine has been shown to reduce 
pain in patients with diabetic and sensory 
neuropathy compared with placebo,26 but 
was not effective in treating patients with pain 
due to spinal cord injury. The drug should be 
initiated at a low dose and slowly titrated to 
minimize the risk of serious adverse effects 
such as Stevens-Johnson syndrome.26

Try a tricyclic or an SnRI
TCAs, including amitriptyline, nortriptyline, 
desipramine, and imipramine, are recom-
mended by the Canadian Pain Society as 
first-line therapy for chronic pain and often 
have benefit in the treatment of comorbid 
mood or anxiety disorders.27 Noradrenergic 
antidepressants—including TCAs—appear 
to have particular efficacy in treating mod-
erate to severe neuropathic pain in patients 
with a comorbid substance disorder who 
take the drugs regularly, while undergoing 
frequent assessments.15

Overdose is a risk associated with TCAs, 
which have higher toxicity than other classes 
of antidepressants.28 Thus, it is essential to 
avoid prescribing TCAs for depressed pa-
tients until you carefully assess their risk of 
overdose. TCAs should not be prescribed 
for any patient at increased risk for cardiac  
arrhythmias.29

z If you do prescribe a TCA… The dos-
es of TCAs used to treat mood and anxiety 
symptoms often are much higher than doses 
needed for pain relief. As a result patients are 
often at risk of experiencing side effects. 

z What about an SnRI? In general, SNRIs, 
which target both serotonin and norepineph-
rine, have a greater analgesic effect than anti-
depressants targeting either neurotransmitter 
alone.30 Duloxetine, an SNRI, has been shown 
to effectively reduce symptoms in patients with 
pain disorders and comorbid depression.31 
Other SNRIs studied in the treatment of pain 
and associated symptoms include venlafaxine, 
which has been effective in treating patients in 

a primary care setting who had both pain and 
depression,32 and milnacipran, which has been 
used successfully to treat pain associated with  
fibromyalgia.33 

z SnRIs may interfere with sleep. SNRIs 
have been associated with an increase in arousal 
and in rapid eye movement sleep suppression.34 
Thus, another type of medication may be pref-
erable for patients with pain and a sleep dis-
turbance or, if an SNRI is prescribed, it may be 
necessary to lower the dose or add a sleep aid.

The role of SSRIs
Despite the recognized utility and wide-
spread use of selective serotonin reuptake in-
hibitors (SSRIs) in the treatment of depressive 
and anxiety disorders, their role in managing 
neuropathic pain is less clear. Although some 
agents, such as escitalopram, have demon-
strated mild pain-relieving effects in patients 
with painful polyneuropathy, the magnitude 
of the effect was clinically relevant at best 
for only a small number of patients.35 The ef-
fectiveness of other SSRIs in painful diabetic 
neuropathy has been shown to be less than 
that of TCAs.36 SSRIs generally are not recom-
mended for the treatment of chronic neuro-
pathic pain, even when it is associated with 
mood and anxiety symptoms.27

opioids for which patients?
Chronic pain often is treated with opioids. 
Particular caution is required, however, when 
treating patients with pain and substance 
abuse or dependence.15,37 In order to prevent 
relapse in such individuals when they’re suf-
fering from chronic pain, opioids should be 
used only if:15,38

•   the pain is moderate to severe and has 
a significant impact on the patient’s 
functioning and overall quality of life; 

•   nonopioid medications have been 
tried but were unsuccessful; and

•   the patient agrees to be closely moni-
tored while taking opioids. 

The opioids tramadol and methadone 
are recommended as third-line therapy, 
along with nonopioid medications such as 
cannabinoids, lamotrigine, topiramate, and 
valproic acid.27

Avoid  
prescribing TCAs 
for depressed 
patients until 
you carefully  
assess their risk 
of overdose.
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z Use a comprehensive pain scale, such 
as the Brief Pain Inventory, to assess the pain of 
any patient with a history of a substance-related 
disorder rather than asking him or her to rate 
the pain level on a general Likert-type scale.15 

Long-acting opioids, such as sustained-
release morphine, oxycodone, or fentanyl 
patch, are preferable to short-acting imme-
diate-release opioids, which have a higher 
addictive profile because of their fast on-
set of action.15 Keep in mind, however, that 
long-acting opioids also have the potential 
for abuse, and patients taking them must be 
carefully monitored, as well. 

nonpharmacologic therapy  
often helps, too 
Evidence suggests that even the most po-
tent drugs significantly decrease pain in only 
about half of those taking them.39 And wheth-
er or not adequate pain relief is achieved, 
patients with the constellation of pain and 
sleep, mood, anxiety, and/or substance dis-
orders can benefit from nonpharmacologic 
interventions, as well. Let patients know that 
CBT, in particular, has been shown to have a 
positive effect on psychological function and 
comorbid psychological disorders, particu-
larly when it is combined with pharmacologic 
therapy.40 In addition, other nonpharmaco-
logic treatments, including biofeedback41-44 
and meditation,45-47 have shown preliminary 
value in managing pain.

Further research is needed to under-
stand the effectiveness of CBT in the manage-
ment of chronic pain; however, it appears that 

CBT may have a positive effect on psychologi-
cal functioning and comorbid psychological 
disorders. 

The bottom line: Don’t overlook mood, 
anxiety symptoms in pain patients
In epidemiological studies of chronic pain, it 
is apparent that sleep, depressive, substance 
abuse/dependence, and anxiety syndromes 
often occur together, which supports the ne-
cessity of considering psychosocial dynamics 
to understand pain. Although there has been 
some inconsistency observed across findings 
(eg, Romano and Turner),48 clarifying the rela-
tionships amongst these disorders may be an 
avenue for future research. The literature to 
date suggests that mood- and anxiety-related 
symptoms should not be overlooked in pain 
patients, as there is a negative effect on prog-
nosis when these disorders co-occur.6

Treatment should be based on individ-
ual patient factors, such as presenting symp-
toms and potential for drug side effects. Some 
pharmacologic agents have been shown to be 
effective in treating several symptoms of this 
pyramid. Such drugs offer the best success 
and relapse rates, and reduce the likelihood 
of drug interactions. CBT appears to offer 
added benefits, especially if combined with 
pharmacology. However, few controlled trials 
have been conducted in this area and further 
research is required to appropriately guide 
clinical management.                 JFP
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Instead of using 
a Likert-type  
scale, use a  
comprehensive 
pain scale, such 
as the Brief Pain 
Inventory, to 
assess pain in 
patients with 
a history of a 
substance- 
related disorder. 
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