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Abstract

Background: Systemic immune activation (inflammation) and immunosenescence develop in some people with
advancing age. This process, known as “inflamm-aging,” is associated with physical frailty and sarcopenia.
Meanwhile, successful antiretroviral therapy has led to a growing number of older HIV-1-infected individuals who
face both age-related and HIV-1-related inflammation, which may synergistically promote physical decline, including
frailty and sarcopenia. The purpose of our study was to determine if inflammation during treated HIV-1 infection
worsens physical impairment in older individuals.

Methods: We determined the severity of HIV-associated inflammation and physical performance (strength and
endurance) in 21 older HiV-infected individuals (54-69 years) receiving suppressive antiretroviral therapy, balanced for
confounding variables including age, anthropometrics, and co-morbidities with 10 uninfected control individuals.
Biomarkers for microbial translocation (lipopolysaccharide [LPS]), inflammation (soluble CD14 [sCD14], osteopontin, C-
reactive protein [CRP], interleukin-6 [IL-6], soluble ICAM-1 [SICAM-1] and soluble VCAM-1 [sVCAM-1]), and coagulopathy (D-
dimer) were assayed in plasma. Activation phenotypes of CD4'T cells, CD8" T cells and monocytes were measured by
flow cytometry. Physical performance was measured by 400 m walking speed, a short physical performance battery
[SPPBI, and lower extremity muscle strength and fatigue.

Results: Overall physical function was similar in the uninfected and HIV-infected groups. Compared to uninfected
individuals, the HIV-infected group had elevated levels of sCD14 (P < 0.001), CRP (P < 0.001) and IL-6 (P=0.003) and an
increased frequency of CD4" and CD8™ T cells with an immunosenescent CD57" phenotype

(P=0.004 and P=0.043, respectively). Neither plasma inflammatory biomarkers nor CD57" T cells correlated with CD4" T
cell counts. Furthermore, none of the elevated inflammatory biomarkers in the HIV-infected subjects were associated with
any of the physical performance results.

Conclusions: When age-related co-morbidities were carefully balanced between the uninfected and HIV-infected groups,
no evidence of inflammation-associated physical impairment was detected. Despite careful balancing for age, BMI,
medications and co-morbidities, the HIV-infected group still displayed evidence of significant chronic inflammation,
including elevated sCD14, CRP, IL-6 and CD577 T cells, although the magnitude of this inflammation was unrelated to
physical impairment.
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Background

Antiretroviral treatment (ART) has dramatically increased
the life expectancy of HIV-infected individuals. By 2015,
more than one half of HIV-infected individuals are pro-
jected to be over 50 years old [1]. This increased life expect-
ancy has prompted questions about how aging with HIV-1
infection combined with HIV treatments might interact to
impact active life expectancy (e.g, having adequate mobility
to function as a member of the community).

HIV-1 infection causes systemic immune system acti-
vation fostered by a complex array of insults [2, 3]. The
immune activation markers that are detected in HIV-1
infection are typically also elevated with increased age in
the absence of HIV infection [3-5]. Similar to aging,
HIV infection is associated with the premature develop-
ment of cardiovascular disease, thromboembolic disease,
type 2 diabetes, cancer, neurocognitive decline, end-
organ disease and frailty even when effective ART is im-
plemented [3, 5, 6].

In HIV infection, chronic stimulation by LPS and
other substances emanating from a leaky intestinal bar-
rier leads to the activation of innate immune cells, in-
cluding monocytes and macrophages, which can be
measured in sera based on the levels of the LPS-binding
protein soluble CD14 [sCD14] [7-9], and sCD14 levels
remain elevated even with prolonged therapy [10]. Not-
ably, sCD14 has been implicated as a biomarker for the
risk of non-AIDS mortality among HIV-infected subjects
[11]. Additional markers of innate immune activation,
including interleukin-6 [IL-6] and the acute phase mol-
ecule C-reactive protein [CRP], are also predictive of
non-AIDS HIV mortality [12, 13]. Elevation of the co-
agulation factor D-dimer is independently associated
with cardiovascular disease [14] and mortality in HIV in-
fection [12]. The monocyte chemotactic protein osteo-
pontin [OPN] is persistently elevated in HIV-1 infection
[15] and is further increased in HIV-associated dementia
[16]. Inter-cellular adhesion molecule-1 [ICAM-1] and
vascular cell adhesion protein-1 [VCAM-1] are cleaved
to their soluble forms following the activation of leuko-
cytes or vascular endothelium. Both sICAM-1 and
sVCAM-1 are elevated in HIV infection [17] and associ-
ated with endothelial activation and/or an increased risk
of cardiovascular disease [18-21].

In addition to innate immune activation, adaptive im-
mune activation is a hallmark of both aging and HIV-1
infection. Most notably, both advancing age and HIV-1
infection are associated with an increased frequency of
memory CD4"CD45RACD45RO" T cells as well as ex-
panded CD4"CD57" and CD8"CD57" T cell populations.
CD57-bearing T cells possess a unique inflammatory
senescent phenotype, whereby the cells are able to pro-
duce large amounts of inflammatory cytokines such as
TNF but demonstrate impaired proliferation [22, 23]. In
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both aging and HIV-1 infection, the direct cause of
CD57" T cell accumulation is unclear, although chronic
viral replication, for example human cytomegalovirus,
may drive the expansion of CD57 cells through immune
attrition [24].

The proper structure (tissue composition) and func-
tion (strength & endurance) of the lower extremities is
vital for maintaining mobility in late life. However, a
paucity of research has investigated mobility functions
and their determinants in HIV-infected older adults. In-
flammation may provide a common link between HIV
infection, aging and frailty. Both chronic HIV-1 infection
(treated and untreated) and aging-associated frailty are
characterized by elevated levels of pro-inflammatory cy-
tokines such as TNF and IL-6 [12, 25-27]. How the ef-
fects of HIV-1 infection, aging and inflammation
combine to affect physical function and body compos-
ition remain mostly unknown.

Here, we determined the magnitude of HIV-associated
inflammation while accounting for the traditional risk
factors for age-related illness. A key objective was to
examine the relationships between biomarkers of inflam-
mation and physical function and to understand whether
HIV-1 infection compounds the relationship between
chronic inflammation and functional decline in older in-
dividuals. The cohort included older HIV-infected indi-
viduals (average age=59.7 years, range 54—69 vyears)
undergoing suppressive ART, compared to non-infected
participants who were closely balanced for confounding
variables including age, anthropometrics (body mass
index), co-morbidities (e.g., diabetes and cardiovascular
disease) and smoking status.

Methods

Subject inclusion/exclusion and enrollment

Twenty-one HIV-infected participants were recruited
from the Gainesville Veterans Administration HIV clinic
and the community at large. All of the participants pro-
vided written informed consent based on documents ap-
proved by the University of Florida Institutional Review
Board. The protocols at Malcom Randall VA Medical
Center are approved concurrently through the University
of Florida IRB. The inclusion criteria were as follows:
age > 54 years old, well-controlled HIV on ART for at
least 12 months, CD4 > 100 cells/ul and plasma HIV
RNA < 5,000 copies. Combination regimens were ei-
ther NRTI-based (Efavirenz + FTC and tenofovir; one
case was treated with Efavirenz + abacavir) or protease
inhibitor (PI)-based (atazanavir, ritonavir, fosamprena-
vir, saquinavir or darunavir + FTC and tenofovir). At
the time of the study, 20 HIV-infected subjects had
plasma HIV RNA below 50 copies/ml (the cutoff for
the assay); one subject had an HIV RNA level of 208
copies per ml. The CD4" T cell counts in the HIV-
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infected subjects were typically above 500/mm?
(mean =560, SD =243). Subjects were excluded from
the study for any of the following criteria: active
AIDS-defining illness, taking stavudine or zidovudine,
hepatitis B or C infection, severe arthritis, uncon-
trolled hypertension, unstable angina, severe congest-
ive heart failure, low body mass index (<20 kg/m?),
poorly controlled diabetes, treatment for cancer in
the previous 6 months, peripheral vascular disease,
Parkinson’s disease, multiple sclerosis, amyotrophic
lateral sclerosis, renal failure, use of anabolic steroids,
cognitive impairment identified as having a Mini-
Mental State Exam Score <24, or inflammatory dis-
ease (rheumatoid arthritis, inflammatory bowel dis-
ease, among others). It was expected that there would
be increased inflammation in the HIV-infected group,
and elevated sCD14 levels have been widely reported
as a common feature of HIV-related inflammation
[11]. With the goal of determining how inflammation
relates to physical composition/function, we powered
the study on plasma sCD14 levels. Ten HIV-
uninfected control participants were recruited after
screening the HIV-infected subjects for plasma levels
of sCD14. The mean sCD14 level of 21 HIV-infected
subjects was 1,892 ng/ml (SD =394). Using a=0.05,
n=9 provides 80 % power to detect a 25 % difference
in sCD14 levels between the groups. HIV-infected
subjects frequently develop age-related co-morbidities
such as cardiovascular disease and respiratory disease,
so a ‘healthy’ non-HIV infected control group would
not be suitable for comparison. A self-report ques-
tionnaire was used to assess co-morbidities including
cardiovascular conditions (controlled hypertension,
previous hospitalization for myocardial infarction,
pacemaker, stroke or abnormal heart rhythm) or re-
spiratory conditions (shortness of breath, asthma or
recent chest congestion). Control participants were
recruited from the community, enrolled after testing
negative for HIV, and balanced to the HIV cases
based on average age, body mass index, and smoking
status, as well as the frequency of active diabetes, car-
diovascular conditions and pulmonary conditions
(Table 1). Following the balancing approach, there
were no significant differences between the groups in
terms of age, BMI, chronic diseases or the use of
non-HIV medications related to chronic disease.

Measurement of plasma biomarkers

Whole blood samples were collected in sterile Vacutai-
ner™ (Becton Dickinson, Franklin Lakes, NJ) acid citrate
dextrose tubes and processed within 12 h. The PBMC
and plasma samples were stored at —180 °C in liquid ni-
trogen and -80 °C, respectively, in non-pyrogenic poly-
propylene cryovials (Nunc Cryotubes™) [28]. LPS levels
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Table 1 Cohort characteristics

Uninfected HIV-infected P value
(n=10) (h=21)
Age* years 62.5 (58-69) 59.7 (54-69) 0.100°
BMI* kg/m? 293 (24.8-39.5 301 (20.7-718)  0.640°
Chronic disease
Respiratory 30 % 33% 1.000°
Cardiovascular 20 % 62 % 0.205°
Diabetes 30 % 38% 1.000°
Current Smoker 20 % 24 % 1.000°
Non-HIV medications
Aspirin regimen 50 % 43 % 1.000°
Hypertension 50 % 76 % 0.222°
Cholesterol 20 % 71 % 0379°
Glucose control 30 % 28% 1.000°
HIV medications
NNRTI N/A 57 % N/A
NRTI N/A 62 % N/A
PI N/A 33% N/A

*Mean (range), N/A not applicable; *Mann-Whitney U-test, PFisher's exact test

were quantified using the Limulus Amebocyte Lysate
[LAL] chromogenic assay (Lonza Inc., Allendale, NJ) as
previously described [28]. The plasma samples were di-
luted 1:4 in 0.15 M NaCl prior to analysis, and the lower
limit of detection was 0.1 endotoxin units [EU] per milli-
liter. The following soluble markers of immune and
endothelial activation were measured by ELISA: sCD14,
osteopontin [OPN], C-reactive protein [CRP], soluble
ICAM-1 [sICAM-1], sVCAM-1 (R&D Systems Inc,
Minneapolis, MN), and IL-6 (BD Biosciences, San Diego,
CA). The coagulation marker D-dimer was measured by
ELISA (American Diagnostica GmbH, Stamford, CT).

Flow cytometry analysis of cell surface phenotypes

The following flow cytometry antibodies were purchased
from BD Biosciences (San Jose, CA): anti-CD3-PE Cy7,
anti-CD4-Alexa488, anti-CD8-PacBlu, anti-CD28-PE,
anti-CD57-APC, anti-CD45R0O-Alexa 700, anti-HLA-
DR-APC, anti-CD14-PacBlu, anti-CD11a-FITC, anti-
CD16-PE-Cy7, anti-CD163-PE, anti-CD62L-APC, and
anti-CD86-Alexa 700. Two multi-color panels were used
for T cells, and two panels were used for monocytes.
Data were collected using a BD LSRII flow cytometer
and analyzed with FCS Express software (DeNovo Soft-
ware, Los Angeles, CA).

400 m rapid walk

Participants were asked to walk 400 m (20 m per lap) at
a rapid pace as described elsewhere [29]. Walking speed
was calculated as the distance walked divided by the



Wallet et al. BMC Immunology (2015) 16:43

time elapsed. At the end of each lap, the participants
were asked about their physical exertion on a 0 (none)
to 10 (highest) scale [30]. Lap variability may indicate fa-
tigue and was calculated as the standard deviation in
split times for each lap.

Short physical performance battery (SPPB)

The SPPB test is a common measure of physical per-
formance in older adults and is described elsewhere [31].
Briefly, the test consists of timed measures of standing
balance in three positions (side by side position, semi
tandem position, and tandem position), walking speed
over 4 m, and time to stand up and sit down 5 times in
a chair as quickly as possible. Each of the 3 performance
measures was assigned a score ranging from 0 to 4 ac-
cording to normative data published elsewhere [31], with
4 indicating the highest level of performance, and 0
representing an inability to complete the test. A sum-
mary score was created by adding each performance
score; the summary score therefore ranges from 0 to 12.
Excluding the balance test, values were reported for the
speed (or time) to complete each task and score.

Lower extremity tissue composition

T1-weighted 3D-magnetic resonance imaging (MRI) was
used to quantify the tissue volumes of the right leg using
a Phillips 3.0 Tesla magnet (Philips Medical Systems,
Bothell, WA) as described previously [32]. Muscle, sub-
cutaneous adipose tissue (SAT), and inter-muscular adi-
pose tissue (IMAT) were measured volumetrically over
20 contiguous axial slices (10 in the mid-thigh and 10 in
the mid-calf region) as previously described by our
group [33]. Values are expressed as the absolute volume
in centimeters cubed (cm®) and as a percent of the total
volume. MRIs were collected for 18 HIV cases and 10
non-infected controls.

Lower extremity muscle strength and fatigue

Maximal knee extension and flexion isokinetic peak
torque were measured using a Biodex isokinetic dyna-
mometer (Shirley, NY). Participants were asked to
complete 50 concentric contractions at 90°/s with their
right leg. The peak torque (in Newton-meters) and total
work (in joules) achieved during the trials was used for
the data analyses. A fatigue index was calculated as the
change in muscle work (in joules) during the first 16
repetitions (the 1% third) compared to the last 16 repeti-
tions (the last 3"%). A negative value indicated a decrease
in muscle work capacity in the final 16 repetitions.

Statistical analyses

For all parameters, outliers were detected using the
Grubb’s extreme studentized deviate [ESD] method with
an alpha value set at 0.01. After the outliers were
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removed, each parameter was tested for a normal distri-
bution using the D’Agostino & Pearson omnibus nor-
mality test. Normally distributed parameters were
compared using unpaired t-tests, and non-normally dis-
tributed parameters were compared by Mann—Whitney
U-tests. A total of 5 outlier values were detected and re-
moved; when the outliers were re-introduced and the
analyses were re-run, no qualitative differences in out-
comes or new significant differences were detected. All
of the reported data excluded outliers. Pearson’s correl-
ation and simple linear regression were used to deter-
mine the relationships between two variables.

Results

Innate immune activation in older HIV-infected
individuals

To determine the severity of innate immune activation,
a panel of plasma biomarkers was assessed. LPS levels
were similar in HIV-infected individuals and uninfected
individuals (Table 2). Likewise, some markers of immune
activation/coagulation, including OPN and D-dimer,
were similar between the un-infected and infected
groups. Trends toward elevated sSICAM1 (P =0.022) and
sVCAMI1 (P=0.009) were observed, but neither factor
reached the significance threshold of P =0.006 (adjusted
for multiple comparisons). There were, however, signifi-
cantly higher levels of sCD14, CRP and IL-6 in the HIV-
infected group compared to the uninfected group.

We then compared individual markers of immune ac-
tivation to determine whether elevated levels of soluble
factors were correlated or independently regulated.
When a correlation matrix was applied, no association
between plasma LPS and any soluble marker of inflam-
mation was found (Table 3). When each inflammatory
marker was compared to the panel of markers, only
sVCAMI1 and sICAMI1 displayed the expected strong
positive correlation (r = 0.700, P < 0.001).

Table 2 Elevated inflammation biomarkers but similar microbial
translocation in older HIV-infected subjects

Uninfected n=10 HIV n=21 P value*
LPS EU/ml 0.37 (0.30/0.44) 0.34 (0.26/042) 0.638
sCD14 ng/mll 1154 (993/1315) 1892 (1716/2069) <0001
OPN ng/ml 389 (32.8/44.9) 45.7 (37.4/54.0) 0.257
SICAM-1 ng/mll 631 (510/766) 1086 (815/136) 0.022
SVCAM-1 ng/ml 49.0 (34.5/63.6) 714 (61.6/81.2) 0.009
CRP ng/ml 650 (369/931) 4582 (2675/6488) <0.001
IL-6 pg/ml 042 (0.08/0.92) 2.10 (1.19/3.01) 0003
D-dimer ng/ml 104.5 (4.2/204.8) 229.1 (72.6/385.6) 0417

All values are means (5/95 % Cl). *Mann-Whitney U-test. The underlined values
are statistically significant at P < 0.006 (adjusted for multiple comparisons); the
Italicized values show a trend toward statistical significance at P < 0.05
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Table 3 Correlations between plasma inflammation biomarkers

sCD14  CRP IL-6 SICAMT  SVCAMT
LPS 0.306 -0077  -0240  -0070 -0.116
sCD14 0395 -0076 0456 0217
CRP 0.107 0420 -0052
IL-6 0.409 0.0364
SICAM1 0.700
SVCAMI

Pearson correlation r values, underlined = P < 0.006 (corrected for
multiple comparisons)

Reduced monocyte frequency in HIV-infected subjects
Because HIV infection results in elevated plasma levels
of sCD14, we sought to determine whether the circulat-
ing monocytes displayed an activated phenotype. Total
PBMCs (lymphocytes and monocytes) were analyzed for
the frequency of CD14" monocytes in uninfected control
and HIV-infected subjects (Fig. la). The frequency of
CD14" monocytes in the total PBMCs was significantly
lower in HIV-infected subjects (Fig. 1b). Monocyte acti-
vation was measured based on the expression of the cell
surface proteins CD1la, CD16, CD163, CD62L, CD86
and HLA-DR. Despite significantly elevated sCD14 levels
in the plasma of HIV-infected subjects, there was no evi-
dence that any of the activation markers differed in per-
ipheral blood monocytes (Fig. 1c).

T cell activation in HIV-infected subjects

T cell senescence is characterized by the loss of CD28
expression and the increased expression of CD57 in
CD4 or CDS8 T cells [23, 34]. We found that in older
HIV-infected subjects, the frequency of CD57" T cells
(both CD4" and CD8") was significantly elevated in
comparison to uninfected subjects (Fig. 2a and d).
The CD57" cells were further classified based on the
expression of CD28. Among CD4" cells, the CD57"
CD28" subset accounted for the difference observed
in HIV-infected subjects (P =0.002) (Fig. 2b) whereas
no difference in the CD4" CD57" CD28" population
was found between uninfected and HIV-infected sub-
jects (P=0.849) (Fig. 2¢). In contrast, among CD8" T
cells, the CD57" CD28" populations were similar be-
tween the uninfected and HIV groups (P=0.612)
(Fig. 2e), but a higher frequency of CD8" CD57"
CD28" T cells was observed in the HIV-infected
group (P=0.023) (Fig. 2f). The frequencies of CD4"
CD57" CD28" and CD8" CD57" CD28  cells were
positively correlated in the HIV-infected subjects (r=
0.512, P=0.025) (data not shown).

One of the strongest correlates for CD4" T cell decline
in HIV infection is the increased frequency of memory/
effector CD4" CD45RO™ T cells and a corresponding
deficit in CD4" CD45RA" naive T cells [28, 35, 36]. In
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this cohort of older ART-treated HIV subjects, there was
no difference in the frequency of CD4" CD45RO" T cells
between the groups (Fig. 3a), yet the frequency of these
memory/effector cells was inversely correlated with the
peripheral blood CD4" T cell counts in the HIV-infected
individuals (r=-0.638, P=0.008) (Fig. 3b). Neither the
CD4" CD57" CD28" nor CD8" CD57" CD28™ T cell fre-
quency was associated with the CD4" T cell counts
(Fig. 3c and d).

Physical composition and performance

Lower extremity tissue composition measurements were
available for 18 of the 21 HIV-positive participants
(Table 4). There were no significant differences in leg
tissue volumes, and the measures of subcutaneous and
intramuscular adiposity were similar between the HIV
and control groups. Muscle strength and fatigue were
similar between the control and HIV-infected groups,
with no difference in knee extension peak torque, knee
flexion peak torque, knee extension total work, knee
flexion total work, knee extension fatigue index or knee
flexion fatigue index.

The average SPPB score for the control group was
11.6 (0.51), whereas the HIV group demonstrated a score
of 10.7 (1.9) (p=0.167). When the components of the
performance battery were examined separately, the HIV-
infected subjects required more time to complete five
chair stands compared to the uninfected controls (12.1 s
vs 10.2 s, P=0.047), but otherwise both groups were
similar across the individual components of the battery.
Finally, both the control and HIV groups showed similar
performances in the rapid walking test, with no signifi-
cant differences in 400-meter gait speed, average exer-
tion or maximal exertion. No differences were observed
for peak knee extension and flexion or total knee exten-
sion and flexion. Overall, the physical performance of
the control and HIV-infected groups was remarkably
similar. Across all subjects and within HIV+ and control
groups, exhaustive correlation analyses were performed
to compare each HIV-associated inflammatory bio-
marker (sCD14, CRL, IL-6, CD57" T cells) with each
measure of physical composition and performance. No
significant associations were detected for any of the
comparisons (data not shown). Thus, inflammation asso-
ciated with HIV is not related to physical composition
or function in this cohort of older-aged individuals.

Discussion

Both HIV infection and normal aging in the absence of
HIV-1 infection are associated with chronic inflamma-
tion that negatively impacts overall health. Frailty de-
velops earlier in HIV-infected individuals than
uninfected individuals [37, 38], and a suspected source
of increased frailty is chronic inflammation which
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Fig. 1 Reduced frequency of monocytes among PBMCs from HIV-infected subjects. a PBMC samples were analyzed by flow cytometry by first
gating on the total mononuclear cells and then measuring the frequency of CD14" cells for each individual (representative subjects). b The
frequency of CD14" monocytes among PBMCs from 21 HIV-infected subjects was compared to that of 10 uninfected controls using unpaired
t-tests. ¢ Using flow cytometry, the mean fluorescence intensity for a panel of monocyte maturation/activation markers was
determined for CD14" cells. No differences were found between the groups

develops early in HIV-1 infection [39]. In non-HIV-1-in-
fected older persons, there is a well-established correl-
ation between the biomarkers IL-6, TNF and CRP and
frailty, as demonstrated in the Newcastle 85+ study [40],
although no association between immunosenescence
and frailty was detected. In HIV-1 infection, the VACS
index, a multi-parameter score that combines bio-
markers for HIV-1 disease and organ system injury but
not inflammation, predicts frailty [41]. Here, we investi-
gated how HIV infection augments the inflammation
that occurs normally in older individuals with the goal
of understanding whether potentially additive inflamma-
tory effects of HIV-1 and advancing age accelerate the
development of frailty. Our understanding of the effects
of HIV-1 and advancing age on systemic inflammation
may be confounded by additional factors including obes-
ity, age-related co-morbidities, behaviors (e.g., smoking)

and non-HIV medications. We carefully balanced HIV-
1-infected and un-infected subjects for these factors and
found that HIV-1 infection, even with suppressive anti-
retroviral therapy, is associated with a number of unique
inflammatory phenotypes compared to a control group
with similar co-morbidity and medication profiles. As a
population, the HIV-1-infected group had significantly
elevated levels of plasma sCD14, CRP and IL-6 com-
pared to the uninfected controls. Although they failed to
reach statistical significance, modestly elevated levels of
sSICAM1 and sVCAMI1, markers of endothelial activa-
tion, were observed in the HIV-infected subjects. Our
previous studies in infected and uninfected young adults
revealed similar differences in sSVCAM levels [42].

Based on our previous work and that of others [7, 9,
28, 43-47], we hypothesized that plasma LPS levels
would be elevated in older HIV-infected subjects
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represent+ 1 SD

compared to uninfected subjects, however, LPS levels
were similar in both groups. Our previous studies of mi-
crobial translocation focused on much younger individ-
uals (infants and children), among whom there were
clear differences in LPS levels in HIV-1-infected children
compared to uninfected children [28]. The similar levels
of plasma LPS among the uninfected and HIV-1-
infected older individuals was surprising, but we can
speculate that there may be age-related differences in in-
testinal permeability and microbial translocation (even
in the absence of HIV-1 infection) that mask the bio-
markers of gut pathology that are easily detected in
younger cohorts. Alternatively, co-morbidities such as
diabetes, heart disease or kidney disease, which were
prevalent among both the HIV-infected and uninfected
groups, may be associated with microbial translocation.
For example, endotoxemia is associated with atheroscler-
osis in non-HIV-infected subjects [48].

Elevated levels of plasma sCD14 are clearly associated
with poorer health status and health outcomes in HIV
patients [7, 11, 49]. While the source of sCD14 is attrib-
uted to systemic monocyte/macrophage activation, there

is little evidence to implicate peripheral blood mono-
cytes versus tissue macrophages in the elevated produc-
tion of sCD14. One recent study in younger subjects
(median age =41 years) found a positive correlation be-
tween plasma levels of IL-6, D-dimer, CRP, or sCD163
and multiple phenotypic alterations in peripheral blood
monocytes, including the frequency of CD16" mono-
cytes [50]. We found no evidence of monocyte pheno-
typic alterations in HIV-infected subjects despite
markedly elevated plasma levels of sCD14. We did find,
however, that HIV-infected subjects had a reduced fre-
quency of peripheral blood monocytes compared to un-
infected subjects. Whether the association between high
sCD14 and a low frequency of circulating monocytes is
due to an increased rate of monocyte extravasation or
apoptosis or alternatively to reduced production from
bone marrow precursors remains unknown. Our previ-
ous study showed that human peripheral blood mono-
cytes produce relatively higher levels of sCD14 in
comparison to macrophages, yet only macrophages
responded to LPS by releasing more sCD14 [51]. To-
gether, these findings suggest that elevated sCD14 in
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older individuals may originate from tissue macrophages
rather than monocytes.

The expansion of CD57-expressing T cells is typical of
both HIV infection and advancing age [34]. In CD57"
cells specific for HIV antigens, replicative senescence
arises from chronic antigenic exposure; this effect is
similar to that observed in chronic infection with cyto-
megalovirus (CMV) associated with an increased fre-
quency of both CD4" and CD8'T cells expressing CD57
[52]. In healthy populations, the proportion of CD8
"CD57'T cells expands with increasing age [53]. The
combined effects of age and CMV infection result in an
accumulation of CD8" CD57" T cells lacking the co-
stimulatory molecule CD28 [54]. We observed a signifi-
cant increase in the proportion of CD8" CD28 CD57*
but not CD8" CD28" CD57" T cells in the HIV cohort.
The CMV status of both HIV-infected and control
groups was unknown, so the cause of expanded senes-
cent CD8" T cells requires further investigation.

Similar to CD8" T cells, the expansion of CD4" CD57*
CD28™ T cells is associated with chronic viral infections
[55—57]. We found an increase in the frequency of CD4"
CD57" CD28" T cells in HIV-infected subjects but no
difference in CD4" CD57" CD28" T cells. Expansion of
CD57-expressing T cells occurred independently of the
total CD4 T cell number in HIV-infected subjects. In-
stead, the increased frequency of memory CD4"
CD45RO™ T cells was associated with decreased CD4" T
cell numbers. This finding is in accordance with another

study showing that increasing age and the concomitant
reduced production of naive CD4" T cells, rather than
the expansion of senescent CD57" T cells, underlies the
deficit in CD4 T cell reconstitution observed in younger,
treated HIV patients [24].

We anticipated that HIV disease would result in some
degree of frailty and/or reduced physical performance
compared to similarly-aged uninfected control subjects.
Frailty is a common trait of HIV-1 infection and has
been linked to numerous causes including chronic in-
flammation, polypharmacy, and coagulopathy [39, 58].
Here, the control and HIV groups demonstrated nearly
identical physical characteristics with similar leg tissue
volume and adiposity. Strength, fitness and fatigue mea-
sures were also highly similar between the groups.
Frailty in HIV-1 infection is strongly correlated with a
high viral load and CD4" T cell decline [38, 41], whereas
lipodystrophy syndrome and fat redistribution are asso-
ciated with combination antiretroviral therapy [59]. The
patients in our study had well-controlled viremia and
stable CD4" T cell counts, which may in part explain the
similarities in leg musculature between the uninfected
and infected groups. It is well established that antiretro-
viral therapy can cause redistribution of limb fat to the
trunk [59] or increased visceral fat within the limbs [60],
but no change in leg adiposity was observed in our HIV-
1-infected group. It is possible that the variability in
measurable lipodystrophy in the HIV-1 infected individ-
uals (estimates range from 13 to 70 % [59]) is too great



Wallet et al. BMC Immunology (2015) 16:43

Table 4 Physical composition and performance

Page 9 of 11

Control (N=10) HIV (n=21) P-value
Leg tissue volume (values in cm?) @
Total circumference 651 (170) 637 (170) 0.841
Muscle tissue 353 (69.6) 336 (52.8) 0483
Subcutaneous adipose tissue 185 (105) 155 (116) 0512
Inter-muscular adipose tissue 97.2 (25.8) 102 (26.2) 0.601
Leg tissue percent of total circumference °
Muscle tissue 54.8 (4.2) 543 (8.8) 0.875
Subcutaneous adipose tissue 280 (14.3) 226 (10.0) 0.259
Inter-muscular adipose tissue 15.1 2.7) 164 (3.3) 0315
Thigh muscle strength & fatigue
Knee extension peak torque (Nm) 964 (40.1) 103.9 (304) 0.562
Knee flexion peak torque (Nm) 50.7 (22.3) 53.7 (20.0) 0.705
Knee extension total work (joules) 3039 (1453) 3396 (967) 0422
Knee flexion total work (joules) 1552 (800) 1561 (744) 0977
Knee extension fatigue index (joules) —704 (600) —781 (581) 0.735
Knee flexion fatigue index (joules) —288 (355) —322 (294) 0.784
SPPB
4-meter gait speed (m/sec) 1.11 (0.10) 1.0 (0.18) 0.102
4-meter gait speed score (range: 0-4) 4 (0) 3.8 (0.51) 0.253
Time to complete 5 chair stands (sec) 10.2 (2.1) 12.1 (24) 0.047
Chair stand score (range: 0-4) 3.6 (0.51) 3.0 (0.97) 0.105
Balance score (range: 0-4) 4 (0) 3.85 (0.65) 0.499
Total performance score (range: 0-12) 116 (0.51) 10.7 (1.9) 0.167
400-meter rapid walk
400-meter rapid gait speed (m/sec) 42 (0.16) 1.28 (0.24) 0.126
Average exertion (range: 0-10) 147 (1.70) 4 (1.04) 0.585
Maximal exertion (range: 0-10) 269 (2.89) 2.03 (1.52) 0.502
Lap variability in gait speed (m/sec) 207 (4.21) 1.08 (0.48) 0.465

Values are means (SD) for continuous variables unless otherwise indicated

Nm Newton-meters
cm’ cubic centimeters

@ Tissue volumes collected in 10 non-infected controls and 18 HIV cases

to observe changes on our relatively small cohort. In
addition, exclusion of subjects taking the NRTI drugs
stavudine or zidovudine may explain the similarities in
adiposity, because HIV-associated lipoatrophy has been
related to exposure to these drugs [61].

Despite strong evidence for increased inflammation in
the HIV-1 group, the infected and uninfected groups
had similar muscle and physical performance character-
istics. Thus, although inflammation is a characteristic of
aging-related frailty and HIV-1 infection, our study sug-
gests that increased inflammation in older HIV-1-
infected individuals causes no greater frailty than what is
found in similarly aged uninfected individuals. Ours is
the first study that we know of where older uninfected
and HIV-1-infected individuals were carefully balanced

for age-related co-morbidities and medications to specif-
ically assess the role of HIV-associated inflammation in
frailty. A major limitation of our conclusion is that the
study size is small; this work should be repeated in lar-
ger studies. Nonetheless, inflammation was profoundly
elevated in the HIV-1-infected group, so we accept this
as convincing evidence that inflammation alone does not
always lead to frailty.

Conclusions

HIV infection is thought to augment the inflammatory
consequences of advancing age, with many of the health
challenges of old age being faced by far younger infected
adults. However, HIV infection is no longer a disease of
youth. Improvements in therapy are resulting in a
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predictable “aging up” of the HIV-infected population.
In the state of Florida, the location of our current study,
the percentage of total HIV cases among people over the
age of 50 years increased from 15 % in 2007 to 23 % in
2011 [62, 63]. As new interventions are sought to
optimize the long-term care of aging HIV patients, it is
important to appreciate the specific causes of morbidity/
mortality that impact quality and length of life. Frailty is a
characteristic of normal aging, and this process is acceler-
ated in HIV-1 infection. It has been speculated that the
common denominator between age-associated and HIV-
associated frailty is excessive inflammation. Our study ar-
gues that HIV-1-associated inflammation may not lead to
any greater frailty than what would be found in similarly-
aged uninfected individuals when controlling for other
health problems. Understanding the specific mechanisms
that underlie age-related illnesses in older HIV-1-infected
individuals will be of greater importance in the future as
this population ages.

Abbreviations

HIV-1: Human immunodeficiency virus type 1; LPS: Lipopolysaccharide;
sCD14: Soluble CD14; CRP: C-reactive protein; IL-6: Interleukin 6; ICAM-

1: Intercellular adhesion molecule 1; VCAM-1: Vascular cell adhesion protein
1; SPPB: Short physical performance battery; ART: Antiretroviral therapy;
LAL: Limulus amebocyte lysate assay; MRI: Magnetic resonance imaging;
SAT: Subcutaneous adipose tissue; IMAT: Inter-muscular adipose tissue;
HNK1: Human natural killer 1.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions

MAW carried out immunoassays, analyzed data and wrote the manuscript.
TB, AMJ, MS, CL, MP and TM enrolled the study subjects, performed
performance/tissue composition analyses, and contributed to writing the
manuscript. JWS and MMG oversaw the study, performed data analysis/
interpretation and contributed to writing the manuscript. All authors read
and approved the final manuscript.

Acknowledgements

We thank the study participants for their invaluable contributions. The
sources of funding for this study are as follows: MAW - NIH K22A1095015,
R56A1108434 and Laura McClamma Endowment; MMG - Stephanie W.
Holloway University Chair for AIDS Research, Center for Research in Pediatric
Immune Deficiency; MP - Claude D. Pepper Older Americans Independence
Center, NIH/NIA P30AG028740.

Author details

'Department of Pathology, Immunology and Laboratory Medicine, University
of Florida, Box 100275, Gainesville, FL 32610-0275, USA. ZDepartment of
Aging and Geriatric Research, University of Florida, Gainesville, FL, USA.
3Department of Medicine, Division of Infectious Diseases, University of
Florida, Gainesville, FL, USA. 4Department of Medicine, Division of Infectious
Diseases, Malcom Randall VA Medical Center, Gainesville, FL, USA.
®Department of Pediatrics, Division of Allergy and Immunology, Duke
University, Durham, NC, USA.

Received: 20 January 2015 Accepted: 7 July 2015
Published online: 24 July 2015

References

1. Kirk JB, Goetz MB. Human immunodeficiency virus in an aging
population, a complication of success. J Am Geriatr Soc.
2009;57(11):2129-38.

20.

21.

22.

23.

24.

Page 10 of 11

Justice AC. HIV and aging: time for a new paradigm. Curr HIV/AIDS
Rep. 2010;7(2):69-76.

Hunt PW. HIV and inflammation: mechanisms and consequences. Curr
HIV/AIDS Rep. 2012;9(2):139-47.

Franceschi C. Chronic inflammation (inflammaging) and its potential
contribution to age-associated diseases. J Gerontol A Biol Sci Med Sci.
2014,69(Suppl 1):54-9.

Deeks SG. HIV infection, inflammation, immunosenescence, and aging.
Annu Rev Med. 2011,62:141-55.

Deeks S. Immune dysfunction, inflammation, and accelerated aging in
patients on antiretroviral therapy. Top HIV Med. 2009;17(4):118-23.
Ancuta P, Kamat A, Kunstman K, Kim E, Autissier P, Wurcel A, et al. Microbial
translocation is associated with increased monocyte activation and
dementia in AIDS patients. PLoS ONE. 2008;3(6), €2516.

Nockher W, Bergmann L, Scherberich J. Increased soluble CD14 serum levels
and altered CD14 expression of peripheral blood monocytes in HIV-infected
patients. Clin Exp Immunol. 1994,98(3):369-74.

Brenchley J, Price D, Schacker T, Asher T, Silvestri G, Rao S, et al. Microbial
translocation is a cause of systemic immune activation in chronic HIV
infection. Nat Med. 2006;12(12):1365-71.

Méndez-Lagares G, Romero-Sénchez MC, Ruiz-Mateos E, Genebat M,
Ferrando-Martinez S, Mufioz-Ferndndez M, et al. Long-term suppressive
combined antiretroviral treatment does not normalize the serum level of
soluble CD14. J Infect Dis. 2013;207(8):1221-5.

Sandler NG, Wand H, Roque A, Law M, Nason MC, Nixon DE, et al. Plasma
levels of soluble CD14 independently predict mortality in HIV infection. J
Infect Dis. 2011,203(6):780-90.

Kuller L, Tracy R, Belloso W, De Wit S, Drummond F, Lane H, et al.
Inflammatory and coagulation biomarkers and mortality in patients with HIV
infection. PLoS Med. 2008;5(10), e203.

Tien PC, Choi Al, Zolopa AR, Benson C, Tracy R, Scherzer R, et al.
Inflammation and mortality in HIV-infected adults: analysis of the FRAM
study cohort. J Acquir Immune Defic Syndr. 2010;,55(3):316-22.

Duprez DA, Neuhaus J, Kuller LH, Tracy R, Belloso W, De Wit S, et al.
Inflammation, coagulation and cardiovascular disease in HIV-infected
individuals. PLoS One. 2012;7(9), e44454.

Chagan-Yasutan H, Saitoh H, Ashino Y, Arikawa T, Hirashima M, Li S, et al.
Persistent elevation of plasma osteopontin levels in HIV patients despite
highly active antiretroviral therapy. Tohoku J Exp Med. 2009,218(4):285-92.
Burdo T, Ellis R, Fox H. Osteopontin is increased in HIV-associated dementia.
JInfect Dis. 2008;198(5):715-22.

Papasawvas E, Azzoni L, Pistilli M, Hancock A, Reynolds G, Gallo C, et al.
Increased soluble vascular cell adhesion molecule-1 plasma levels and
soluble intercellular adhesion molecule-1 during antiretroviral therapy
interruption and retention of elevated soluble vascular cellular adhesion
molecule-1 levels following resumption of antiretroviral therapy. AIDS.
2008;22(10):1153-61.

Schnabel RB, Yin X, Larson MG, Yamamoto JF, Fontes JD, Kathiresan S, et al.
Multiple inflammatory biomarkers in relation to cardiovascular events and
mortality in the community. Arterioscler Thromb Vasc Biol.
2013;33(7):1728-33.

Gross MD, Bielinski SJ, Suarez-Lopez JR, Reiner AP, Bailey K, Thyagarajan B, et
al. Circulating soluble intercellular adhesion molecule 1 and subclinical
atherosclerosis: the Coronary Artery Risk Development in Young Adults
Study. Clin Chem. 2012,;58(2):411-20.

Tang W, Pankow JS, Carr JJ, Tracy RP, Bielinski SJ, North KE, et al. Association
of sICAM-1 and MCP-1 with coronary artery calcification in families enriched
for coronary heart disease or hypertension: the NHLBI Family Heart Study.
BMC Cardiovasc Disord. 2007;7:30.

Videm V, Albrigtsen M. Soluble ICAM-1 and VCAM-1 as markers of
endothelial activation. Scand J Immunol. 2008;67(5):523-31.

Brenchley JM, Karandikar NJ, Betts MR, Ambrozak DR, Hill BJ, Crotty
LE, et al. Expression of CD57 defines replicative senescence and
antigen-induced apoptotic death of CD8+ T cells. Blood.
2003;101(7):2711-20.

Focosi D, Bestagno M, Burrone O, Petrini M. CD57+ T lymphocytes and
functional immune deficiency. J Leukoc Biol. 2010,87(1):107-16.

Appay V, Fastenackels S, Katlama C, Ait-Mohand H, Schneider L, Guihot
A, et al. Old age and anti-cytomegalovirus immunity are associated
with altered T-cell reconstitution in HIV-1-infected patients. AIDS.
2011,;25(15):1813-22.



Wallet et al. BMC Immunology (2015) 16:43

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45,

Michaud M, Balardy L, Moulis G, Gaudin C, Peyrot C, Vellas B, et al.
Proinflammatory cytokines, aging, and age-related diseases. J Am Med
Dir Assoc. 2013;14(12):877-82.

Brabers NA, Nottet HS. Role of the pro-inflammatory cytokines TNF-alpha and
IL-Theta in HiV-associated dementia. Eur J Clin Invest. 2006;36(7):447-58.
Rizzardi G, Barcellini W, Tambussi G, Lillo F, Malnati M, Perrin L, et al.
Plasma levels of soluble CD30, tumour necrosis factor (TNF)-alpha and
TNF receptors during primary HIV-1 infection: correlation with HIV-1
RNA and the clinical outcome. AIDS. 1996;10(13):F45-50.

Wallet MA, Rodriguez CA, Yin L, Saporta S, Chinratanapisit S, Hou W, et
al. Microbial translocation induces persistent macrophage activation
unrelated to HIV-1 levels or T-cell activation following therapy. Aids.
2011,24(9):1281-90.

Rolland YM, Cesari M, Miller ME, Penninx BW, Atkinson HH, Pahor M.
Reliability of the 400-m usual-pace walk test as an assessment of mobility
limitation in older adults. J Am Geriatr Soc. 2004;52(6):972-6.

Borg G. Psychophysical scaling with applications in physical work and the
perception of exertion. Scand J Work Environ Health. 1990;16 Suppl 1:55-8.
Guralnik JM, Simonsick EM, Ferrucci L, Glynn RJ, Berkman LF, Blazer DG, et
al. A short physical performance battery assessing lower extremity function:
association with self-reported disability and prediction of mortality and
nursing home admission. J Gerontol. 1994;49(2):M85-94.

Buford TW, Lott DJ, Marzetti E, Wohlgemuth SE, Vandenborne K, Pahor M, et
al. Age-related differences in lower extremity tissue compartments and
associations with physical function in older adults. Exp Gerontol.
2012;47(1):38-44.

Manini TM, Clark BC, Nalls MA, Goodpaster BH, Ploutz-Snyder LL, Harris TB.
Reduced physical activity increases intermuscular adipose tissue in healthy
young adults. Am J Clin Nutr. 2007;85(2):377-84.

Aberg JA. Aging, inflammation, and HIV infection. Top Antivir Med.
2012,20(3):101-5.

Froebel K, Doherty K, Whitelaw J, Hague R, Mok J, Bird A. Increased
expression of the CD45RO (memory) antigen on T cells in HIV-infected
children. AIDS. 1991:5(1):97-9.

Yin L, Rodriguez C, Hou W, Potter O, Caplan M, Goodenow M, et al.
Antiretroviral therapy corrects HIV-1-induced expansion of CD8+
CDA45RA+ CD2-) CD11a(bright) activated T cells. J Allergy Clin Immunol.
2008;122(1):166-72. 172.e161-162.

Althoff KN, Jacobson LP, Cranston RD, Detels R, Phair JP, Li X, et al.
Age, comorbidities, and AIDS predict a frailty phenotype in men who
have sex with men. J Gerontol A Biol Sci Med Sci. 2014;69(2):189-98.
Desquilbet L, Jacobson LP, Fried LP, Phair JP, Jamieson BD, Holloway
M, et al. HIV-1 infection is associated with an earlier occurrence of a
phenotype related to frailty. J Gerontol A Biol Sci Med Sci.
2007;62(11):1279-86.

Brothers TD, Rockwood K. Biologic aging, frailty, and age-related disease
in chronic HIV infection. Curr Opin HIV AIDS. 2014,9(4):412-8.

Collerton J, Martin-Ruiz C, Davies K, Hilkens CM, Isaacs J, Kolenda C, et
al. Frailty and the role of inflammation, immunosenescence and
cellular ageing in the very old: cross-sectional findings from the
Newcastle 85+ Study. Mech Ageing Dev. 2012;133(6):456-66.

Escota G, Patel P, Brooks J, Bush T, Conley L, Baker J, et al. Short
Communication: The Veterans Aging Cohort Study Index is an effective
tool to assess baseline frailty status in a contemporary cohort of
HIV-infected persons.. AIDS Res Hum Retroviruses. 2014;31(3):313-7.
Syed SS, Balluz RS, Kabagambe EK, Meyer WA, Lukas S, Wilson CM, et
al. Assessment of biomarkers of cardiovascular risk among HIV type
T-infected adolescents: role of soluble vascular cell adhesion molecule
as an early indicator of endothelial inflammation. AIDS Res Hum
Retroviruses. 2013;29(3):493-500.

Balagopal A, Philp F, Astemborski J, Block T, Mehta A, Long R, et al.
Human immunodeficiency virus-related microbial translocation

and progression of hepatitis C. Gastroenterology. 2008;135(1):226-33.
Jiang W, Lederman M, Hunt P, Sieg S, Haley K, Rodriguez B, et al.
Plasma Levels of Bacterial DNA Correlate with Immune Activation

and the Magnitude of Immune Restoration in Persons with
Antiretroviral-Treated HIV Infection. J Infect Dis. 2009;199(8):1177-85.
Marchetti G, Bellistri G, Borghi E, Tincati C, Ferramosca S, La Francesca
M, et al. Microbial translocation is associated with sustained failure in
CD4+ T-cell reconstitution in HIV-infected patients on long-term highly
active antiretroviral therapy. AIDS. 2008;22(15):2035-8.

46.

47.

48.

49.

50.

52.

53.

54.

55.

56.

57.

58.

59.

60.

62.

63.

Page 11 of 11

Marchetti G, Cozzi-Lepri A, Merlini E, Bellistri GM, Castagna A, Galli M, et
al. Microbial translocation predicts disease progression of

HIV-infected antiretroviral-naive patients with high CD4+ cell count.
AIDS. 2011;25(11):1385-94.

Marchetti G, Tincati C, Silvestri G. Microbial translocation in the
pathogenesis of HIV infection and AIDS. Clin Microbiol Rev.
2013;26(1):2-18.

Szeto CC, Kwan BC, Chow KM, Lai KB, Chung KY, Leung CB, et al.
Endotoxemia is related to systemic inflammation and atherosclerosis

in peritoneal dialysis patients. Clin J Am Soc Nephrol.

2008;3(2):431-6.

Lien E, Aukrust P, Sundan A, Muller F, Fraland S, Espevik T. Elevated levels of
serum-soluble CD14 in human immunodeficiency virus type 1 (HIV-1)
infection: correlation to disease progression and clinical events. Blood.
1998;92(6):2084-92.

Wilson EM, Singh A, Hullsiek KH, Gibson D, Henry WK, Lichtenstein K, et
al. Monocyte-activation phenotypes are associated with biomarkers of
inflammation and coagulation in chronic HIV infection. J Infect Dis.
2014;210(9):1396-406.

Wallet MA, Reist CM, Williams JC, Appelberg S, Guiulfo GL, Gardner B,
et al. The HIV-1 protease inhibitor nelfinavir activates PP2 and inhibits
MAPK signaling in macrophages: a pathway to reduce inflammation. J
Leukoc Biol. 2012;92(4):795-805.

Gratama JW, Kardol M, Naipal AM, Slats J, Den Ouden A, Stijnen T, et
al. The influence of cytomegalovirus carrier status on lymphocyte
subsets and natural immunity. Clin Exp Immunol. 1987,69(1):16-24.
Erkeller-Yuksel FM, Deneys V, Yuksel B, Hannet I, Hulstaert F, Hamilton
C, et al. Age-related changes in human blood lymphocyte
subpopulations. J Pediatr. 1992;120(2 Pt 1):216-22.

Qlsson J, Wikby A, Johansson B, Lofgren S, Nilsson BO, Ferguson FG.
Age-related change in peripheral blood T-lymphocyte subpopulations and
cytomegalovirus infection in the very old: the Swedish longitudinal OCTO
immune study. Mech Ageing Dev. 2000;121(1-3):187-201.

Hooper M, Kallas EG, Coffin D, Campbell D, Evans TG, Looney RJ.
Cytomegalovirus seropositivity is associated with the expansion of CD4 +
CD28- and CD8 +CD28- T cells in rheumatoid arthritis. J Rheumatol.
1999,26(7):1452-7.

Wang Y, Bai J, Li F, Wang H, Fu X, Zhao T, et al. Characteristics of expanded
CD4 + CD28null T cells in patients with chronic hepatitis B. Immunol Invest.
2009;38(5):434-46.

Eriksson P, Sandell C, Backteman K, Ernerudh J. Expansions of CD4 +
CD28- and CD8+ CD28- T cells in granulomatosis with polyangiitis and
microscopic polyangiitis are associated with cytomegalovirus infection
but not with disease activity. J Rheumatol. 2012;39(9):1840-3.

Brothers TD, Kirkland S, Guaraldi G, Falutz J, Theou O, Johnston BL, et
al. Frailty in people aging with human immunodeficiency virus (HIV)
infection. J Infect Dis. 2014:210(8):1170-9.

Domingo P, Estrada V, Lopez-Aldeguer J, Villaroya F, Martinez E. Fat
redistribution syndromes associated with HIV-1 infection and combination
antiretroviral therapy. AIDS Rev. 2012;14(2):112-23.

McComsey GA, Kitch D, Sax PE, Tebas P, Tierney C, Jahed NC, et al.
Peripheral and central fat changes in subjects randomized to
abacavir-lamivudine or tenofovir-emtricitabine with atazanavir-

ritonavir or efavirenz. ACTG Study A5224s. Clin Infect Dis.
2011,53(2):185-96.

van Griensven J, De Naeyer L, Mushi T, Ubarijoro S, Gashumba D,
Gazille C, et al. High prevalence of lipoatrophy among patients on
stavudine-containing first-line antiretroviral therapy regimens in Rwanda.
Trans R Soc Trop Med Hyg. 2007;101(8):793-8.

Florida Annual Report 2011, Acquired Immune Deficiency Syndrome/
Human Immunodeficiency Virus. [http://hillsborough floridahealth.gov/
programs-and-services/infectious-disease-services/hiv-aids-surveillance/
hiv-aids-stats-reports/_documents/fl-annual-report-2011.pdf]

Florida Annual Report 2007, Acquired Immune Deficiency Syndrome/
Human Immunodeficiency Virus. [http://www.hivsarasota.org/Documents/
archive/FL-Annual_Report_AIDS_2007.pdf]


http://hillsborough.floridahealth.gov/programs-and-services/infectious-disease-services/hiv-aids-surveillance/hiv-aids-stats-reports/_documents/fl-annual-report-2011.pdf
http://hillsborough.floridahealth.gov/programs-and-services/infectious-disease-services/hiv-aids-surveillance/hiv-aids-stats-reports/_documents/fl-annual-report-2011.pdf
http://hillsborough.floridahealth.gov/programs-and-services/infectious-disease-services/hiv-aids-surveillance/hiv-aids-stats-reports/_documents/fl-annual-report-2011.pdf
http://www.hivsarasota.org/Documents/archive/FL-Annual_Report_AIDS_2007.pdf
http://www.hivsarasota.org/Documents/archive/FL-Annual_Report_AIDS_2007.pdf

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Subject inclusion/exclusion and enrollment
	Measurement of plasma biomarkers
	Flow cytometry analysis of cell surface phenotypes
	400 m rapid walk
	Short physical performance battery (SPPB)
	Lower extremity tissue composition
	Lower extremity muscle strength and fatigue
	Statistical analyses

	Results
	Innate immune activation in older HIV-infected individuals
	Reduced monocyte frequency in HIV-infected subjects
	T cell activation in HIV-infected subjects
	Physical composition and performance

	Discussion
	Conclusions
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References



