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A B S T R A C T

Background

Patients infected with HIV-1 initiating antiretroviral therapy (ART) containing a non-
nucleoside reverse transcriptase inhibitor (NNRTI) show presumably fewer atherogenic lipid
changes than those initiating most ARTs containing a protease inhibitor. We analysed whether
lipid changes differed between the two most commonly used NNRTIs, nevirapine (NVP) and
efavirenz (EFV).

Methods and Findings

Prospective analysis of lipids and lipoproteins was performed in patients enrolled in the NVP
and EFV treatment groups of the 2NN study who remained on allocated treatment during 48
wk of follow-up. Patients were allocated to NVP (n = 417), or EFV (n = 289) in combination with
stavudine and lamivudine. The primary endpoint was percentage change over 48 wk in high-
density lipoprotein cholesterol (HDL-c), total cholesterol (TC), TC:HDL-c ratio, non-HDL-c, low-
density lipoprotein cholesterol, and triglycerides. The increase of HDL-c was significantly larger
for patients receiving NVP (42.5%) than for patients receiving EFV (33.7%; p = 0.036), while the
increase in TC was lower (26.9% and 31.1%, respectively; p = 0.073), resulting in a decrease of
the TC:HDL-c ratio for patients receiving NVP (�4.1%) and an increase for patients receiving EFV
(þ5.9%; p , 0.001). The increase of non-HDL-c was smaller for patients receiving NVP (24.7%)
than for patients receiving EFV (33.6%; p = 0.007), as were the increases of triglycerides (20.1%
and 49.0%, respectively; p , 0.001) and low-density lipoprotein cholesterol (35.0% and 40.0%,
respectively; p = 0.378). These differences remained, or even increased, after adjusting for
changes in HIV-1 RNA and CD4þ cell levels, indicating an effect of the drugs on lipids over and
above that which may be explained by suppression of HIV-1 infection. The increases in HDL-c
were of the same order of magnitude as those seen with the use of the investigational HDL-c-
increasing drugs.

Conclusion

NVP-containing ART shows larger increases in HDL-c and decreases in TC:HDL-c ratio than an
EFV-containing regimen. Based on these findings, protease-inhibitor-sparing regimens based
on non-nucleoside reverse transcriptase inhibitor, particularly those containing NVP, may be
expected to result in a reduced risk of coronary heart disease.

Introduction

Numerous large epidemiological studies have unambiguously demonstrated a strong inverse
relationship between the plasma concentration of high-density lipoprotein cholesterol (HDL-c)
and the incidence of coronary heart disease (CHD) [1,2]. Recent attempts to develop therapies
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aimed at increasing HDL-c as innovative CHD-risk-reducing
strategies illustrate the potential of HDL-c as a potent anti-
atherogenic mediator [3,4,5,6].

Combination antiretroviral therapy (ART) for the treat-
ment of HIV-1 infection has been associated with fat
redistribution, insulin resistance, and changes in plasma
concentrations of lipids and lipoproteins [7,8,9]. Each of these
phenomena is associated with increased CHD risk in the
general population. It is not surprising, therefore, that in the
setting of HIV-1 infection, increasing exposure to potent
combination ART has been demonstrated to be associated
with an incremental risk of CHD in a recent prospective
study [10]. Interestingly, however, the changes in lipids and
lipoproteins differ between patients using an ART regimen
containing either a protease inhibitor (PI) or a non-nucleo-
side reverse transcriptase inhibitor (NNRTI). Whereas many
of the PI-based regimens are often associated with increased
levels of triglycerides (TGs), total cholesterol (TC), and low-
density lipoprotein cholesterol (LDL-c) [8,9,11], NNRTI-based
regimens importantly differ from PI-based regimens by being
associated with marked increases of HDL-c and lesser
increases of LDL-c and TGs [12,13]. Notably, the increases
in HDL-c demonstrated with NNRTI-containing ART mark-
edly exceed those that may be induced with any of the
currently licensed statins or fibrates [14].

Although as yet no clinical data have been generated to
support this, these differences between ART regimens raise
the expectation that NNRTI-based regimens, particularly in
view of their effects on HDL-c, may favourably modify the
CHD risk compared with many of the PI-containing
regimens. With respect to the two currently commonly used
NNRTIs, nevirapine (NVP) and efavirenz (EFV), no detailed
comparative data have been reported concerning their effect
on plasma lipids and HDL-c in particular.

We prospectively analysed lipid and lipoprotein changes in
a preplanned substudy of the 2NN trial in which ART-naive
patients received stavudine (d4T) and lamivudine (3TC) with
the randomly assigned addition of NVP, EFV, or both drugs
combined.

Methods

Participants and Treatment Allocation
The 2NN trial was an open-label study, the main results of

which have been published elsewhere [15]. Patients enrolled
were 16 y of age or older, ART-naive, and had a plasma HIV-1
RNA concentration (pVL) of at least 5,000 copies/ml. Main
exclusion criteria were pregnancy or breastfeeding, abnormal
laboratory results at screening, the use of immuno-modulat-
ing therapy, or anticipated nonadherence. All patients used
d4T (40 mg twice daily [bd] or 30 mg bd when less than 60 kg)
and 3TC (150 mg bd). In addition, patients were randomly
allocated to NVP at 400 mg once daily (od), NVP at 200 mg
bd, EFV at 600 mg od, or NVP and EFV at 400 mg od and 800
mg od, respectively. Patients were included from 65 different
study sites in 17 countries in Asia, Australia, North America,
South America, South Africa, and Europe. The 2NN study
had been approved by the ethics committees of all partic-
ipating institutions, and all patients had given written
informed consent.

The current analyses were preplanned. Only those patients
were included who used all components of their allocated

treatment for at least 95% of the time during the 48 wk of
follow-up (self-reported). Change of d4T and/or 3TC was
allowed for reasons of toxicity. Employing such ‘on treatment’
(OT) analysis, allows the best possible assessment of lipid
changes that actually result from differences in regimens.
Patients in the NVP-od and NVP-bd groups were combined,
given that the virologic efficacy of these treatments was
comparable and no differences in risk of virologic failure
were observed.

Follow-Up and Assessments
Plasma samples for prospective determination of lipids and

lipoproteins were collected at baseline (before start of
treatment) and at weeks 2, 4, 8, 12, 24, 36, and 48. Blood
was drawn after a mandatory fast of at least 3 h. The samples
were analysed in local laboratories according to predefined
protocols. These laboratories were selected by the Virtual
Central Laboratory (Zeist, The Netherlands), which selected
the laboratories, assured the quality of the analyses and data,
and standardised all results. Plasma concentrations of HDL-c,
TC, and TGs were assessed by standard enzymatic assays. The
concentration of LDL-c was calculated using the Friedewald
equation, but only when the concentration of TGs was below
4.5 mmol/l [16]. Because the calculation of LDL-c depends on
the measured TG concentrations and these TG levels might
be biased because of the relatively short mandatory fasting
period, we also calculated the non-HDL-c levels. These are
considered to be much less influenced by TG levels. The pVL
was measured at a central laboratory (LabCorp, Research
Triangle Park, North Carolina, United States) using Ultra
Sensitive Roche Amplicor 1.5 (Roche Diagnostics, Basel,
Switzerland) with a lower limit of quantification of 50
copies/ml.

Outcome Measurements
The primary study outcome was the mean percentage

change of HDL-c, TC, TC:HDL-c ratio, non-HDL-c, LDL-c,
and TGs between start of allocated treatment and week 48.
For each patient at each specific study week we calculated this
estimate as concentration at week X minus concentration at
baseline divided by concentration at baseline, times 100.
Study-week-specific estimates were used for the subsequent
analyses.
Factors assessed for a possible association with the primary

outcome were sex, study region (Asia/Australia, South Africa,
South America, Europe/North America), body mass index
(BMI) (continuous), increase between start of therapy and
week 48 in CD4þ cells (,100, 100–250, or .250 cells/mm3) or
decrease in pVL (,2.5, 2.5–3.5, or .3.5 log10), and virologic
failure during follow-up. Virologic failure was defined as (1)
never having obtained a pVL of less than 50 copies/ml or (2) a
rebound to two consecutive pVLs of �50 copies/ml. A single
pVL of �50 copies/ml at week 48 was also considered a
virologic failure.

Statistical Analyses
The analyses included the NVP and EFV treatment groups

only. This choice was made since the results of the main 2NN
study clearly showed that the simultaneous use of NVP and
EFV shouldn’t be recommended in clinical practice in view of

PLoS Medicine | http://www.plosmedicine.org October 2004 | Volume 1 | Issue 1 | e19065

Nevirapine, Efavirenz, and Lipid Changes



increased toxicity of this combination in the absence of
increased virologic efficacy.

The mean percentage changes in lipid concentrations were
modelled using a mixed model incorporating repeated
measurements. This model handles missing data adequately
by estimating the outcome of a specific variable based on the
available data given the specified covariate structure. The
variables (fixed effects) in the model were tested for
significance using the Type III F-statistic. The estimates of a
specific level of the fixed effect were modelled using the ‘least
squared means’ approach. Differences in these estimates
between different levels of the variable were tested for
significance using the t-statistic.

Since the analyses might be biased because of the OT
approach or the modelling of data, we performed two
sensitivity analyses. The first was an analysis using the same
modelling strategy but for an intention-to-treat population
including all patients who started their randomised treat-
ment. The second was an analysis using only available data for
the OT population, without modelling of data points.

Independent risk factors were assessed by multivariable
regression analyses. The multivariable analysis included the
variable ‘treatment group’ and all predefined variables.
Interaction between treatment group and a specific variable
was assumed at a p-value less than 0.15. A two-sided p-value
less than 0.05 was considered statistically significant in the
final analyses. The SAS statistical package was used for
analyses (version 8.02, SAS Institute, Cary, North Carolina,
United States).

Results

Disposition of Patients
Of the 1,216 patients included in the 2NN study, 607 were

allocated to the NVP treatment group and 400 to the EFV

treatment group. Of these, 42 (6.9%) patients in the NVP
group and 25 (6.3%) patients in the EFV group did not start
their treatment or were considered a ‘study entry violator’ by
a (blinded-to-treatment) independent endpoint committee.
These patients were excluded from the analyses. From the
remaining patients (565 using NVP and 375 using EFV), only
those who remained on their assigned treatment during the
follow-up were included in the analyses. This resulted in a
final sample size of 417 (68.7%) patients in the NVP group
and 289 (72.3%) in the EFV group.
All of the included patients had at least one measurement

of each lipid parameter and could therefore be used in the
statistical models. The baseline characteristics of the subset of
patients included in the current analyses are summarised in
Table 1. These baseline characteristics were comparable with
those of all patients enrolled in the main 2NN study.
In the NVP group, 148 of the 565 eligible patients (26.2%)

were not included in the OT analyses. Of these 96 (65%) were
nonadherent (including patients lost to follow-up while on
randomised treatment), 30 (20%) changed their NNRTI to
EFV, and 22 (15%) changed their regimen by adding a PI. In
the EFV group, 76 of the 375 eligible patients (20.3%) were
not included in the OT analyses. Of these 54 (71%) were
nonadherent, 17 (22%) changed their NNRTI to NVP, 3 (4%)
added a PI, and 2 (3%) added a third nucleoside reverse
transcriptase inhibitor.

Changes in Lipids and Lipoproteins
All changes within the treatment groups in lipid and

lipoprotein concentration, as well as in TC:HDL-c ratio were
statistically significant.
The increase of HDL-c was 8.9% (95% confidence interval

[CI], 0.6–17.1) larger in the NVP treatment group (42.5%)
than in the EFV treatment group (33.7%). This was statisti-
cally significant (p = 0.036) (Table 2). In contrast, the increase

Table 1. Baseline Characteristics of Patients Included in the 2NN Lipid Substudy and the 2NN Main Study

Patients Taking NVP
(n = 417)

Patients Taking EFV
(n = 289)

Total Patients
(n = 706)

Patients in 2NN Main
(n = 1,216)

Male, n (%) 261 (63) 185 (64) 446 (63) 772 (63)
Age, median (IQR) 35 (29–42) 35 (30–40) 35 (30–40) 34 (29–40)
BMI, median (IQR) 20 (18–22) 19 (17–22) 20 (17–22) 19 (17–22)
Region, n (%)
Asia/Australia 74 (18) 62 (22) 136 (19) 223 (18)
South Africa 145 (35) 108 (37) 253 (36) 430 (35)
South America 87 (21) 61 (21) 148 (21) 249 (21)
Europe/North America 107 (26) 58 (20) 165 (23) 314 (26)

CD4þ cells, cells/mm3 median (IQR) 180 (70–310) 190 (70–350) 180 (70–330) 190 (70–330)
HIV-1 RNA, log10 median (IQR) 4.6 (4.4–5.4) 4.7 (4.4–5.5) 4.7 (4.5–5.5) 4.7 (4.4–5.5)
CDC-class C, n (%) 89 (21) 58 (20) 147 (21) 253 (21)
Risk behaviour, n (%)
Heterosexual 244 (59) 161 (56) 405 (57) 695 (57)
Homosexual 115 (27) 93 (32) 208 (29) 350 (29)
Intravenous drugs 15 (4) 8 (3) 23 (3) 55 (5)
Other/unknown 43 (10) 27 (9) 70 (10) 116 (10)

IQR, interquartile range.
DOI: 10.1371/journal.pmed.0010019.t001
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in TC was smaller in the NVP group (26.9%) than in the EFV
group (31.1%), but this difference (�4.2%; 95% CI, �8.7 to
0.4) was not statistically significant (p = 0.073). These changes
resulted in a decrease of the TC:HDL-c ratio in the NVP
group (�4.1%) compared to an increase in the EFV group
(þ5.9%; p , 0.001), and a significantly smaller increase of
non-HDL-c in the NVP group (difference, �8.9%; 95% CI,
�15.4 to �2.5; p = 0.007).

The increase of TGs was 28.9% (95% CI, �42.3 to �5.0)
smaller in the NVP group (20.1%) than in the EFV group
(49.0%; p , 0.001). The difference in LDL-c increase was not
statistically significant (35.4% for NVP group; 40.0% for EFV
group; p = 0.378).

In the first sensitivity analysis (intention-to-treat popula-
tion), the increases of HDL-c were slightly lower (41.2% for
NVP group; 32.4% for EFV group), just as for TC (26.1% for
NVP group, 30.4% for EFV group) and non-HDL-c (24.3%
for NVP group, 33.1% for EFV group). The TC:HDL-c ratio
showed a smaller decrease for patients taking NVP (�2.6%)
but a larger increase for patients taking EFV (þ7.2%). The
increase in TGs was larger for both patients taking NVP
(24.3%) and patients taking EFV (49.3%). The LDL-c increase
was somewhat smaller for patients taking NVP (33.1%) but
larger for patients taking EFV (47.3%).

The difference between patients taking NVP and those
taking EFV for HDL-c (8.8%; 95% CI, 1.3�16.3) remained
statistically significant, just as the difference in the TC:HDL-c

ratio (�9.8%; 95% CI,�14.7 to�4.9), non-HDL-c (�8.8%; 95%
CI,�14.6 to�3.0), and TGs (�24.9%; 95% CI,�37.2 to –12.6).
Additionally, the difference between NVP and EFV treatment
groups became statistically significant for TC (�4.2%; 95% CI,
�8.5 to 0.0) and LDL-c (�14.2%; 95% CI, �28.4 to 0.0)
compared to the original OT analysis. The second sensitivity
analysis (using only available data for the OT population) also
showed comparable estimates (data not shown).
The increase in HDL-c for patients who started their ART

when their HDL-c levels were, according to the National
Cholesterol Education Program (NCEP) guidelines, low
(,1.03 mmol/l), normal (1.03–1.55 mmol/l), or high (.1.55
mmol/l) is reported in Table 3. In both treatment groups, the
majority of patients had a low HDL-c at the start of therapy.
These patients showed the largest increase in HDL-c over 48
wk. Even patients with a normal baseline HDL-c level showed
statistically significant, marked increases of HDL-c. The effect
of baseline HDL-c level on percentage increase was com-
parable in both treatment groups (interaction, p = 0.409).

Multivariable Analysis
Factors independently associated with changes in the lipid

concentrations were analysed by a multivariable regression
analysis (Table 4).
Men had a significantly smaller increase of HDL-c,

compared to women, but a larger increase of TC. This
resulted in an increased TC:HDL-c ratio for men and a

Table 2. Lipid Concentrations at Baseline and Week 48 and Mean Percentage Change

Lipid Patients Taking NVP (n = 417) Patients Taking EFV (n = 289) Difference
(NVP � EFV)
(95% CI)

p-Value
for DifferenceWeek 0a Week 48a Percent

Increaseb
Week 0 Week 48 Percent

Increase

TC 3.9 (3.3–4.6) 4.9 (4.1–5.7) 26.9 (1.5) 3.9 (3.4–5.9) 5.0 (4.3–5.9) 31.1 (1.8) �4.2 (�8.7 to 0.4) 0.073
HDL-c 1.0 (0.8–1.2) 1.3 (1.1–1.6) 42.5 (2.7) 1.0 (0.8–1.2) 1.2 (1.0–1.5) 33.7 (3.2) 8.9 (0.6 to 17.1) 0.036
Non-HDL-c 3.0 (2.3–3.6) 3.5 (2.7–4.3) 24.7 (2.1) 3.0 (2.4–3.5) 3.6 (3.0–4.7) 33.6 (2.5) �8.9 (�15.4 to �2.5) 0.007
LDL-c 2.2 (1.7–2.9) 2.8 (2.2–3.5) 35.4 (3.4) 2.3 (1.9–2.9) 2.9 (2.4–3.8) 40.0 (4.0) �4.6 (�14.9 to 5.7) 0.378
TGs 1.2 (0.8–1.8) 1.2 (0.8–2.2) 20.1 (4.4) 1.2 (0.8–1.7) 1.4 (0.9–2.3) 49.0 (5.3) �28.9 (�42.3 to �15.5) ,0.001
TC:HDL-c ratio 4.2 (3.3–5.0) 3.7 (2.9–4.7) �4.1 (1.6) 4.2 (3.3–5.0) 4.2 (3.3–5.2) 5.9 (1.9) �10.0 (�14.9 to �5.0) ,0.001

All percentage changes within a treatment group were statistically significant.
a Units: mmol/l, median (interquartile range).
b Mean percentage change (standard error), modeled by repeated measurements. Mean percentage change was calculated at each specific time point for each individual
patient as ((concentration[week X] – concentration[baseline]) / concentration[baseline])3 100.
DOI: 10.1371/journal.pmed.0010019.t002

Table 3. Increase in HDL-c Stratified by Baseline HDL-c (NCEP Categories)

NCEP Category Nevirapine (n = 417) EFV (n = 289) p-Value

n (%) Percent Increasea n (%) Percent Increase

Low (,1.03 mmol/l) 251 (60.2) 53.7 (3.0) 173 (59.9) 51.1 (4.3) 0.698
Normal (1.03–1.55) 140 (33.6) 30.8 (4.0) 95 (32.9) 11.1 (5.7) ,0.001
High (.1.55 mmol/l) 26 (6.2) �0.9 (9.5) 21 (7.3) �5.7 (12.1) 0.614

a Mean percentage change (standard error), modeled by repeated measurements. Mean percentage change was calculated at each specific time point for each individual
patient as ((concentration[week X] – concentration[baseline]) / concentration[baseline])3 100.
DOI: 10.1371/journal.pmed.0010019.t003
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decreased ratio for women, while the increase of non-HDL-c
was significantly larger in men.

The changes in lipid concentrations varied markedly by
region. Patients from Asia/Australia and South Africa had the
largest decrease in the TC:HDL-c ratio because of an increase
of HDL-c that outweighed the increase of TC. Patients from
South America, compared to those from other regions, had a
significantly smaller HDL-c increase with a comparable TC
increase, resulting in an increased TC:HDL-c ratio. Although
patients from Europe showed the largest change in HDL-c,
the increases in TC and TC:HDL-c ratio were intermediate. A
striking finding is the much larger increase of TGs in patients
from South America compared to those in patients from
other regions, which to a lesser extent was also seen for non-
HDL-c.

For all lipid concentrations, except TGs, there was a clear
pattern of larger increases of lipid levels with larger decreases
of pVL over 48 wk. This was also seen when the pVL increase
over 48 wk was analysed as a continuous variable. For each
log10 larger decrease in pVL there was a 4.6% increase in TC
(p , 0.001), a 7.8% increase in HDL-c (p , 0.001), a 10.2%

increase in LDL-c (p , 0.001), and a 3.6% increase in non-
HDL-c (p = 0.002), while the TC:HDL-c ratio declined with
1.6% (p = 0.051). In this analysis, there was also a clear
association between pVL decline and change in TGs (6.3%
decline per log10; p = 0.002).
In general, a smaller CD4þ-cell increase was associated with

a smaller increase in lipid concentration, while increases of
more than 250 cells/mm3 did not show markedly different
effects compared to increases of 100–250 cells/mm3. When
analysed as a continuous variable, there was no statistically
significant association between CD4þ-cell increase and
change in any of the lipid parameters.
BMI was independently associated with increases in all lipid

parameters, except TC. Although the increases per unit
increase in BMI were statistically significant, the magnitude of
increases was rather low.
All these factors exhibited a similar effect in both the NVP

and the EFV treatment group (no significant interactions).
There were, however two exceptions. For changes in TGs, the
effect of sex and pVL decrease differed between the treat-
ment groups (interaction, p = 0.005 and p = 0.075,

Table 4. Factors Associated with Percentage Change in Lipid Parameters (Multivariable Analyses)

TC HDL-c TC:HDL-c Ratio Non-HDL-c LDL-c TGs

Basea Percent
Increaseb

Base Percent
Increase

Base Percent
Increase

Base Percent
Increase

Base Percent
Increase

Base Percent
Increase

Sex
Male 3.9 24.4 (1.0) 0.9 29.4 (1.9) 4.3 1.4 (1.1) 2.9 24.5 (1.5) 2.2 34.1 (2.8) 1.3 27.6 (2.7)
Female 4.0 22.2 (1.3) 1.0 34.3 (2.3) 3.9 �4.6 (1.4) 3.0 19.8 (1.9) 2.4 30.5 (3.5) 1.0 12.0 (3.4)
p-Valuec 0.103 0.045 ,0.001 0.021 0.326 ,0.001
Regiond

A 4.1 24.2 (1.6) 0.9 33.7 (3.0) 4.6 �4.2 (1.8) 3.1 21.2 (2.5) 2.4 34.9 (4.5) 1.4 21.0 (4.3)
B 4.0 20.7 (1.2) 0.9 33.5 (2.2) 4.4 �6.2 (1.3) 3.0 16.7 (1.8) 2.5 26.2 (3.2) 1.0 13.5 (3.2)
C 3.7 25.0 (1.5) 1.0 25.5 (2.7) 3.7 4.5 (1.6) 2.6 26.8 (2.2) 2.1 31.0 (4.1) 1.1 32.5 (4.0)
D 3.9 23.3 (1.6) 1.0 34.6 (2.9) 4.0 �0.5 (1.7) 2.8 23.9 (2.4) 2.3 37.2 (4.3) 1.3 12.3 (4.2)
p-Value 0.052 0.029 ,0.001 ,0.001 0.092 ,0.001
BMI (per unit) 0.2 (0.2) �0.7 (0.3) 0.7 (0.2) 0.6 (0.3) 1.0 (0.5) 1.1 (0.5)
p-Value 0.179 0.028 ,0.001 0.023 0.037 0.022
pVL decrease (log10)
,2.5 4.1 18.6 (1.5) 1.0 23.5 (2.6) 3.9 �0.4 (1.6) 3.1 18.3 (2.2) 2.5 22.5 (3.9) 1.0 23.4 (3.9)
2.5–3.5 4.0 22.5 (1.2) 1.0 31.4 (2.2) 4.1 �0.9 (1.3) 3.0 21.9 (1.8) 2.3 29.7 (3.3) 1.1 26.9 (3.2)
.3.5 3.8 28.9 (1.4) 0.9 40.7 (2.6) 4.4 �3.5 (1.6) 2.8 26.2 (2.1) 2.1 44.7 (3.9) 1.5 9.2 (3.8)
p-Value ,0.001 ,0.001 0.221 0.018 ,0.001 ,0.001
CD4þ increase (cells/mm3)
,100 4.0 21.6 (1.4) 1.0 28.3 (2.5) 4.0 �0.7 (1.5) 3.0 20.4 (2.0) 2.3 28.3 (3.7) 1.1 20.0 (3.6)
100–250 3.9 25.1 (1.2) 0.9 37.9 (2.2) 4.4 �3.7 (1.3) 3.0 23.6 (1.8) 2.3 34.3 (3.2)) 1.2 18.3 (3.2)
.250 3.9 23.3 (1.4) 1.0 29.3 (2.6) 4.1 �0.4 (1.6) 2.9 22.3 (2.1) 2.3 34.3 (3.9) 1.2 21.2 (3.8)
p-Value 0.066 ,0.001 0.073 0.378 0.312 0.755
Virologic failure
No 3.9 22.7 (0.8) 1.0 32.5 (1.5) 4.2 �2.0 (0.9) 3.0 21.5 (1.2) 2.3 31.2 (2.2) 1.2 14.1 (2.2)
Yes 3.9 24.0 (1.7) 0.9 31.1 (3.0) 4.2 �1.2 (1.8) 2.8 22.7 (2.5) 2.3 33.4 (4.5) 1.2 25.5 (4.4)
p-Value 0.471 0.663 0.657 0.650 0.642 0.017

a Units: mmol/l.
b Percentage increase (standard error) between baseline and week 48, modelled by repeated measurements. Mean percentage change was calculated at each specific time
point for each individual patient as ((concentration[week X] – concentration[baseline]) / concentration[baseline])3 100.
c For percentage increase.
d A, Asia/Australia; B, South Africa; C, South America; D, Europe/North America.
DOI: 10.1371/journal.pmed.0010019.t004
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respectively). Men had a significant increase of TGs in both
the NVP group (14.1%) and the EFV group (43.3%); women
using NVP had no significant TG increase (6.5%), while those
using EFV had (15.9%). The effect of pVL decrease on TG
increase was quite different for patients taking NVP versus
those taking EFV. In the NVP group, the increase in TG
concentration was 17.2% for a pVL decrease less than 2.5
log10, 16.6% for a decrease between 2.5 and 3.5 log10, and
�6.1% (denoting a decrease) for a pVL decrease more than
3.5 log10. In the EFV group, these estimates were 27.4%,
37.2%, and 26.0%, respectively.

Adjusting for the variables included in the multivariable
model, the difference between patients taking NVP and those
taking EFV in HDL-c increase (9.8%; 95% CI, 3.4�16.3) and
decrease of the TC:HDL-c ratio (�11%; 95% CI,�15.1 to�6.8)
remained statistically significant.

Also, the difference in non-HDL-c increase (�9.5%; 95%
CI,�14.6 to�4.4) and TG increase (�27.2%; 95% CI,�38.0 to
�16.4) remained statistically significant.

The difference in TC increase (�4.4%; 95% CI,�8.0 to�0.8)
became statistically significant. The difference between NVP
and EFV groups for the increase in LDL-c remained statisti-
cally nonsignificant (�6.1%; 95% CI,�14.7 to 2.6).

The adjusted increase of HDL-c was 42.3% and 32.4% for
patients taking NVP and EFV, respectively (p = 0.003). The
adjusted change in TC:HDL-c ratio was �4.3% for patients
taking NVP and þ6.6% for patients taking EFV (p , 0.001).
These values were 26.6% and 31.0% for TC (p = 0.020),
24.4% and 33.9% for non-HDL-c (p , 0.001), 17.9% and
45.1% for TG (p , 0.001), and 35.5% and 41.5% for LDL-c (p
= 0.168). These estimates were very similar in the two
sensitivity analyses (data not shown).
The proportional changes of the different plasma lipid

concentrations over 48 wk are graphically depicted in Figure 1.

Discussion

Initiation of an ART regimen containing NVP or EFV is
accompanied by a significant increase of HDL-c, with
concomitant increases of TC, non-HDL-c, TGs, and LDL-c.
The proportional increase of HDL-c was significantly larger
in the NVP treatment group compared to the EFV treatment
group, while the proportional increase of TC, non-HDL-c,
and TGs was significantly smaller. In the NVP group, the
TC:HDL-c ratio decreased, compared to an increase in the
EFV group. These observations are different from what is

Figure 1. Change in Plasma Concentrations of Lipids and Lipoproteins

Adjusted for sex, region, pVL decrease, and CD4þ-cell increase.
DOI: 10.1371/journal.pmed.0010019.g001
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seen with most PI-based ART regimens, in which higher
concentrations of TC, LDL-c, and TGs are reported but
without the concurrent higher levels of HDL-c [17,18].

In contrast to a small randomised study (n = 67) that did
not show significant differences between NVP and EFV [19],
the present study demonstrates a more favourable lipid
profile for treatment including NVP than for treatment
including EFV in ART-naive patients.

HDL-c Increase and NNRTI
Increases of HDL-c with the use of NVP or EFV have been

described in studies for patients switching from a PI-based
regimen to a NNRTI-based regimen [20,21]. Data for ART-
naive patients starting therapy with an NNRTI-based regimen
are scarce. Van der Valk et al. reported an increase of HDL-c
of 0.44 mmol/l for patients initiating treatment with
didanosine, d4T, and NVP in the Atlantic trial [12]. Tashima
et al. reported an increase of HDL-c of 0.21 mmol/l in
patients treated with EFV and either zidovudine plus 3TC, or
indinavir [13], while Negredo et al. showed an increased HDL-
c concentration in therapy-naive patients starting a regimen
of didanosine, d4T, and EFV (0.34 mmol/l) [22].

The present study showed a clear effect of baseline HDL-c
on the proportional increase. The largest increases were seen
for patients who had an increased CHD risk based on their
low HDL-c level (,1.03 mmol/l) according to NCEP guide-
lines. But also patients with a normal HDL-c level, who are
not at an increased CHD risk, showed marked increases in
HDL-c. This baseline effect can likewise be distilled from the
other studies, where those with the lowest baseline value (0.93
mmol/l; Atlantic study [12]) showed the largest HCL-c
increase, while the smallest increase was seen in the study
with the highest baseline value (1.23 mmol/l; Tashima study
[13]). The study by Negredo et al. [21], which included
patients with similar baseline HDL-c levels as in the present
study, showed an increase of HDL-c comparable to that in the
present study (0.34 and 0.36 mmol/l, respectively). The much
more modest HDL-c-increasing effect of statins likewise
shows such a correlation with baseline level in patients
without HIV-1.

One may postulate that the HDL-c increase merely reflects
an adequate suppression of HIV-1 infection (‘return towards
normal’). In support, a larger decrease in pVL was associated
with a larger increase of HDL-c in the present study.
However, the magnitude of the HDL-c increase was only
slightly different for patients experiencing virologic failure
during these 48 wk (29.5%) and those with complete
suppression (34.0%; p = 0.161), and the increases of HDL-c
remained statistically significant even after adjustment for
pVL decrease.

Riddler et al. compared changes in lipid concentrations
before seroconversion for HIV-1, initiation of ART, and
during ART in patients using different ART regimens, which
all but one included a PI [23]. The period between
seroconversion and start of ART was characterised by
decreases in TC, LDL-c, and HDL-c.

Between initiation of ART and the first follow-up visit
(mean, 1.3 years), the concentrations of TC and LDL-c
increased again to levels that did not differ significantly from
before seroconversion. Such a ‘return to normal’ as a result of
ART was not seen for HDL-c. The reported increases by
Riddler et al. in TC (0.88 mmol/l) and LDL-c (0.41 mmol/l)

were of a comparable magnitude to that found for patients
taking NVP in this present study (0.97 and 0.55 mmol/l,
respectively). However, the HDL-c increase was more than
ten times smaller (0.03 mmol/l) in the Riddler et al. study than
the 0.36 mmol/l observed in patients taking NVP in the
present study, while the mean HDL-c values at which ART was
started were comparable in the two studies (1.04 and 1.0
mmol/l, respectively). This indicates that although at least
part of the change in TC and LDL-c may reflect a ‘return
towards normal’, the magnitude of the HDL-c increase
observed in our study must have occurred through additional
mechanisms. Since we have no information on the antiret-
roviral efficacy of the regimens used in the Riddler et al.
study, we have to consider that the reported differences
between the Riddler et al. study and the present study might
be partly due to differences in HIV-1 suppression. However,
the type of PI-based regimens used in the Riddler et al. study
and the long-term adequate adherence by the patients make
large differences in antiretroviral efficacy unlikely.
We are currently conducting studies to unravel whether

NVP possibly stimulates synthesis of the most important
apolipoprotein of HDL-c, apoAI, or alternatively, for
instance, decreases the clearance of HDL-c particles.
Several studies have convincingly shown that an HDL-c

increase is associated with a significant decrease in CHD
mortality independent of changes in LDL-c [1,2]. Overall,
extrapolation of these studies indicates that a 0.025-mmol/l
increase in HDL-c is expected to be associated with a 2%–3%
reduction in CHD risk, while an increase of 1.0 mmol/l in
LDL-c will increase the CHD risk by 25%. The mean absolute
increases in HDL-c and LDL-c were 0.36 and 0.54 mmol/l,
respectively, for patients taking NVP, and 0.24 and 0.65,
respectively, for patients taking EFV. It can therefore be
estimated that, taking the observed effects on both HDL-c
and LDL-c into account, the reduction in CHD risk would be
15% for patients taking NVP and 3% for patients taking EFV
compared to ART regimens that do not include NNRTIs.
Although the differences in absolute concentrations of HDL-
c and LDL-c may seem modest when comparing the NVP and
EFV treatment groups, the combined effect of these changes
on CHD risk seems marked. It should be emphasised that
these are theoretical estimates, which do not take into
account that increases in TGs would be expected to have an
opposite effect on CHD risk. The increase in this last
parameter is, however, smaller for patients taking NVP than
for patients taking EFV. Furthermore, we do not have
information on the presence of conventional risk factors
for CHD. The actual effect of the lipid changes associated
with particular ART regimens on CHD can only be
substantiated by clinical endpoint studies.

Changes in TGs, TC, and LDL-c
The data indicate that EFV might have a more detrimental

effect on TG levels than NVP. That EFV indeed can be
associated with an increase in TGs was shown in two studies,
in which sporadical hypertriglyceridaemia was reported in
patients starting an ART regimen with EFV but without d4T
[24,25]. A difference between NVP and EFV treatment with
respect to the TG effect is also in line with a study by Negredo
et al. [20]. In this study patients were randomised to either
continue their successful PI-based regimen or to change to an
NVP-based or an EFV-based regimen. Only patients switching
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to the NVP regimen showed a significant decrease in TG
levels.

The proportional increase in TG levels with both NVP and
EFV treatment seems large, but the median absolute TG level
at week 48 was still low in both treatment groups (1.2 mmol/l
and 1.4 mmol/l, respectively). In the NCEP guidelines, a TG
concentration below 1.69 mmol/l is still considered normal
[26]. The increase in TG level is therefore probably not
clinically meaningful.

The differences between patients taking NVP and those
taking EFV in changes in TC as well as TGs are unlikely to be
explained by the concurrent use of d4T. In both treatment
groups, the percentage of patients who used d4T as part of
their regimen throughout follow-up was high (96% for the
NVP treatment group and 98% for the EFV treatment
group). This high rate of d4T use might, however, be
responsible for the impression that the increases in TC and
TGs seem to continue or even accelerate towards the end of
the study period, as opposed to a somewhat declining effect
of treatment on HDL-c after 24 wk. A possible explanation
for this may be the gradual, progressive worsening of fat
redistribution or lipodystrophy that one would expect to
occur in this continuously d4T-exposed patient population.
Both the incidence and severity of lipodystrophy are
particularly increased with d4T-containing ART regimens,
and lipodystrophy has been reported to be associated with
increased TC and TG levels [27,28,29,30,31,32]. It is therefore
conceivable that the lipid changes in the second part of the
study represent a combined effect of the NNRTI used and a
superimposed effect resulting from gradually worsening fat
redistribution.

Due to the relatively short mandatory fasting period (3 h),
the measured TG concentration might be biased, possibly
even more so given that HIV-1 infection may be associated
with reduced TG clearance following food intake [33]. As a
consequence, the estimates of calculated LDL-c might be
biased. TG levels influence changes in non-HDL-c less. The
fact that in the present study the increases of non-HDL-c,
LDL-c, and TGs are all smaller for patients taking NVP than
for patients taking EFV suggests that the LDL-c and TG
results are valid despite the potentially short mandatory
fasting periods.

ART and CHD
The relationship between ART and CHD has been the

subject of several studies, based on either clinical or validated
surrogate endpoints (like arterial intima-media thickness [34]
or endothelial wall function [35]).

Studies examining intima-media thickness in patients with
HIV-1 treated with ART, or more specifically with PI-based
ART, remain inconclusive as to whether ART use induces
accelerated intima-media thickening [36,37,38,39]. PI use may
have a detrimental effect on endothelial function in vivo, or
accelerate foam cell formation in vitro [40,41].

In a retrospective clinical endpoint study including almost
37,000 patients, Bozzette et al. reported no relation between
ART use and hospital admission for cardiovascular events
[42], a finding confirmed in the ‘Kaiser Permanente’ cohort
[43]. However, the large prospective ‘data collection on
adverse events of anti-HIV drugs’ (D:A:D) study, specifically
designed to identify the extent to which ART may be
associated with increased CHD risk, did show that every

additional year of ART use was associated with a 26%
increased risk of myocardial infarction [10]. The latter
resembles the results from other retrospective and prospec-
tive studies [44,45,46]. The relatively high prevalence of
known CHD risk factors in patients with HIV-1, especially
smoking [47,48], complicates interpretation of the relation
between ART use and CHD. None of these studies allows
definitive conclusions to be made about the potentially
different degree of risk associated with particular ART
regimens.

Limitations and Possible Biases
The selection of patients remaining on their allocated

treatment for the full 48 wk might have introduced sampling
bias with inflated treatment effects. The reported estimates
from this OT analysis were very similar to the estimates from
the intention-to-treat analysis. This is caused by the fact that
only a few patients who were not included in the OT analyses
changed their drug regimen by adding a PI that could
potentially influence the lipid estimates. The majority
remained on their randomised treatment but were insuffi-
ciently adherent (or lost to follow-up on their original
regimen) to meet the criteria for being eligible for the OT
analysis. Patients replacing their assigned NNRTI by the
NNRTI from the other treatment group of the study would
have little effect on the lipid estimates, since both NNRTIs
show changes in lipid concentrations, which go in the same
direction. Another possible reason for the similarity between
these two analyses could be the relatively late timing of
treatment changes (mean of 75 d for patients taking NVP and
95 d for patients taking EFV). The fact that the second
sensitivity analysis also showed comparable results indicates
that modelling of data did not affect the lipid estimates.
A limitation of the present study is the lack of data on

conventional CHD risk factors like smoking. The 2NN being a
randomised study, it may be expected that these and other
confounding variables are equally distributed over the treat-
ment groups. Possible residual confounding, however, cannot
be excluded, and the results should therefore be interpreted
cautiously.

Conclusion
While awaiting the results of future studies, the less

atherogenic lipid profile of patients taking NVP in compar-
ison to those of patients taking EFV may be among the
various factors to consider when selecting the most appro-
priate initial ART regimen, particularly for those patients
with HIV-1 with a significant a priori CHD risk. Including
such a consideration seems warranted, since treatment of the
ART-induced lipid changes with currently licensed lipid-
lowering agents is not without problems. Most of the available
statins except pravastatin and fluvastatin, are metabolised
through cytochrome isoenzyme CYP3A4, just as the PIs and
NNRTIs are, providing concern for potential drug–drug
interactions. Furthermore, statin therapy in patients using a
PI-based regimen is in general not able to reduce the lipid
concentrations to normal levels [49,50]. Studies on the
effectiveness of gemfibrozil in patients on a PI-based regimen
show conflicting results [51,52,53]. Finally, the introduction of
yet another type of medication in a patient population that
often needs to use not only ART but also a considerable
amount of concomitant medication might jeopardise treat-
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ment adherence, which is of crucial importance for the
sustained success of ART treatment.

Use of the novel PI atazanavir may also be considered an
attractive option in patients at high risk of CHD, given that it
is associated with markedly smaller increases of TC, LDL-c,
and TGs compared to previously available PI-based regimens
[54,55], but it lacks the concurrently large increase in HDL-c
seen with NNRTI-based regimens.

The reported increase of HDL-c concentration with
NNRTI use is far greater than that seen with conventional
lipid-lowering drugs and is of a similar magnitude as the
HDL-c increases reported with the most powerful HDL-c-
increasing drugs that are currently in clinical development
[6,56]. Asztalos et al. reported the effect on HDL-c for five
major statins in patients with CHD [57]. They concluded that
the HDL-c increase was between 4% (simvastatin) and 11%
(pravastatin and lovastatin). Treatment with fluvastatin or
lovastatin proved to be most effective in patients with a low
baseline HDL-c level [56,58]. Clinical trials assessing the
effects of fibrates reported an HDL-c increase of 6% and 11%
for gemfibrozil [2,59], and 18% for bezafibrate [60].

Unravelling the mechanism or mechanisms by which NVP
and EFV raise HDL-c could contribute to the development of
novel interventions aimed at increasing HDL-c and thereby
ultimately to reducing CHD risk in the population at large.
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Patient Summary

Why Did the Researchers Do the Study? Drugs used to treat HIV
(antiretroviral drugs) help patients to live longer, but they can also have
some serious side effects. For example, the longer people take them, the
higher the risk they’ll get heart disease. Why? Part of the reason is that
many—though not all—antiretroviral drugs cause changes in cholesterol
levels in the bloodstream (an increase in the amount of ‘‘bad’’
cholesterol and a reduction in the amount of ‘‘good’’ cholesterol).
Two of the most commonly prescribed antiretroviral drugs are
nevirapine and efavirenz. Previous smaller studies showed that treat-
ment with either of the drugs could increase the amount of ‘‘good’’
cholesterol. The researchers now wanted to directly compare these
drugs to find out what effect they had on patients’ cholesterol levels in a
much larger group of patients.

What Did the Researchers Do? The scientists studied adults with HIV
who had never previously taken antiretroviral drugs. All of the patients
then took ‘‘triple therapy’’—a combination of three antiretroviral drugs.
Some of the patients took nevirapine as part of their triple therapy,
whereas some took efavirenz. The researchers took blood samples
regularly for almost a year and measured patients’ cholesterol levels.

What Did the Researchers Find? They confirmed that both nevirapine
and efavirenz indeed have a beneficial effect on patients’ cholesterol
levels. They both increase the amount of ‘‘good’’ cholesterol in the
bloodstream. The increase was higher with nevirapine than with
efavirenz.

What Does This Study Mean for Patients? If your treatment includes
nevirapine or efavirenz (particularly nevirapine), this can raise your level
of ‘‘good’’ cholesterol.
The results of the study may be especially important if you are already at
risk for heart disease. In other words, if you have risk factors for heart
disease—high blood pressure, diabetes, heart disease running in your
family, being a smoker—it may be beneficial for your HIV medications to
include nevirapine. If you smoke, you can lower your risk of heart disease
by quitting. If you have high blood pressure or diabetes, treating these
conditions can also lower your risk of heart disease.

What Are the Problems with the Study? Although the researchers
showed that nevirapine and efavirenz can have a beneficial effect on
cholesterol levels, they haven’t actually shown that this reduces patients’
risk of getting heart disease.
The study was funded by the company that produces nevirapine. In
theory this could have affected the results (research has shown that
company-sponsored studies are more likely to produce results favorable
to the company than studies without sponsorship). The study, however,
was carried out by a network of independent investigators who state
that the company had no influence on the reporting of the results.

Where Can I Get More Information? You can get more information on
HIV and its treatment from the Terrence Higgins Trust (www.tht.org.uk),
AIDS.ORG (www.aids.org), and The Body (www.thebody.com).
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