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Chronic pain is pain that persists for longer than 3 months, 
beyond the period of normal tissue healing. Musculoskeletal 
pain (eg, lower back, knee, or shoulder pain), fibromyalgia, 
and neuropathy are some examples of chronic pain. There 
is a great deal of basic science literature that describes the 
pathophysiologic underpinnings of chronic pain. From this 
literature, 2 key etiologies of chronic pain are peripheral 
sensitization and central sensitization (Figure 1). In periph-
eral sensitization, peripheral nervous system receptors are 
hypersensitized by local tissue inflammation (eg, from an in-
flammatory disease such as rheumatoid arthritis) or damage 
(eg, from physical trauma), causing pain to remain even after 
the inflammation or injury is no longer present. During cen-
tral sensitization, there is no inflammation in the periph-
ery, but the brain receives a strong signal of pain. A prime 
example of this is fibromyalgia. The pathways that control 
central sensitization are associated with conditions such as 
mood disorders and addiction, and as a result, these condi-
tions commonly occur together. Chronic pain may also be 
caused by ongoing active inflammation, such as that seen in 
rheumatoid arthritis. However, even in this circumstance, it 
is important to consider the potential role central sensitiza-
tion might play. For example, an individual with rheumatoid 
arthritis and depression may continue to have severe chronic 
pain if their depression is not adequately treated.
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Chronic pain is common in individuals with HIV infection. 
The primary goal of treatment of chronic pain is not 
only to improve pain but also to improve physical and 
emotional function. Patients with chronic pain should 
be assessed for concurrent psychiatric and substance use 
disorders, as these conditions often coexist. Treatment 
of chronic pain may have limited success in the absence 
of treatment of psychiatric disorders. Treatments for 
chronic pain include nonopioid pharmacologic therapies 
and nonpharmacologic therapies (eg, cognitive and 
behavioral therapy, physical therapy), and the latter 
option is often the most effective for improving pa- 
tient function. Care must be taken when initiating or 
continuing treatment with opioids, and the risks and 
benefits of treatment with opioids should be regularly 
assessed. This article summarizes a presentation by 
Jessica S. Merlin, MD, MBA, at the IAS–USA continuing 
education program held in New York, New York, in 
March 2015.
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Perspective

Chronic Pain in Patients With HIV Infection:  
What Clinicians Need To Know

Chronic pain can lead to substantial functional impair-
ment, including difficulty across several domains of function: 
physical function (eg, work and household chores, ability to 
participate in leisure activities), social function (eg, close per-
sonal relationships), socioeconomic status (eg, health-care 
costs, disability), and emotional function (eg, anxiety and de-
pression). As a result, over the past few years, chronic pain 
itself has been increasingly regarded as a chronic condition.1

HIV Infection and Chronic Pain

In the current HIV treatment era, an estimated 39% to 85% 
of individuals with HIV infection also suffer from chronic 
pain compared with only 20% to 30% of the general pop-
ulation. Chronic pain in HIV-infected individuals is often 
musculoskeletal, although pain associated with peripheral 
neuropathy is observed in approximately 20% to 30% of in- 
dividuals. Chronic pain in HIV-infected individuals often but 
not always coexists with mood disorders and addiction. 
Based on a cross-sectional study in a cohort of HIV-infected 
individuals, those with HIV infection and chronic pain are 
up to 10 times more likely to have functional impairment. 
Additionally, individuals with HIV infection and chronic pain 
who also report recent substance use are more likely to be 
retained in care, whereas individuals with HIV infection and 
chronic pain who do not report recent substance use are less 
likely to be retained in care. As a result of these factors and 
the minimal training most practitioners receive in this area, 
caring for individuals with chronic pain can be a substantial 
challenge for HIV practitioners.2-7

The reason for the high prevalence of chronic pain in 
individuals with HIV infection is unclear. Adverse effects 
associated with nucleoside analogue reverse transcriptase 
inhibitors (eg, peripheral neuropathy), with opportunistic in- 
fections (eg, herpes zoster virus infection), or with treatments 

Figure 1. The 2 key etiologies of chronic pain: peripheral sensiti-
zation and central sensitization.
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Practitioners should be aware of several known risk fac-
tors for disability, including fear avoidance (avoiding physical 
activity in order to avoid pain; eg, a patient will not leave 
bed for fear it will aggravate lower back pain), catastroph-
izing (eg, worry that a condition such as fibromyalgia will 
result in confinement to a wheelchair), depression, anxiety, 
decreased function, high levels of initial pain, increasing age, 
poor general health, and compensation dependency (Table 
1). Noting such risk factors and discussing them with pa-
tients while a therapeutic relationship is built is an impor-
tant part of chronic pain treatment.

When assessing etiology, the practitioner should attempt  
to determine if the patient’s chronic pain is neuropathic 
(eg, sciatica, postherpetic neuralgia, or alcohol- or diabetes- 
related neuropathy), musculoskeletal (eg, myofascial pain  
syndrome), inflammatory (eg, arthritis, tendonitis, or chronic 
infection), or mechanical or compressive (eg, pain related 
to tumors, cysts, or fractures). This can be done with a thor-
ough initial medical history, a physical examination, and 
appropriate diagnostic testing. However, many patients with 
chronic pain do not fit neatly into one of these categories and  
may have a less well-defined musculoskeletal chronic pain 
syndrome. If this is the case, practitioners should not be dis-
couraged, and patients should not be told that their symp-
toms cannot be explained or that their medical condition will 
be difficult to treat. 

Additionally, a judicious, evidence-based approach to di- 
agnostic testing for chronic pain is important. Chronic pain  
often does not have a radiographically identifiable cause, 
presenting a challenge to patients and practitioners who 
are both looking for a clear explanation. Patients in whom 
workups with blood testing or magnetic resonance imaging 
have revealed no explanation for chronic pain should be in-
formed that their test results do not reveal a life-threatening 
condition or that their symptoms do not require a serious in-
tervention such as surgery. Rather, they should be informed 
that they have chronic pain, which can be treated.

Communication

Communicating with patients about chronic pain is not al-
ways easy, for several reasons. First, patients might bring 
negative expectations to a meeting with a new practitioner 
based on previous experience. A patient may have been pre-
viously accused of drug seeking, may have been questioned 
about the existence of their pain, or may have received an 
inconclusive diagnosis. Encounters with previous patients 

for opportunistic infections (eg, isoniazid-related polyneu- 
ropathy) contribute to chronic pain in individuals with HIV 
infection. However, these effects do not account for many 
cases of chronic pain, including cases of musculoskeletal 
pain, seen in many of these individuals. Some have hypothe-
sized that even in the setting of virologic suppression, chronic 
pain may develop from persistent inflammation caused by 
HIV infection. To date, there is no evidence to support this, 
and this is an actively ongoing area of investigation. Another 
explanation might be that mental illness and addiction are 
commonly associated with chronic pain and with HIV infec-
tion. Therefore, individuals infected with HIV may represent 
a population that is saturated with individuals with chronic 
pain. Further research in this area is needed.

Evaluation

The experience of pain is highly subjective, which can be 
challenging for practitioners. The optimal approach is to as-
sume that all patients who report having chronic pain suf-
fer from chronic pain. When reviewing a patient’s history of 
chronic pain, the practitioner should note the effect chronic 
pain has on the patient’s function, mood, and sleep.8 Practi-
tioners may be reluctant to ask patients about the relation-
ship between pain and mood for fear of implying that the 
patient’s pain is purely psychological in nature or "all in their 
head." One approach may be to tell a patient with depression 
that some patients with depression indicate that when their 
mood is down their pain is worse, and that when their pain 
is more intense it worsens their mood, creating a cycle and 
making it difficult to tell which came first. The practitioner 
can then ask if this is something the patient has experienced 
themselves. Practitioners should also note the level of pain a 
patient is experiencing on a standardized scale (eg, from 0 to 
10). However, the impact of pain on a patient’s ability to func-
tion is as important if not more important than their level of 
pain. For example, a patient who reports severe pain and who 
works a full-time job is different than one who reports severe 
pain and is confined to their house or their bed.

Other key elements to consider when reviewing a patient’s 
history of chronic pain are the patient’s employment status 
and history of disability. Regardless of whether a patient is 
employed outside the home or is working inside the home 
(eg, caring for children or an elderly parent), they should 
be asked how they spend their time. It is helpful to have 
the patient describe their level of function before and after 
they began experiencing symptoms of chronic pain. It may 
also be useful to ask patients what they would ideally like to 
be doing. This can help the practitioner identify a patient's 
skills and interests (eg, Are they social? Do they enjoy jobs 
that involve physical activity?), information which can even-
tually be used to help set functional goals for chronic pain 
treatment. A history of the patient’s psychiatric conditions 
and substance use should be elicited, as both are common 
and can be missed if no direct query is made. During the 
interview, it is also important to note the behaviors a paient 
exhibits during moments of pain. 

Table 1. Risk Factors for Disability Associated With  
Chronic Pain

– Anxiety – Fear avoidance

– Catastrophizing – High level of initial pain

– Compensation dependency – Increasing age

– Decreased function – Poor health

– Depression
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may influence a practitioner’s attitude toward a current pa-
tient. Additionally, pain is often referred to as the fifth vital 
sign and is often viewed by patients and practitioners as 
indicative of an emergency. Although it may be reasonable 
for acute pain, it is not appropriate to treat chronic pain as 
an emergency. As with other chronic conditions, improve-
ment of chronic pain takes time. The focus of treatment of 
chronic pain should not be immediate pain relief, but rather, 
improvement in function over time. Communication about 
medications can also be difficult because some medica-
tions (eg, opioids) carry risks. Some patients may have an 
active psychiatric illness, substance use disorder, or person-
ality type that influences the way they communicate with 
practitioners.

Initial discussions with patients with chronic pain should 
include education about chronic pain. Practitioners may 
refer to chronic pain as a medical condition with a known 
biologic basis and known treatments. Patience, partnership, 
and collaboration should be emphasized. Practitioners and 
patients should acknowledge that evaluation and manage-
ment of chronic pain will take time, and practitioners should 
explain that pharmacologic and nonpharmacologic strate-
gies to manage chronic pain exist and that they are best 
used together. Motivational interviewing can be useful for 
promoting partnership and a true understanding of patient 
concerns, and for discussing behavioral changes that might 
help a patient’s pain (eg, weight loss, improving physical 
activity, or reducing dependence on opioids for pain relief).

Management

Management of chronic pain should focus on evidence-
based therapies. Procedures, surgeries, and medications  
that are not evidence based should be avoided. Concrete 
goals and timelines should be set, and therapies that do 
not work should be discontinued. If possible, practitioners 
should treat any psychiatric illness first, as chronic pain is 
most likely to improve in the context of well-controlled psy-
chiatric symptoms.

Nonopioid-Based Pharmacologic Therapy

Nonopioid-based pharmacologic therapy includes acetamin-
ophen (mostly studied in the context of osteoarthritis) given 
at under 3 g per day. It is important to remember that hepati-
tis C virus infection and alcohol use are relative contraindica-
tions for the use of acetaminophen. Nonsteroidal antiinflam- 
matory drugs can be used to treat chronic back pain, but con- 
sideration should be given to potential risks for cardiovas- 
cular, gastrointestinal, and renal adverse events. Although 
they are frequently used, benzodiazepines carry risks, and 
no evidence exists that supports the use of these drugs for 
the treatment of chronic pain. Other agents include anticon 
vulsants, anti-depressants, and topical agents; lidocaine is  
used to treat post-herpetic neuralgia, capsaicin is used to  
treat postherpetic distal sensory polyneuropathy, and di-
clofenac is used to treat osteoarthritis.

Opioids

There is growing consensus that long-term opiod therapy is 
not an appropriate initial treatment for chronic pain. Opioids 
may be effective in treating chronic pain in some patients, 
but data on the benefit of opioids as a long-term treatment 
are limited. There is increasing awareness of the potential 
harms associated with opioid use. Currently, the United States 
is experiencing an epidemic of opioid overdoses. There 
is evidence of increased mortality risk for individuals who 
receive opioid doses greater than the equivalent dose of 
50 mg to 200 mg of morphine per day, depending on the  
threshold used in the study, and mortality risk is greater for 
individuals who combine use of opioids with use of benzo- 
diazepines.6,9-15

To mitigate risk, practitioners and patients should jointly 
review an opioid treatment agreement. The term agreement 
is preferred to contract, as agreement implies that both the 
patient and practitioner have responsibilities with regard to 
patient safety. An agreement should be written at a low lit-
eracy level, should include information about safe prescrib-
ing, should limit the patient to 1 prescribing physician and 1 
pharmacy, should note the need to store medication safely, 
and should state that opioid prescription may be reconsid-
ered if the patient is not able to adhere to these guidelines. 
Ideally, such documents also contain information about in-
formed consent that explains the risks of, benefits of, and 
alternatives to opioid treatment. Strategies for monitoring 
individuals taking long-term opioid therapy should include 
routine checks of prescription drug databases and urine 
drug testing. Based on the consensus opinions of numerous 
groups, routine use of these stratagies become the standard 
of care for individuals taking long-term opioid therapy. Of-
ficial guidance regarding strategies for risk mitigation differs 
among states, and practitioners should be familiar with their 
state’s policies.

The decision to initiate or continue opioid treatment is 
guided by assessment of risks and benefits to the patient 
at regular intervals. Risk factors for misuse and abuse of 
opioids include personal or family history of substance use, 
younger age, history of sexual abuse, and history of depres-
sion. Evidence of benefit in patients taking opioids includes 
improvements in physical and emotional function as well 
as a reduction in pain. Evidence of harm in patients taking 
opioids includes adverse events such as falls, fractures, and 
poor physical or emotional function, and the development of 
depression, hypogonadism, or hyperalgesia. 

Concerning behaviors, also referred to as aberrant behav-
iors, may also arise in individuals taking long-term opioid 
therapy. Such behaviors include unsanctioned dose escala-
tion, reporting lost or stolen prescriptions, obtaining opiods 
from more than 1 prescriber, unwillingness to adhere to non-
opioid-based aspects of the treatment plan, concurrent use 
of nonprescription substances including illicit substances, 
and aggressive behavior. These behaviors each represent a 
substantial clinical challenge to HIV primary care. When such 
behaviors arise, the practitioner should promptly discuss the 
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behavior with the patient and carefully consider the differ-
ential diagnosis of the behavior. Depending on the findings, 
strategies for addressing such behaviors include reeducating 
the patient on the appropriate use of and risks associated 
with opioids, closer monitoring (eg, smaller supplies of medi-
cation, more-frequent clinic visits to reassess clinical condi-
tion and further assess behavior), and involvement of pain, 
psychology, and substance use professionals. If behaviors are 
serious or if they persist over time and do not resolve with 
these strategies, tapering of opioid treatment should be con-
sidered. As patients are further evaluated during repeated 
office visits or by specialist colleagues, it may become ap-
parent that they meet the criteria for addiction in individu-
als taking long-term opioid therapy, which include the 4 Cs: 
loss of control, compulsive use, craving, and continued use 
despite harm.

Regular office visits (eg, every 3-6 months) during which 
the above monitoring and risk-benefit assessments are con-
ducted are becoming the standard of care during treatment 
of chronic pain with opioids. An important factor to consid-
er during treatment and management of chronic pain is 
the lack of evidence that long-acting opioids are safer than 
short-acting drugs; some evidence indicates that long-acting 
drugs may be associated with greater risk of overdose. Re-
peated dose escalation should be avoided; high doses are 
not typically more efficacious than lower ones, but recent 
evidence suggests they are more dangerous. 

It is important to remember that urine drug tests may 
be difficult to interpret. Initial urine drug tests are screening 
tests and may have false-positive or false-negative results 
(eg, use of quinolones causing a false-positive result for 
opiates, or a lack of detectable opioid levels in a patient 
who is taking them and who has a low urine concentra-
tion). Following up a urine drug test with a confirmatory 
test, usually a gas chromatography/mass spectrometry test 
or a liquid chromatography/mass spectrometry test, may be 
useful. 

Additionally, knowledge of pathways of drug metabolism 
(eg, that hydrocodone is metabolized into hydromorphone 
and therefore may appear on a urine drug test as hydromor-
phone) is important. Documentation of the risk-benefit anal-
ysis of opioid treatment for an individual patient, as well 
as of the monitoring strategy employed and of any adverse 
events or concerning behaviors, is crucial. 

Practitioners sometimes “inherit” patients who are taking 
long-term opioid therapy from outside clinics or colleagues. 
This transition of care provides an ideal opportunity to reas-
sess a patient’s opioid therapy. The practitioner should take 
the steps described above, providing patients with basic pain 
education and basic monitoring. Keeping decisions regard-
ing continuation of long-term opioid therapy within a risk-
benefit framework is important and useful. If there is no evi- 
dence of harm, if the risk is judged to be low, and if the pa-
tient is benefitting from it, opioid therapy may be continued 
with standard monitoring as described above. However, con-
cerning behaviors or active substance use disorders should 
be addressed promptly.

Nonpharmacologic Approaches

Cognitive-behavioral therapy and physical therapy are 2 im- 
portant evidence-based nonpharmacologic approaches to  
treatment of chronic pain. These are often the most effec-
tive treatment options for improving function in patients 
with chronic pain. Other options include exercise, comple-
mentary or alternative therapies such as acupuncture, and 
surgery for specific indications.8,16-22

Summary

Chronic pain is common in patients with HIV infection and 
may cause substantial functional impairment. Therapies for 
chronic pain include many options in addition to opioids. Care- 
ful attention must be paid to psychiatric symptoms in pa-
tients with chronic pain, and psychiatric conditions should 
also be treated if treatment of chronic pain is to be effective. 

Presented by Dr Merlin in March 2015. First draft prepared from 
transcripts by Matthew Stenger. Reviewed and edited by Dr Merlin in 
September 2015.
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