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Abstract
Introduction—Plasma triglycerides (TG) and HDL-C are inversely related in Metabolic
Syndrome (MetS), due to exchange of VLDL-TG for HDL-cholesteryl esters catalyzed by
cholesteryl ester transfer protein (CETP). We investigated the relationship of TG to HDL-C in
highly-active antiretroviral drug (HAART)-treated HIV patients.

Methods—Fasting plasma TG and HDL-C levels were compared in 179 hypertriglyceridemic
HIV/HAART patients and 71 HIV-negative persons (31 normotriglyceridemic (NL) and 40
hypertriglyceridemic due to type IV hyperlipidemia (HTG)). CETP mass and activity were
compared in 19 NL and 87 HIV/HAART subjects.

Results—Among the three groups, a plot of HDL-C vs. TG gave similar slopes but significantly
different y-intercepts (9.24 ± 0.45, 8.16 ± 0.54, 6.70 ± 0.65, sqrt(HDL-C) for NL, HIV and HTG
respectively; P<0.001); this difference persisted after adjusting HDL-C for TG, age, BMI, gender,
glucose, CD4 count, viral load and HAART strata (7.18 ± 0.20, 6.20 ± 0.05 and 4.55 ± 0.15
sqrt(HDL-C) for NL, HIV and HTG, respectively, P <0.001). CETP activity was not different

Correspondence: Ashok Balasubramanyam, MD, Translational Metabolism Unit, Diabetes Research Center, Division of Diabetes,
Endocrinology and Metabolism, Baylor College of Medicine, ABBR-607 One Baylor Plaza, Houston, TX 77030 E-mail:
ashokb@bcm.tmc.edu; Ph: 713-798-8654; Fax: 713-798-8764.
*Current address: Department of Anesthesiology, Jackson Memorial Hospital, Miami, FL.
**Current address: Department of Medicine, Mayo Clinic, Rochester, MN.
***Current address: General Internal Medicine, VA Greater Los Angeles, Los Angeles, CA.

Disclosure: The authors declare that they have nothing to disclose.

Author Contributions: Catherine N. Vu, Raul Ruiz-Esponda, Evelyn Chang and Ivonne Coraza recruited patients and subjects, and
acquired data, maintained the database and performed preliminary analyses; Henry Pownall helped with study design and data
interpretation and reviewed the manuscript; Ron C. Hoogeveen performed the biochemical analyses and reviewed the manuscript; Eric
Yang performed the statistical analyses; Baiba Gillard helped with data interpretation and analysis and reviewed the manuscript;
Ashok Balasubramanyam designed the study, interpreted the data and drafted the manuscript.

Publisher's Disclaimer: This is a PDF file of an unedited manuscript that has been accepted for publication. As a service to our
customers we are providing this early version of the manuscript. The manuscript will undergo copyediting, typesetting, and review of
the resulting proof before it is published in its final citable form. Please note that during the production process errors may be
discovered which could affect the content, and all legal disclaimers that apply to the journal pertain.

NIH Public Access
Author Manuscript
Metabolism. Author manuscript; available in PMC 2014 July 01.

Published in final edited form as:
Metabolism. 2013 July ; 62(7): 1014–1020. doi:10.1016/j.metabol.2013.01.020.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



between NL and HIV, but CETP mass was significantly higher in HIV (1.47 ± 0.53 compared to
0.93 ± 0.27 μg/mL, P<0.0001), hence CETP specific activity was lower in HIV (22.67 ± 13.46
compared to 28.46 ± 8.24 nmol/μg/h, P=0.001).

Conclusions—Dyslipidemic HIV/HAART patients have a distinctive HDL-C plasma
concentration adjusted for TG. The weak inverse relationship between HDL-C and TG is not
explained by altered total CETP activity; it could result from a non-CETP-dependent mechanism
or a decrease in CETP function due to inhibitors of CETP activity in HIV patients’ plasma.
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Introduction
HIV-infected patients on highly active antiretroviral therapy (HAART) have a high rate of
Metabolic Syndrome (MetS), characterized by insulin resistance, dyslipidemia (high
triglycerides [TG], low high-density lipoprotein cholesterol (HDLC)), and body fat
redistribution [1–5]. Numerous etiologic factors contribute to this complex phenotype,
including the effects of antiretroviral drugs, factors specific to the HIV virus, inflammatory
mechanisms related to the infection or its treatment, and genetic predisposition [6–8].
Hypertriglyceridemia, stemming from distinct defects in regional adipocyte function and
dysregulated lipolysis [9–11], and characterized by elevated triglyceride content in both very
low density lipoprotein (VLDL) particles and chylomicrons, is a defining hallmark of MetS
in HIV patients on HAART [10,11].

Insulin resistance has been associated with low HDL-C and hypertriglyceridemia, so that
these two reciprocally related plasma lipid markers are characteristic features of MetS and
diabetes [12–16]. Low HDL-C has been linked mechanistically to hypertriglyceridemia by
changes in the activity of CETP, which exchanges cholesteryl esters in HDL for
triglycerides in VLDL [12]. Hence, an inverse relationship between TG and HDL-C [17],
associated with a concomitant increase in CETP mass and activity [18], are consistently
observed in unselected non-HIV patient populations with MetS or diabetes. In contrast to
these widely confirmed findings, we found, in the course of a longitudinal study of well-
characterized HIV patients on stable HAART selected for the presence of
hypertriglyceridemia [19], that elevated triglyceride levels were not consistently associated
with low HDL-C levels. This apparent lack of an inverse relationship between TG and HDL-
C suggested that dyslipidemic HIV patients on HAART might have unique defects in
lipoprotein metabolism related to TG and cholesteryl ester transfer. Hence, we explored the
relationship between plasma TG and HDL-C in hypertriglyceridemic HIV patients on stable
HAART compared to HIV-negative patients with or without hypertriglyceridemia. We also
compared CETP mass and activity between the HIV/HAART and normotriglyceridemic
HIV-negative groups.

Methods
Subjects

The protocols were approved by the Institutional Review Boards of Baylor College of
Medicine, Legacy Community Health Center and the Harris County Hospital District.
Written informed consent was obtained in Spanish or English.

Following a 10 hour overnight fast, plasma samples were obtained from 179 HIV-infected
patients during baseline testing for the Heart Positive Study, a double-blind, randomized,
placebo-controlled study of the effects of intensive diet, exercise, niacin, and/or fenofibrate
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on HIV/HAART-associated dyslipidemia (ClinicalTrials.gov ID: NCT00246376). The
details of the study design and primary outcomes have been previously published [19]. The
patients were HIV-positive adults on a stable HAART regimen for a minimum of six
months, with fasting hypertriglyceridemia (TG = 321 ± 194 mg/dL [mean ± SD] on no lipid
lowering medications). The HIV patients were compared to two HIV-negative control
groups: a healthy normotriglyceridemic (NL) group and a hypertriglyceridemic group with
type IV hyperlipidemia (type IV HTG). The NL group was recruited by advertisement, and
included 31 healthy, lean, persons with no known chronic illness and on no medications,
with mean fasting TG 93 ± 29 mg/dL. The type IV HTG group comprised 40 patients
recruited for a separate study of dietary counseling for severe hypertriglyceridemia, with
mean fasting plasma TG 905 ± 475 mg/dL. (The type IV hypertriglyceridemic patients were
selected as a comparison group who mimic the lipid profile of HIV patients, i.e.,
hypertriglyceridemia with low HDL-C, without a severe or primary defect in LDL-C).

Exclusion criteria for the HIV subjects in the Heart Positive Study were use of non-standard
diets, nutritional supplements (including fish oils and creatine), as well as steroidal or
anabolic agents (including testosterone in the absence of hypogonadism or at
supraphysiologic doses), or any medications (other than combination antiretroviral agents)
or lipid lowering therapy (including statins, fibrates, niacin, bile acid sequestrants) during
the three months prior to entering the study. Other exclusion criteria included presence of
adrenal insufficiency, untreated hypogonadism, untreated hypo- or hyperthyroidism,
pregnancy, use of warfarin-based anticoagulants, renal insufficiency, alcoholism or hepatic
dysfunction. An additional exclusion criterion for the HIV patients as well as for the NL
control subjects was a history of diabetes or fasting plasma glucose > 125 mg/dL or two-
hour glucose level in an oral glucose tolerance test > 200 mg/dl.

Exclusion criteria for the type IV HTG subjects in the dietary counseling study were
treatment with a fibrate within the prior three months, treatment with an ω-3 fatty acid
product, cod-liver oil, or dietary fiber with lipid-lowering effects within the prior four
weeks, consumption of cold-water fish more than once per week, a history of myocardial
infarction or other serious illnesses within the past six months, serum alanine or aspartate
transaminase more than three times the upper limit of normal, serum creatinine >176.8μmol/
L, platelets <60 × 109 g/L, hemoglobin <100g/L, pregnancy or breast-feeding, alcohol or
drug abuse, fasting plasma glucose >300 mg/dL, or use of oral antidiabetic agents or insulin.

Plasma lipid fractions were measured in fasting plasma samples from all these subjects.
Samples from 19 subjects randomly selected from the NL group and 87 patients randomly
selected from the HIV group were also tested for plasma CETP mass and activity.

Analytical methods
All laboratory analyses were performed in CLIA-certified laboratories. For the HIV
subjects, fasting plasma lipid levels and glucose were measured in the Atherosclerosis
Clinical Laboratory of Baylor College of Medicine using an Olympus AU400e automated
chemistry analyzer in which total cholesterol is measured using cholesterol dehydrogenase
combined with the esterase and oxidase into a single enzymatic reagent. Triglycerides are
measured by a procedure based on a series of coupled enzymatic reactions after hydrolysis
by microbial lipases to release glycerol and fatty acids - glycerol is phosphorylated by
glycerol kinase to produce glycerol-3-phosphate, which is oxidized by glycerol phosphate
oxidase to produce H2O2 and dihydroxyacetone phosphate. The H2O2 oxidatively couples p-
chlorophenol and 4-aminoantipyrine with catalysis by peroxidase to produce a red dye with
an absorbance maximum at 500 nm; the increase in absorbance at 520/600 nm is
proportional to the triglyceride content of the sample. HDL cholesterol is measured in two
steps - first, free cholesterol in non-HDL-lipoproteins is solubilized and consumed by
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cholesterol oxidase, peroxidase, and N, N-bis (4-sulph obutyl)-m-toluidine (DSBmT) to
generate a colorless end product, and second, a detergent selectively solubilizes HDL-
lipoproteins. The HDL cholesterol is released for reaction with cholesterol esterase,
cholesterol oxidase and a chromogen system to yield a blue color complex which can be
measured bichromatically at 600/700nm. The resulting increase in absorbance is directly
proportional to the HDL-C concentration. Plasma LDL-cholesterol concentrations were
calculated according to the Friedewald equation if triglycerides were <400 mg/dL; direct
LDL-C was measured for most of the subjects in whom triglycerides were >400 mg/dL.
Plasma glucose was measured by the glucose oxidase method.

CD4 T cell counts were measured by LabCorp (Burlington, NC) using flow cytometry.
HIV-1 viral load (VL) was measured by LabCorp or Quest Diagnostics (Madison, NJ) using
either of two quantitative real-time PCR assays (routine, with a lower limit of 400 copies/cc,
or ultrasensitive, with a lower limit of 50 copies/cc). VL values measured as <400 copies/cc
by the first assay were assigned a value of 200 copies/cc and all the VL values were log-
transformed prior to analysis.

For NL and type IV HTG groups, all plasma analyses were determined by National Health
Laboratories (Houston, TX), a certified laboratory using methods similar to those as
described above.

CETP mass was determined by ELISA according to the vendor’s instructions (Wako Pure
Chemical Industries, Osaka, Japan). CETP activity was determined using a fluorescent
neutral lipid transfer assay (Roar Biomedical, Inc., New York, NY).

Statistical methods
All values are expressed as mean + SD. Statistical analyses were performed using SPSS
version 17.0. Normality of continuous variables was assessed using the Shapiro-Wilk test.
Appropriate parametric and non-parametric tests were used to compare continuous variables
among the HIV, NL, and type IV HTG groups. Chi-squared analysis was used to compare
the groups with respect to categorical variables. Formal power calculations were not
performed to define sample size for the CETP analysis, but the number of HIV/HAART
patients randomly selected for this analysis (N=87) was 64% larger than the sample studied
in the only previous study that of CETP activity in HIV patients, which reported it was
significantly increased in these patients, with or without HAART [20]. An independent
groups t-test was used to compare the HIV and NL groups for CETP mass and activity, as
well as for the comparison of HIV and NL groups with regard to LDL-C levels. A two-tailed
probability of P<0.05 was considered statistically significant. Linear regression analysis was
used to assess the correlation between CD4 count and log CETP activity. Analysis of
covariance (ANCOVA) was used to compare the relationship between HDL-C and
triglycerides among the 3 groups. For the variables used in the ANCOVA models, multiple
mathematical transformations were tested, and the transformed variable with the least
significant p-value by normality tests (i.e., most normal distribution) was selected for the
model.

Results
Clinical and anthropomorphic characteristics of the study subjects are shown in Table 1. The
mean age for HIV subjects (44 ± 8 y [mean ± SD]) was between that for NL (40 ± 10 y) and
for type IV HTG subjects (51 ± 9 y). The type IV HTG and HIV groups included more men
than the NL group. Body mass index (BMI) of the HIV group (27 ± 4 kg/m2) was greater
than that of the NL group (22.7 ± 3 kg/m2) but less than that of the type IV HTG group (29.3
± 4 kg/m2). Waist-to-hip ratio of the HIV group (0.94 ± 0.1) was also greater than that of the
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NL group (0.8 ± 0.06). Fasting glucose in the HIV group (96 ± 14 mg/dL) was higher than
in the NL group (87 ± 8 mg/dL), but lower than in the type IV HTG group (118 ± 43 mg/
dL). Fasting plasma triglycerides were higher in the HIV group (321 ± 194 mg/dL) than in
the NL group (93 ± 29 mg/dL) but lower than in the type IV HTG group (905 ± 475 mg/dL).
Fasting total and LDL cholesterol levels were similar in the HIV and NL groups, but total
cholesterol was higher in the type IV HTG group (339 ± 82 mg/dL) than in the HIV group
(212 ± 50 mg/d). Mean HDL-C was lower in the HIV group (39 ±9 mg/dL) than in the NL
group (60 ± 13 mg/dL), but higher than in the type IV HTG group (20 ± 7 mg/dL). Non-
HDL-C was higher in the HIV group than in NL but lower than in type IV HTG. The HIV
patients (all of whom were on stable HAART) had a mean CD4+ T cell count of 500 ± 288
K/cc). Plasma HIV-1 viral load was undetectable in 84% of the HIV patients.

The slope-intercept relationships between HDL-C and triglyceride levels in the three groups
showed some differences. The slopes were similar in all three groups, and the models
revealed poor correlation of HDL-C to TG in all, suggesting that not all the differences in
HDL-C are explained by differences in TG (Figure 1). Although the mathematical slopes
were not significantly different among the three groups (P= 0.85 for the interaction term),
the HDL-C values (y-intercepts) were very different (9.24 ± 0.45, 8.16 ± 0.54, 6.70 ± 0.65,
sqrt(HDL-C), P<0.001) for controls, HIV and HTG respectively. The difference between the
HDL-C intercepts in the three groups remained significant even after controlling for age,
BMI, gender, fasting glucose levels, CD4 count (<300/cc or > 300/cc), detectable viral load
and triglyceride levels (7.18 ± 0.20, 6.20 ± 0.05 and 4.55 ± 0.15 sqrt(HDL-C) for NL, HIV
and HTG, respectively, P <0.001) for NL, HIV and HTG, respectively. (HDL-C values were
transformed to sqrtHDL-C to normalize the data, as the ANCOVA models assume that all
variables are normally distributed.) Significant predictors of HDL-C levels included gender
(P=0.006), fasting glucose levels (P=0.02), triglycerides (P<0.0001) and HIV status
(P=0.0001).

CETP mass and activity were measured in fasting plasma samples in a randomly selected
subset of 19 NL and 87 HIV subjects. CETP mass was greater in the HIV subjects than in
the NL subjects (1.47 ± 0.53 compared to 0.93 ± 0.27 μg/mL, P<0.0001) (Table 2). CETP
activity was not significantly different between the HIV and the NL subjects (32.55 ± 19.81
compared to 25.27 ± 5.89 pmol/0.5ml/3h, P=0.50), but CETP specific activity (CETP
activity/CETP mass) was lower in the HIV group (22.67 ± 13.46 compared to 28.46 ± 8.24
nmol/μg/h, P=0.001). Within the HIV group, 81% had undetectable viral load. Patients with
undetectable viral load had lower CETP mass than those with detectable viral load (1.30 μg/
mL (95% CI 1.07, 1.72) compared to 1.79 μg/mL (1.30, 2.01), P=0.002); however there
were no significant differences between these two subgroups in regard to CETP activity or
specific activity.

A multivariate analysis was performed to identify variables that might be related to CETP
mass or activity, using age, BMI, gender, fasting glucose levels, CD4 count (<300/cc or >
300/cc), detectable viral load and triglyceride levels as covariates). CD4 count was inversely
related to CETP activity in the 77 patients for whom a CD4 count was available (Table 3) -
Spearman’s rho correlation coefficient was –0.3121, P = 0.004. HIV patients with CETP
activity greater 40 pmol/μL/h had a lower mean CD4 count than those with CETP activity
less than 40 pmol/μL/h (P<0.001). The regression of log CETP activity to CD4 count was
significant (P=0.002). There was a correlation between these two variables (r=0.332) that
explained 11% of the variation in log CETP activity. On univariate analysis, CD4 count was
associated with both CETP mass and activity.

On ANCOVA analysis, when HIV was included in the model, HIV status was a strong
predictor of HDL-C level (P<0.001) and eclipsed any direct effect of CETP mass or activity
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(P= NS). When age, gender, BMI, fasting glucose, triglycerides, detectable viral load, CD4
>200/cc, and HAART strata were included in full ANCOVA models, viral load was a
significant predictor of CETP mass (P <0.01), while CD4 count was associated with CETP
activity and specific activity (P <0.01). HAART strata was associated with CETP mass (P
=0.01) but not activity (P =NS). In summary, CD4 >300/cc and detectable viral load had
stronger associations with CETP mass or activity than HAART strata.

Discussion
The present results indicate that hypertriglyceridemic HIV patients on HAART have
relatively normal CETP activity. There is an inverse correlation between CETP activity and
CD4 count in these patients, but their relatively high HDL-C levels in the face of
hypertriglyceridemia are not explained by altered CETP mass or activity.

HIV/HAART patients are known to have a high frequency of MetS and a unique form of
dyslipidemic lipodystrophy [4–7]. Given that these conditions are associated with increased
risk for the development of cardiovascular disease [21–23], it is important to explore the
underlying mechanisms so that the appropriate therapies might be developed. Among the
serum lipid markers of MetS, hypertriglyceridemia is a striking hallmark of the condition in
HIV patients on HAART [4]. In unselected populations of persons with MetS or insulin
resistance, there is a well-established relationship between the levels of plasma TG and
HDL-C [17, 18]. In the course of recruiting a large number of HIV patients on stable
HAART for the Heart Positive Study [19], we observed only a modest decrease in HDL-C
in the face of moderate to severe hypertriglyceridemia. We hypothesized that there is an
altered relationship of HDL and TG in HIV patients and that this might reflect an unusual
form of MetS in HIV/HAART patients. Our findings show that a plot of HDL-C vs. TG
shows a different slope-intercept relationship among HIV/HAART patients than among
normolipidemic or hypertriglyceridemic persons without HIV infection, in that the y-
intercept is different. HDL-C levels in HIV patients on HAART are lower than in HIV-
negative normolipidemic persons, but not as low as in HIV-negative hypertriglyceridemic
patients. In a multivariate analysis adjusting for multiple factors including TG levels, the
HDL-C levels were significantly different between the HIV, NL and HTG groups; HDL-C
levels among HIV patients on HAART were intermediate between those of NL and HTG.

CETP plays a key role in the reciprocal relationship between HDL-C and TG in conditions
associated with MetS and insulin resistance in the general population [12, 13, 17]. In
hypertriglyceridemic states, VLDL-TG levels are elevated and provide a very large TG pool
that could exchange for HDL-CE. As a consequence of the elevated VLDL-triglycerides,
HDL are depleted of CE and enriched in triglycerides; there is little change in VLDL
composition because its turnover is much faster than that of HDL. CETP activity is
generally proportional to CETP mass [12], and variation in CETP mass and/or activity is
closely associated with lipoprotein phenotype and notably, HDL-C levels, in both
normolipidemic and dyslipidemic subjects [15–18]. Surprisingly, in the HIV/HAART
patients, CETP mass was elevated but its activity was not proportionally increased. Total
CETP activities in NL and HIV groups were not different, so the altered relationship
between HDL-C and TG in the HIV/HAART patients is not due to this factor. A possible,
though speculative, explanation for this lowered specific activity may be the presence of
endogenous inhibitors of CETP in the HIV patients’ plasma samples. Both apo F (formerly
known as lipid transfer inhibiting protein) and apo C1 have been shown to inhibit CETP
[24–26] and thus regulate HDL metabolism and subfractions, and their levels in the plasma
of HIV patients have not been determined. There was also no significant correlation between
CETP activity and HDL-C levels in the HIV patients, suggesting a CETP-resistant state and
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lending further support to the notion that unique mechanisms underlie VLDL-
triglyceridemia, a hallmark of MetS in HIV patients on HAART [4, 9–11].

CETP mass and activity were not measured in the type IV hypertriglyceridemic patients in
this study - however, CETP activity in such patients has been reported to be very different
from the our results in the HIV/HAART patients, specifically, they are elevated compared to
normotriglyceridemic controls, and inversely related to HDL-C [27]. Thus, the present
results in the HIV patients compared to NL are opposite in direction to those reported in
non-HIV hypertriglyceridemic persons compared to non-HIV normotriglyceridemic persons.

Rose et al reported a detailed comparison of HDL metabolism in HIV-positive and HIV-
negative subjects in which they noted increased CETP mass in patients with HIV infection
irrespective of ongoing treatment with protease-inhibitor containing antiretroviral therapy
[20]. They also noted absence of a correlation between HDL-C and TG levels in the HIV
patients. However, unlike the present study, they found an inverse correlation between
CETP activity and HDL-C levels, which led them to propose that elevated CETP activity
enhances transfer of TG from VLDL to HDL. It is likely that the smaller number and
heterogeneity of patients studied by Rose et al might account for the difference between
their results and ours – they studied 25 untreated and 28 antiretroviral-treated HIV subjects,
while in the present study CETP mass and activity were measured in 87 HIV patients, all
selected for hypertriglyceridemia while on stable HAART.

Lipoatrophic or “mixed” forms of HIV-associated lipodystrophy are invariably associated
with hypertriglyceridemia [4, 28, 29]. This is linked to marked adipocyte dysfunction,
resulting in accelerated lipolysis in the fasted state [10, 30, 31] with net increase in free fatty
acids released into the plasma [10] and faster flux of FFA’s into the liver, resulting in
accelerated synthesis and export of VLDL-TG. There are also profound abnormalities in the
disposal of meal-derived chylomicron-TG’s in HIV patients as a result of adipocyte
dysfunction [11, 30]. We previously demonstrated a defect in TG transfer from
chylomicrons to adipose depots, likely due to impaired “trapping” of fatty acids by
lipoprotein lipase [11, 32]. Thus, abnormalities in the metabolism of both VLDL- and
chylomicron-TG contribute to hypertiglyceridemia in HIV patients on HAART. Less is
known regarding abnormalities in HDL metabolism in HIV patients, which are also likely to
be unique in the face of the potential resistance of HDL-C to cholesteryl ester transfer.
Elegant studies reported by Mujawar et al. suggest that reverse cholesterol transfer is
impaired in HIV-infected macrophages due to the inhibitory effect of the HIV protein Nef
on ABCA-1 expression and function [33].

CD4 count in patients on HAART reflects severity of the HIV infection and the degree of
immune reconstitution. Rose et al have previously shown that this marker of immune
recovery is related to HDL metabolism in HIV/HAART patients, such that Apo A1 [20] and
HCL-C [34] levels are positively correlated to CD4 count. The present investigation
uncovered a different aspect of this phenomenon, as increased CETP activity, reflecting a
more dysmetabolic state, was noted in the patients with lower CD4 counts following
HAART.

Several limitations of our study could affect the conclusions. The HIV patients and type IV
HTG patients were not recruited as part of the same study, hence there were slight
differences in their respective inclusion / exclusion criteria. However, these criteria
overlapped in all important respects relevant to the analyses in this study. The use of a
“convenience sample” to address the issue of HDL-C – TG relationships may be justified by
the fact that both the hypertriglyceridemic cohorts were large and well-defined, and the
normal healthy controls also comprised a reasonably large sample for normative data on
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CETP parameters. CETP measurements were performed in a randomly-selected subset of
the HIV patients, and compared to a smaller group of healthy controls without a priori
power calculations. However, post-hoc power calculations indicate that the sample sizes
chosen were sufficient to detect group differences with power of 98–99% at P<0.05 for
CETP mass and specific activity. Moreover, the HIV patients comprised a large number
(64% larger than in the only other study of CETP measurements in HIV patients [20]).
Another limitation is that, despite the fact that ANCOVA did not show significant
differences between genders in regard to the measured parameters, the number of enrolled
women was low.

Collectively these data point to distinctive features and novel mechanisms governing lipid
kinetics and adipocyte function in HIV patients on HAART. Among these features must
now be included an altered relationship between HDL-C and TG in the presence of
hypertriglyceridemia and other parameters of a lipotoxic metabolic syndrome. Total CETP
activity is not altered in HIV patients with MetS, hence the presence of endogenous
inhibitors that modify CETP specific activity, or non-CETP-based mechanisms, may be
responsible for this altered relationship. In a broader context, these results suggest that there
are determinants of HLD-C levels in HIV patients on HAART that are independent of
triglyceride levels. Future studies should be directed at elucidating the mechanisms
underlying the unique form of dyslipidemia and MetS associated with HIV/HAART.
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Figure 1.
Relationship between HDL-C and TG levels in NL, HIV/HAART and type IV HTG
patients.
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Table 1

Demographics and plasma lipid profiles of study subjects.

Variable Normolipidemic subjects Type IV hyperTG patients HIV patients

N 31 40 179

Age (y) 40 ± 10 51 ± 9 44 ± 8a

Male (n) 10 22 156

BMI (kg/m2) 22.7 ± 3 29.3 ± 4 27 ± 4a,b

Systolic BP (mmHg) 111 ± 12 134 ± 16 129±13

Diastolic BP (mmHg) 68 ± 9 85 ± 8 84 ± 10

Fasting Glucose (mg/dL) 87 ± 8 118 ± 43 96 ± 14a,b

Total Cholesterol (mg/dL) 195 ± 36 339 ± 82 212 ± 50b

HDL-C (mg/dL) 60 ± 13 20 ± 7 39 ± 9a,b

LDL-C (mg/dL) 117 ± 29 – 117 ± 44

Non-HDL-C (mg/dL) 135 ± 33 319 ± 80 174 ± 46a,b

Triglycerides (mg/dL) 93 ± 29 905 ± 475 321 ± 194a,b

HAART Strata* 122

 PI-containing regime – – 44

 NNRTI-containing regime – – 13

 3-NRTI regime – –

CD4 count (K/mm3) – – 500 ± 288

Log Viral Load (ln copies/mL) – – 3.52 ± 4.5

All values are mean ± SD

*
HAART Strata: at the time of randomization in the Heart Positive Study, all HIV patients were stratified by these three commonly-used

combinations of ART classes. PI = protease inhibitor, NNRTI = non-nucleoside reverse transcriptase inhibitor, NRTI = nucleoside reverse
transcriptase inhibitor.

a
P<0.05 for HIV vs. normolipidemic subjects

b
P<0.05 for HIV vs. Type IV hypertriglyceridemic patients.
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Table 2

CETP mass and activity in normolipidemic subjects and HIV patients.

Variable Normolipidemic subjects HIV patients P

N 19 87

CETP mass (μg/ml) 0.93 ± 0.27 1.47 ± 0.53 P < 0.0001

CETP activity (pmol/μL/h) 25.27± 5.73 32.55± 19.81 P< 0.50

CETP specific activity (nmol/μg/h) 28.46 ± 8.24 22.67 ± 13.46 P = 0.001

Metabolism. Author manuscript; available in PMC 2014 July 01.



N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

Vu et al. Page 14

Table 3

Relationship between CETP activity and CD4+ T cell levels.

Variable HIV patients HIV patients with CETP activity <40 pmol/
μL/h

HIV patients with CETP activity>40
pmol/μL/h

N 77 58 19

CD4 count (K/mm3) 519 ± 296 579 ± 305 336 ± 160

CETP activity (pmol/μL/h) 32.84 ± 20.6 22.3 ± 9.0 64.9 ± 12.0
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