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Abstract

Objective. As the advent of highly active antiretrovi-
ral therapy, HIV has become a chronic disease for
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most individuals in developed countries. Chronic
pain is a common occurrence for HIV—infected
patients and has an impact on quality of life and
antiretroviral adherence. The objective of this study
was to examine relationships between chronic pain
and depression, substance use, mental health treat-
ment, and pain treatment in HIV-infected patients.

Design. Cross-sectional study.

Setting. Three primary care sites where HIV+
patients receive treatment.

Subjects. Two hundred and thirty eight HIV-infected
primary care patients.

Methods. We collected self-report and chart-review
information on demographics, HIV clinical status,
chronic pain, depression, substance use, mental
health treatment, and pain treatment. We collected
data between October 2012 and November 2013.

Results. Of the patients enrolled in this study, 107
reported no chronic pain, 24 reported mild chronic
pain, and 107 reported moderate-severe chronic
pain. Participants in the moderate-severe pain group
were more likely to have high levels of depressive
symptoms than those in the no chronic pain group.
Similarly, there was a significant relationship
between chronic pain status and interference with
life activities due to pain. Participants with
moderate-severe chronic pain were more likely to be
taking an antidepressant medication than those with
mild chronic pain, and more likely to be taking a pre-
scription opioid than the other two groups. We did
not find a significant relationship between problem-
atic substance use and chronic pain status.

Conclusions. Despite pharmacologic treatment,
moderate-severe chronic pain and elevated depres-
sion symptoms are common among HIV-infected
patients and frequently co-occur.

Key Words. HIV; Chronic Pain; Depression
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Introduction

As the advent of highly active antiretroviral therapy
(HAART), HIV has become a chronic disease for most
infected individuals in developed countries. As patients
living with HIV age, chronic pain can have a major
impact on quality of life [1]. Chronic pain in HIV-infected
patients can have diverse etiologies, including non-HIV-
related conditions such as musculoskeletal low back
pain or headache, as well as pain due to the impact of
HIV-related conditions such as neuropathy or osteonec-
rosis [2]. Further, some types of HAART, (i.e., dideoxy-
nucleoside reverse transcription inhibitors) may
contribute to neuropathic pain that is difficult to treat [3].
Having pain [4], and particularly untreated pain [5], may
be associated with lower rates of HAART adherence
with attendant concerns about disease progression.
Thus, understanding and managing pain in HIV-infected
patients is of critical importance.

Most previous studies of pain in HIV-infected patients in
the HAART era have reported correlates of the presence
or severity of current (i.e., past week) pain rather than
chronic pain (i.e., pain lasting 3-6 months or more).
Assessing only pain severity in the past week may miss
up to one-third of clinically significant pain [6]. Thus,
although there is overlap between groups with chronic
pain and those with pain in the past week, they are not
the same. No previous studies have specifically exam-
ined correlates of chronic pain in an HIV-infected popu-
lation. Further, results from research in non-HIV—
infected samples suggest the importance of differentiat-
ing between mild chronic pain and moderate-severe
chronic pain, as the more severe chronic pain likely has
a greater impact on quality of life [7,8].

In their biopsychosocial model of chronic pain in HIV,
Merlin et al. [2] discuss potential biological mechanisms
of chronic pain, including pain relating to aspects of HIV
and its treatment as well as psychiatric illness and sub-
stance abuse. Certainly, the presence of chronic pain in
the general population is associated with increased lev-
els of depression [9,10], and within samples of people
with chronic pain, pain severity, and depression symp-
tom severity are correlated [11]. In fact, as severity of
pain fluctuates in individuals over time, so does level of
depressive symptoms [12]. Previous research specifi-
cally in HIV-infected populations has documented that
the presence of pain in the past week is associated
with more anxiety and depression symptoms [13], hav-
ing a psychiatric illness [14], and generally poorer mental
and physical health [15]. Increasing severity of current
pain has also been associated with increasing severity
of depression in HIV-infected patients [16,17].

Substance abuse is often associated with chronic pain
in the general population [18]. Substance abuse may
contribute to causes of chronic pain (i.e., injuries or ill-
nesses) or may be a consequence of chronic pain, as
individuals turn to binge drinking or illicit substances as
a way to escape pain [18]. Lifetime substance abuse
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rates are elevated in HIV-infected individuals [19], and
HIV-infected patients may be at particularly increased
risk for substance use or abuse in the presence of
chronic pain. Some previous research on current pain in
HIV-infected patients has shown that pain severity is
associated with current use of “hard” drugs (i.e., crack,
cocaine, or heroin), as well as marijuana, but that pain
severity is more closely associated with depressive
symptoms than with drug use [17]. Other research has
failed to find an association between pain severity level
and current daily drinking or current use of other illicit
substances [16].

The goal of this study was to examine the relationship
between chronic pain and depression, substance use,
and treatment for depression and pain specifically in
HIV-infected patients. We divided our sample into three
clinically relevant groups: those with no chronic pain,
those with mild chronic pain, and those with moderate-
severe chronic pain. This allows us to examine whether
having any chronic pain at all is associated with
increased levels of other problems, as well as whether
having moderate-severe chronic pain is associated with
more severe problems than mild chronic pain. We
hypothesized that there would be an association
between having chronic pain and: 1) depression; 2)
binge drinking and substance use; and 3) increased use
of antidepressant medication and counseling. Further,
we hypothesized that people with moderate-severe
chronic pain would show higher rates of depression,
substance use, and treatment than those with mild
chronic pain. We planned to examine bivariate associa-
tions as well as a multivariate model so that we could
understand which of our measured variables would
account for unigque variance in chronic pain status while
also controlling for demographics and HIV iliness varia-
bles. Based on previous research, we hypothesized that
depression would be associated with pain status even
when accounting for treatment and substance use
variables.

Methods
Participants

Between October 2012 and December 2013, we inter-
viewed English-speaking HIV-infected patients (age 18
and older) receiving treatment at three practice sites in
southeastern New England. These sites were: a private
internal medicine office with an internist and nurse prac-
titioner who provide primary care for 125 HIV+ patients
(site 1; n=167); a federally qualified community health
center that provides care for 175 HIV+ patients and is
staffed by two infectious-disease trained internists and
one general internist (site 2; n=99); and an academic
hospital-based HIV clinic that provides care for over
1,700 patients and is staffed by six infectious-disease
trained intemists and two general internists (site 3;
n=T72). These clinicians serve as primary care providers
to patients in this study; none of the providers were
serving in a consultative or specialty role. Physicians at
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all three sites provided opioid and nonopioid pain medi-
cation prescriptions; patients were referred out for other
types of pain treatment. Sites 2 and 3 had limited psy-
chotherapy available at the primary care site. Site 3 was
at a hospital which did have other types of pain treat-
ment (e.g., physical therapy) and psychiatry available at
other locations but not at the HIV clinic.

Procedures

This study was approved by the relevant Institutional
Review Boards. Given that it was a brief, one-time sur-
vey study, participants verbally consented to answer
questions described in this article. Our only inclusion/
exclusion criteria were laboratory confirmed HIV positiv-
ity, aged 18 or older, and ability to speak English. Par-
ticipants were not reimbursed for their participation.
Procedures were identical at site 1 and site 2. On days
when research staff was assigned to the primary care
clinic, staff approached consecutive HIV-infected
patients and asked whether they would be willing to
complete a brief interview for research purposes. We
did this as part of screening for a clinical trial addressing
pain and depression in HIV-infected patients. (Those
who screened positive for depression and chronic pain,
and who met other inclusion criteria, were then invited
to participate in a study of psychosocial treatment for
chronic pain and depression.) There were no other
inclusion criteria. All participants at site 1 who were
approached agreed to complete the questionnaire. At
site 2, five patients who were approached did not com-
plete the questionnaire because they did not speak
English, and two refused to complete it.

Procedures differed somewhat at site 3. On days when
research  staff members were recruiting, they
approached consecutive patients and asked if they
wanted to participate in a single study visit in which they
would be asked questions about HIV, pain, depression,
sleep, and substance use. Additionally, at this site, staff
posted fliers advertising a study about factors that
impact sleep in HIV-infected patients. Thirty-three partic-
ipants were recruited via approaching consecutive
patients, and 39 of the 72 participants recruited at this
site had responded to the flier. As noted below, there
were a few variables that were not assessed at this
clinic; some others (treatment-related variables) were
assessed via chart review rather than via self-report.

Assessments
Unless specifically noted, assessments were the same
across all three sites. All measures were administered by an

interviewer in a private room in the primary care clinic. Inter-
viewers read the questions verbatim to the participants.

Demographic and HIV Variables

We assessed demographics by asking participants to
self-report on age, relationship status, race, ethnicity,
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education, and work status. In the work status variable,
“other” includes (but was not limited to) people with dis-
ability pending and people who were retired. We
assessed four aspects of HIV history via patient inter-
view: date of diagnosis, whether the patient was cur-
rently taking HIV medications, whether he/she had ever
had an AIDS-related infection, and whether he/she had
ever taken a neurotoxic medication such as ziduvudine,
zalcitabine, stavudine, or didanosine. The latter two vari-
ables were not assessed at site 3.

Pain

To assess current pain severity, we asked participants
the following question: “On a 1-00 scale, where 0 =no
pain and 100 = pain as bad as you can imagine, what
has your average pain been in the past week?” [20]. To
define chronic pain, we asked participants: “have you
had chronic pain for at least the past 6 months?” (The
choice of a 6-month period for chronic pain was based
on expert recommendations [21]). We asked partici-
pants to self-report on the primary bodily location of
pain (i.e., “in the last week, where has your pain been
primarily?” with options for various areas of the body,
such as “back pain” or “neck pain”). To assess interfer-
ence due to pain, we used the Brief Pain Inventory [22]
interference scale (BPI-). This scale asks about the
degree to which pain interferes with important aspects
of life, including general activity, mood, walking ability,
normal work (including home and housework), relations
with others, sleep, and enjoyment of life. In this study,
many participants were receiving disability payments,
and found the “normal work” question difficult to
answer, as level of interference was different for work
outside the home when compared to housework.
Therefore, we decided not to include this question in
the total score. Individuals who reported no pain in the
past week were assigned a 0 on the BPI-I. Total BPI-I
scores range from O to 10, with higher scores repre-
senting more pain interference. In this sample, Cron-
bach’s alpha=0.93 for the BPI-I, indicating good
internal consistency.

Depression and Substance Abuse

To assess depression symptoms, we used the Center
for Epidemiologic Studies Depression scale (CESD), 10-
item version [23]. Scores can range from 0 to 30, a
score greater than or equal to 10 is considered to be a
positive screen for depression. In this sample, Cron-
bach’s alpha = 0.86 for the 10 items of the CESD, indi-
cating good internal consistency. We also assessed
whether participants screened positive for depression
using a standard cutoff of the 2-item Patient Health
Questionnaire (PHQ-2; >3 is a positive screen) [24]. To
assess alcohol use, we asked about the average num-
ber of drinks consumed on those days that the person
drank alcohol in the past month. We categorized
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individuals as binge drinkers if they consumed 5 or
more drinks (for men) or 4 or more drinks (for women)
[25] on days when they drank in the past month. We
also asked about number of days in the past month
that the participant used cocaine, crack, or metham-
phetamine; we categorized participants dichotomously
by whether they had used these drugs in the past
month or not. Other researchers have documented the
validity of a very similar single item as a screener for
hazardous alcohol use [26] and a brief drug use fre-
quency questionnaire [27].

Treatment

We assessed treatment for mental health problems via
patient interview. We asked: “do you currently receive
any mental health counseling?” and “are you currently
taking an antidepressant medication?” At sites 1 and 2,
participants also provided information on current pain
treatment: counseling specifically regarding pain in the
past 6 months, current nonopioid pain medication use
(e.g., nonsteroidal anti-inflammatory medications, anti-
convulsants specifically for pain), and current opioid
pain treatment. To assess current pain medications, we
asked: “are you currently taking any medications for
pain?” and if patients answered in the affirmative, we
asked for and recorded the names of the pain medica-
tions. We could then code whether or not they were
opioids or other pain medications. At site 3, we did not
collect data about counseling specifically regarding pain,
and current nonopioid and opioid pain medication were
assessed via chart review. (We did not assess or
include use of opioids prescribed for opioid use
disorder.)

Data Analysis

We divided our sample into three groups: those with no
chronic pain (some of whom had acute pain), those
with mild chronic pain (i.e., pain severity between 0 and
39 in the past week, and pain for at least 6 months)
and those with moderate/severe chronic pain (i.e., pain
severity was > 40 in the past week and pain for at least
6 months). A combination of a question about past-
week pain severity plus a similar (to our own) retrospec-
tive question about whether pain has lasted for 6
months or longer has been found to show a high level
of sensitivity and specificity when compared to a classi-
fication of chronicity of pain that was based on ques-
tions about pain severity asked repeatedly during the 6-
month period of interest [28]. Further, the combination
of a past-week question about severity and a question
about chronicity is understandable to HIV-infected
patients [29]. We chose the severity cutoff based on its
use as a threshold for inclusion in clinical trials of pain
[21]. We compared the three groups on: demographics,
HIV-related factors, depression and substance use, and
mental health and pain treatments using either a chi-
square test or one-way ANOVA. For continuous
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dependent variables, we conducted a post hoc compar-
ison of group differences using a Tukey HSD test. For
discrete dependent variables, we conducted follow-up
chi-square tests comparing two pain groups. We con-
sidered P < 0.05 to be statistically significant.

Next, we used multinomial logit models to estimate the
adjusted associations between depression, substance
use, treatment, and pain type while controlling for dem-
ographics, HIV variables, and other measured variables.
The statistical significance of the overall association was
tested using a likelihood ratio difference in chi-square
test comparing models with and without each evaluated
predictor. Specific variables included in the model
included demographics (gender, race, ethnicity, employ-
ment status, age, and years of education), HIV variables
available for all groups (years with HIV), depression
(CES-D), substance use variables (use of crack,
cocaine, or methamphetamine in the past month, binge
drinking in the past month), mental health treatment var-
iables (receiving mental health counseling, taking an
antidepressant) and pain treatment (taking a nonopioid
pain medication, taking an opioid pain medication), We
present adjusted odds-ratios to describe the association
between variables and pain type.

Results

Of 238 HIV-infected participants, 131 (53% of total par-
ticipants) endorsed having chronic pain. Of the individu-
als with chronic pain, 24 had mild chronic pain, and
107 had moderate-severe chronic pain. Among partici-
pants with chronic pain, the most common primary pain
sites in the past week were: multiple locations, joints,
and back (Table 1). One hundred and seven participants
denied having chronic pain; of these, 70 reported having
no pain at all in the past week; the remaining 37 had
pain severity levels ranging from 1 to 90, although only
eight had levels of 40 or higher (moderate-severe acute
pain).

We report results of bivariate comparisons of demo-
graphics, HIV characteristics, depression and substance
use, and mental health and pain treatment in Table 2.
With regard to demographics, participants with mild or
moderate-severe chronic pain were less likely to be
working and more likely to be on disability than those
with no chronic pain. Sites also differed in proportions
of patients in each of the three pain groups. In terms of
HIV-related variables, participants with moderate-severe
chronic pain reported a longer time as HIV diagnosis
than those with mild chronic pain. People with
moderate-severe chronic pain were more likely to report
having had an AIDS-related infection than those with no
chronic pain.

Relative to individuals in the no chronic pain group,
those in the moderate-severe chronic pain group had
higher levels of depression symptoms. The mild chronic
pain group was not significantly different from either of
the other two groups in terms of depression symptom
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Table 1 Primary pain locations in the past week

Participants with Acute
but No Chronic Pain
(n=38; Remainder

Participants with
Mild Chronic Pain

Participants with
Moderate or Severe

had No Pain At All) (n=23)* Chronic Pain (n=102)*

Location n (%) n (%) n (%)
Back 6 (16%) 6 (26%) 18 (18%)
Neck 1 (83%) 0 2 (2%)
Headache/migraine 7 (18%) 0 2 (2%)
Stomach/abdomen 3 (8%) 1 (4%) 0
Lower extremities 10 (26%) 8 (35%) 32 (31%)
Chest 3 (8%) 0 0
Face 1 (3%) 0 0
Multiple sites primary/pain 7 (18%) 8 (35%) 48 (47%)

all over body

* A total of six participants had missing data.

severity. Many more participants in the moderate-severe
chronic pain group screened positive for depression on
the PHQ-2 than in the mild chronic pain group, although
this difference did not reach our predefined level of sta-
tistical significance. Participants with moderate-severe
chronic pain were more likely to report pain interference
with activities than participants with mild chronic pain,
who in turn were more likely to report greater interfer-
ence than persons without chronic pain. We did not find
a significant association between chronic pain status
and either the tendency to binge drink or use crack,
cocaine, or methamphetamines in the last 30 days.

With regard to depression or pain treatment, partici-
pants with moderate-severe chronic pain were more
likely to be taking an antidepressant medication and
an opioid, compared to persons mild or no chronic
pain groups. Rates of nonopioid pain medication
receipt were higher in the mild chronic pain group
when compared to the no chronic pain group. Of the
47 participants with chronic pain (mild, or moderate-
severe) who were taking opioids, average pain in the
past week ranged from 10 to 100, with a mean level
of 67 and a median level of 70. No participant
reported receiving counseling specifically targeted
toward chronic pain.

The multinomial logit regression model (Table 3) shows
associations between key variables and pain group (no
pain, mild pain, and moderate-severe pain) while adjust-
ing for demographic and HIV disease covariates and
other variables. We found that the moderate-severe
chronic pain group had significantly more depression
than the no chronic pain group. As demonstrated previ-
ously, the mild chronic pain group was most likely to be
receiving mental health counseling, and least likely to be
taking an antidepressant. Both the moderate-severe
and the mild chronic pain groups were more likely to be
taking a nonopioid pain medication that the group with
no chronic pain. Finally, the moderate-severe pain group
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was more likely than either of the other two groups to
be taking an opioid pain medication.

Discussion

In this study, we examined differences between groups
with no chronic pain, mild chronic pain, and moderate-
severe chronic pain among HIV-infected people in the
era of HAART. People with moderate-severe chronic
pain had higher levels of depression symptoms and
higher rates of screening positive for depression than
participants in the no chronic pain group. Even when
adjusting for other variables, differences in depression
symptom  severity between the moderate-severe
chronic pain group and the no chronic pain group
remained statistically significant. Contrary to our
hypothesis, we did not find statistically significant differ-
ences between the moderate-severe pain group and
the mild pain group in terms of depression, although
the direction of the effect was as expected, and the
mild pain group was also not significantly different from
the no chronic pain group. The relationship of depres-
sion with chronic pain is well documented in other
chronic conditions, and is likely bidirectional [30,31].
Banks and Kerns suggest that it is not just having a
chronic medical condition that puts one at risk for
depression, but it is the specific nature of chronic pain
that places one at higher risk, noting that pain is
“inextricably associated with negative affect.” Because
pain is aversive and “can pervade one’s consciousness
and seems psychologically inescapable,” it follows that
a substantial minority of patients with chronic pain (and
particularly moderate-severe pain) experience extreme
negative reactions, namely, depression. Conversely,
being depressed predicts the development of chronic
pain (e.g., the conversion of acute low back pain to
chronic low back pain [32]), likely through varied mech-
anisms, including decreased engagement in physical
activity interventions [33] or increased attention to
somatic symptoms.

$202 I4dy 0} uo 3senb Aq GGZ09+Z/0.81/01/9)/e101ME/BuUdIpawUled/wod dno olwapede//:Sdiy Wwoly pspeojumoq



Pain, Mood, and HIV

Downloaded from https://academic.oup.com/painmedicine/article/16/10/1870/2460255 by guest on 10 April 2024

2Lo (2) 990 (%E L) 2k (%G2h) € (%¥'8) 6
100> (2) 61 +(%L€) o (%L ¥ (%el) €L 2-OHd 8y} Uo Us8I0s 8AISOd
L00°0> (@) oree +(%12) 92 +1(%¥S) €1 1(%8€) ¥ 0} < @l09s 0-s30
L00°0> (sez'e) ozez (60°8) 18t (¥92) +185°LL (96°5) 18 21095 -S30
uled 0] @ang aduaJajialu]
pue ‘asn) aouelsgns ‘uoissaidag
%0 (@) 99t (%69) I+ (%09) 6 (%6Y) L8 SUONEBOIPSW DIX0J0IN8U UdMe] JaAT
¥0°0 (2) 929 +(%0¢) 22 (%el) 01 uonodyul pajejal-sAly Ue pey seH
€0 (CAANA (%.6) ¥01 (%26) 22 (%¥6) 001 suoneolpaw AlH Buiyel
€00 (ecz ) 89°¢ (S6) 61 (08)gzcL +1(62) 091 AIH Yiim siesj
(%S) § (%8) ¢ (%9) 9 uoisnjsuely/Iayio
(%eg) g8 (%g¢e) 8 (%9¢) ge [enxesoieleH
(%1€) 1€ (%8€) 6 (%2€) 98 UsW UM XS 8ABY OYM UBIA
(%0¢g) 0e (%12) S (%12) 02 asn Bnig Al
080 (9) 90°¢ poyiaw uoissiwsuel|
paieldy-AIH
600 (gez'2) 8z (ez)6°LL (re) Lzl (62) L2l uoneonp3 jo siesk
920 (gez'e) 220 (+'8) 01 (6°01) 005 (e01)0'1LS eby
(%L1) 21 (%e1) € (%€1) 1 lay10
(%92) 18 (%29) 91 (%.¥) 05 Aungesia
(%S) § (%€l) € (%21) €k swi-lied
(%8) 6 (%8) ¢ (%82) 0e awn (In4
L00°0> (9) esve + 1 1 SNIE}S YoM
G50 (@ ozt (%¥1) St (%L1) ¥ (%02) e ouneT/oluedsiH—Alouylg
(%b) ¥ (%) 1 (%S) § SENTe)
0 (%8) ¢ (%€) € SAllEN UBMSE|Y/UBDLIBWY SAIIBN
(%82) 0e (%S2) 9 (%1¢€) 28 uedlBWY Uedlyyoe|g
(%89) 29 (%€9) St (%29) 59 ueiseone)
82°0 (9) e5°2 aoey
120 (@ 192 (%ey) S¥ (%ey) O (%e¢e) ve uswop—Iapuan
(%0¢) 2¢ (%8¢) 6 (%62) L& € als
(%1S) S5 (%ee) 8 (%ve) 98 Z s
(%61) 02 (%62) £ (%.€) oF AR
200 (¥) 29kt + + : SIS
sojydeibowaqg
anfeA d (p)4 10 (3p) (@s) uespy 10 (%) N (@s) uespy (@s) ueapy

alenbg-1yn

(201= u) 2100083 IO
8]eJIBPOIN ‘Uled dluoiyD

10 (%) N (ve=u)
PIIA ‘Ured o1uoiyp

10 (%) N (0L =W)

uled oluoJy) oN

ured 2lUCIYD 8JBASS IO 8lelopowl pue ‘uled D1UOJYD pilu ‘ured D1UOIYO ou yum ajdoad ussmiaq seoustayiq] g dlgelL

1875



Uebelacker et al.

Jane Buiney ‘uonosjul pajejal-A|H ue pey Buiney

Downloaded from https://academic.oup.com/painmedicine/article/16/10/1870/2460255 by guest on 10 April 2024

'G0°0>d «

"dnoJf ured o1uoyd pliw ayy 0} pasedwod dnoib ured DIUOCIYD +8JBISPOI §
"dnouf ured d1uo1yd ou oy} 0} paredwod dnoib ured dUCIYD +8JeIBPON 4

"dnouf ured d1u01yd ou ey} 0} pasedwod dnoib ured d1uOIYD PN |

"SOl[e)l Ul 84 S8|gBleA SNONURUOD

'€ 9US Je passasse Jou aiam ured d1UoJyd 1oy Ajfeonioads Bulesunod Buinieoal Ajjuaiind pue ‘suoiedIpaw dIX0}0INauU UdX e}

"aoualaip Jueoliubis ayeoipur siduosiadns Jualayip ‘s1sel o0y 1sod uo aousiayip weolubls ou ayeolpul syduosiadns swes "oloN

L00'0> () ve'sy 1(%8¢€) v (%8) ¢ (%€) € uonesipsw ured proido ue Bupiel
100°0> (e) se'Ly +(%29) 9 +(%ev) oL 1(%S1) 91 uoneslpaw ured proido-uou e Bunie|
ured o1uoJyo
0 0 0 10} >__wo_:ownw mc__wwcsoo mc_>_wo¢~u_
200 (@) 218 H%¥¥) Ly (%12 S 1(%82) og juessaidappue ue Bupel
gLo (@) ecy (%ee) e (%ep) oL (%ee) e (Adetayy) Buiiesunod H Buinieoey
jusuwijeal|
L00°0> (vez ‘2) v6'5y1 (£9°2) £6°G (Le) 00¢€ (z8'L) 290 (1dg) ured o} enp eousispielu|
00 (@ 2L0 (%6) 0k (%¥) | (%6) 0k UYpuow jsed uj yuup abulq 0} spus].
yuow jsed ul suiwelsydweylaw
JO ‘BuIed09 yoeld pasn
anjep d (4p)4 10 (4p) (@s) ueapy 10 (%) N (@s) uespy (@s) ueapy

alenbg-1yn

(201= u) alonag Io
9)JeIBPOI\ ‘uled dlUoIyD

10 (%) N (v2=u)
PIIIN ‘ured d1uoIyo

10 (%) N (201 =U)
uled oluoiyd oN

pPeNURUOYD ¢ 3lqeL

1876



The comorbidity of depression and chronic pain is of
special concern for many reasons. First, when com-
pared to individuals with major depression but without
chronic pain, those with chronic pain have depressive
symptoms of longer duration [34] and greater severity
[35]. Second, in comparison to those without chronic
pain, individuals with chronic pain have twice the risk for
suicide [36]. Even in depressed inpatients [37] and out-
patients [34], chronic pain increases the risk of suicidal
ideation. Third, comorbid chronic pain and major
depressive disorder (MDD) is associated with more dis-
ability than either condition alone [10]. Fourth, the com-
bination of chronic pain and MDD may increase health
care costs in a multiplicative fashion [38]. Fifth, both
pain and depression may increase risk for nonadher-
ence to HAART [4,5,39], although it is unclear whether
the presence of both problems will increase the risk of
nonadherence above and beyond the risk inherent
when only pain or only depression are present.

We turn next to antidepressant use at these HIV sites. It
is worth noting that even among the primary care HIV-
infected patients without chronic pain, antidepressant
use was higher than the general population (28% in
patients without chronic pain in our sample, compared
to 16% of people aged 40-59 in the general population
[40]). There were differences in rates of antidepressant
medication use between groups, with a higher propor-
tion of the moderate-severe pain group taking antide-
pressants, as compared to the no chronic pain group.
This is not surprising, given the higher rates of depres-
sion, and indeed, was no longer statistically significant
in the multivariate model which accounted for depres-
sion severity and other variables. Although antidepres-
sants can have analgesic effects, and may be useful for
treating fibromyalgia, some types of neuropathic pain,
and headaches [41], these results are consistent with
the idea that antidepressants were being primarily used
in people with depressive symptoms in this sample.

Results regarding mental health counseling were unex-
pected. Despite the fact that the mild chronic pain
group was intermediate in terms of depression symptom
severity, this group was more likely to be receiving men-
tal health counseling than the other two groups. It is
unclear to us whether this is a spurious finding due to
something unusual in a relatively small sample (n = 24).
It is possible that the mild chronic pain group is more
likely to receiving mental health counseling than the
moderate-severe pain group because the mild pain
group has fewer other medical appointments, less dis-
ability, and is more able to participate in therapy
appointments. The fact that they are receiving counsel-
ing may make it less likely that they and their providers
believe an antidepressant is needed.

Overall, 20% of our sample reported taking current
opioid medication for pain. This is consistent with other
data suggesting that 30% of HIV-infected patients
receive an opioid prescription in a years’ time [42], and
up to 8% of HiV-infected patients have a long-term
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opioid prescription [43]. As one might expect, there was
a relationship between having any chronic pain and
nonopioid pain medication use. Contrary to our hypoth-
esis, there were no statistically significant differences
between people with moderate-severe pain and mild
chronic pain. However, as hypothesized, relative to
patients with no chronic pain or mild chronic pain, the
patients who reported current moderate-severe pain
had higher levels of current opioid pain medication use.
This was confirmed in the multivariate analysis. For 45
patients in our sample (19% of the total sample), pain
was reported as being moderate or severe despite the
fact that they were taking opioids. This phenomenon
has been documented in other samples [44] where per-
sons who continued to have high pain levels despite
opioid use were more likely to report neuropathic pain
or symptoms of centralized pain such as symptoms
consistent with fiboromyalgia. Specifically in HIV-infected
patients, Onen et al. [45] reported that, in a chart review
study of 140 outpatients who were prescribed opioids,
63% of patients’ charts documented no subjective
improvement. As is well documented, prescription
opioid use is not without risks, including the risk of acci-
dental (or purposeful) overdose [46] and of aberrant
drug-related behaviors or misuse [47]. Despite the fact
the there is good evidence that psychotherapy, includ-
ing cognitive-behavioral therapy (CBT) and mindfulness-
based therapies, are effective for treatment of chronic
pain [48], not one participant in the two sites where this
variable was assessed reported receiving counseling
specifically for chronic pain. Further, rates of any type of
mental health counseling were fairly low overall in this
sample.

Contrary to our hypotheses, we did not see an associa-
tion between binge drinking or substance abuse and
chronic pain. This may be due to the fact that reported
rates of use of cocaine, crack, or methamphetamine
were fairly low overall in our sample. We also used brief
measures of amount of substance use rather than more
extensively validated and lengthier measures of hazard-
ous use such as the Alcohol Used Disorders Identifica-
tion Test [49]. However, as discussed in Introduction,
previous research on the relationship between past-
week pain and current substance use has been mixed
and certainly the relationship may not be as robust as
the association between depression and chronic pain.
Future research may focus on the conditions in which
chronic pain does increase risk for illicit substance use
in HIV-infected patients.

Between the three groups, the only demographic differ-
ence that we observed was employment status. Even
though overall rates of participation in Social Security
and Supplemental Security income disability programs
were high in this sample, moderate-severe chronic pain
was associated with a higher likelihood of being on dis-
ability. This is to be expected given that moderate-
severe chronic pain may be judged to interfere with
one’s ability to work and thus qualify one for a disability
program. However, we note that the association
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Table 3 Multinomial logit model regressing chronic pain group on demographic characteristics, HIV

characteristics, depression, substance use, and depression and pain treatment (n = 238)

Mild vs. None®

Mod and Sev vs.

Mod and Sev vs.

OR (95% ClI) None* OR (95% Cl) Mild® OR (95% Cl) LR% (P=)

Site

Site 1 1.23 (0.29; 5.16) 0.84 (0.28; 2.49) 0.6889 (0.15; 3.04) 7.84 (0.01)

Site 2 1.22 (0.31; 4.79) 2.78* (1.07; 7.24) 2.28 (0.57; 9.06)

Site 3 [REF] [1.00] [1.00] [1.00]
Gender (Women) 1.28 (0.41; 4.01) 1.40 (0.62; 3.16) 1.09 (0.34; 3.49) 0.68 (0.71)
Race (Caucasian) 1.12 (0.34; 3.68) 1.36 (0.60; 3.09) 1.22 (.0.36; 4.09) 0.56 (0.76)
Ethnicity (Hispanic) 0.65 (0.15; 2.79) 0.65 (0.22; 1.89) 0.99 (0.22; 4.43) 0.75 (0.69)
Employment Status

Part-Time 2.39 (0.26; 21.74) 0.91 (0.19; 4.36) 0.38 (0.03; 4.23)

Disabled 7.70 (1.04; 57.17) 3.25 (0.88; 11.99) 0.42 (0.05; 3.60) 8.25 (0.220)

Other 2.70 (0.31; 23.26) 1.45 (0.32; 6.53) 0.54 (0.05; 5.57)

Full-Time [REF] [1.00] [1.00] [1.00]
Age 1.00 (0.94; 1.06) 0.98 (0.94; 1.02) 0.98 (0.92; 1.05) 0.89 (0.64)
Years of education 0.99 (0.78; 1.27) 1.05 (0.88; 1.26) 1.06 (0.83; 1.36) 0.40 (0.82)
Years with HIV 0.91* (0.83; 0.98) 1.00 (0.95; 1.06) 1.11* (1.02; 1.20) 7.23 (0.03)
CESD-score 1.05 (0.97; 1.15) 1.13* (1.07; 1.20) 1.08 (0.99; 1.17) 20.48 (<0.001)

Used crack/coc/meth 1.43 (0.23; 9.06) 1.76 (0.49; 6.31) 1.23 (0.19; 8.07) 0.78 (0.68)

past month

Tends to binge drink in
the past month
Receiving MH counseling
(therapy)
Taking an antidepressant
Taking a nonopioid pain
medication
Taking an opioid pain
medication

0.08" (0.01; 1.09)
5.62* (1.28; 24.70)

0.11* (0.02; 0.63)
3.47* (1.16; 10.39)

2.09 (0.24; 18.47)

0.69 (0.18; 2.70)
0.20* (0.07; 0.61)

1.91 (0.73; 5.02)
5.83* (2.54; 13.38)

21.37* (4.91; 93.05)

8.12 (0.62; 106.68) 5.07 (0.08)

0.04* (0.01; 0.18) 20.87 (<0.001)

16.14* (2.86; 91.14)
1.68 (0.56; 5.03)

12.47 (0.002)
19.51 (<0.001)

10.22* (1.50; 69.66) 27.81 (0.000)

T Mild chronic pain group compared to the no chronic pain group.

* Moderate+ chronic pain group compared to the no chronic pain group.
$ Moderate+ chronic pain group compared to the mild chronic pain group.

*P < 0.05.

between chronic pain and employment status was no
longer statistically significant when we controlled for
other variables including depression.

The overall rate of chronic pain that we found is similar
to rates of pain (although not necessarily chronic pain)
reported in the existing HAART-era literature. In the
modern treatment era, reported rates of pain in the
past week have ranged from 34% to 48% of ambula-
tory HIV clinic patients in the United States [14,50,51].
The two studies that document the percentage of par-
ticipants with current pain who had chronic pain varied
widely in estimates: in a study of homeless individuals
with current pain, 90% with current pain had chronic
pain [16], whereas in a small study of consecutive HIV
clinic patients with current pain, only 27% reported
that the pain was chronic [50]. It would be useful to
conduct research to document the rate of chronic
pain in in a more general sample of HIV-infected
individuals.
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We note limitations of this study. First, it is cross-
sectional in nature, and therefore, it is impossible to dis-
entangle cause and effect between pain and depres-
sion. Second, although we looked at particular
symptoms (e.g., depression symptoms), we did not
determine whether participants met formal diagnostic
criteria for Diagnostic and Statistical Manual of Mental
Disorders (DSM) disorders such as major depression or
substance abuse/dependence, nor did we conduct
urine toxicology screens. As evidenced by the fact that
dichotomizing the CES-D at a recommended cutpoint
resulted in a higher rate of positive screens for depres-
sion than what was found using the PHQ-2, there are
limitations to the use of self-report questionnaires. We
also did not seek to determine whether opioids were
being misused. Related, the use of self-report data may
contribute to underestimation of rates for certain items
such as substance use or prior neurotoxic medication
use. Chronic pain was assessed via self-report to a
face-valid question that we developed, and not via chart

¥202 Iudy 01 uo3senb Ag GGZ091Z/0.81/01/9L/el91e/auIdipawuled/woo dnoolweapeoe//:sdiy wol pspeojumoq



review or another method. Third, we did not ask about
other important substances that may be associated with
chronic pain: marijuana, benzodiazepines, or nonmedi-
cal use of opioids. We also do not have data on HIV
viral load or Hepatitis C status. Finally, we note that
there were slight differences in procedures between the
three sites.

In sum, we found a robust association between depres-
sion symptom severity and chronic pain in HIV-infected
patients, with clear differences between a group with
moderate-severe chronic pain and no chronic pain. This
association is consistent with that found in non-HIV
populations, although the burden may be greater in
HIV-infected individuals due to high baseline levels of
depression and chronic pain. Finally, we documented
that moderate-severe chronic pain clearly persists
despite the fact that many people receive treatment
with opioids and antidepressants. Thus, there is a clear
need to better address the needs of this moderate-
severe chronic pain group. In addition to improving
quality of life and depressive symptoms, better treat-
ment of pain may improve HAART adherence [4], which
has implications for survival and HIV transmission.
Although it is certainly not a panacea, greater (or any)
access to nonmedication treatments such as CBT spe-
cifically targeted towards chronic pain as well as
increasing medication adherence may reduce disability,
depression, and the escalating use of opioid medication
in this population. Across the 3 clinics and 238 people,
we surveyed, no one reported receiving CBT for pain.
Given the chronicity of the pain experienced, CBT and
other nonmedication treatments shown to be efficacious
for pain should be more available to HIV-infected
patients.
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