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Increases from baseline in total cholesterol, HDL and LDL cholesterol, and
triglycerides were greater for patients receiving efavirenz + CBV than for those
receiving maraviroc + CBV over a 96-week period

A higher proportion of patients on efavirenz experienced lipid levels above those
recommended by NCEP guidelines for intervention at both Week 48 and Week
96

These data confirm Week 48 findings that maraviroc has minimal impact on lipid
profiles

Overall, maraviroc is lipid neutral and it may offer some advantages compared to
efavirenz (for example, in those patients with elevated LDL cholesterol levels
prior to treatment)

Whether maraviroc will be associated with decreased progression of
atherosclerosis in humans that is independent of lipid effects, as seen in the
mouse model,” remains to be determined



Conclusions

» Increases from baseline in total cholesterol, HOL and LDL cholesterol, and
triglycerides were greater for patients receiving efavirenz + CBV than for those
receiving maraviroc + CBY over a 96-week period

» A higher proportion of patients on efavirenz experienced lipid levels above those
recommended by NCEP guidelines for intervention at both Week 48 and Week 96

» These data confirm Week 48 findings that maraviroc has minimal impact on lipid
profiles

» Qverall, maraviroc is lipid neutral and it may offer some advantages compared to
gfavirenz (for example, in those patients with elevated LDL cholesterol levels prior
to treatment)

» Whether maraviroc will be associated with decreased progression of
atherosclerosis in humans that is independent of lipid effects, as seen in the
mouse model,” remains to be determined

Background

» Some approved antiretroviral therapies have been associated with dyslipidemia,
which may adversely impact cardiovascular risk’
= High LDL cholesterol levels and elevated trglycendes are both independent
risk factors for cardiovascular disease?
» Maravirac is the first approved CCR5 antagonist and the only oral entry inhibitor; it
has a new mechanism of action compared to other approved antiretroviral agents.
The lipid effects of CCR5 antagonists are less well characterized

* MERIT is an ongoing, double-blind, randomized, multinational trial comparing
maraviroe 300 mg BID versus efavirenz 600 mg QD, both with zidovudine/
lamivudine (as the fixed-dose combination Combivir; CBY) in treatment-naive
patients infected with only RS HIV-1 (as determined by the original Trofile® assay;
Monogram Biosciences, South San Francisco, CA) 4

+ At 48 weeks, increases in total cholesterol (TC), LDL cholesterol, and
triglycerides were significantly greater for patients receiving efavirenz than for
those receiving maraviroc®




Objective

» The objective of this analysis was to evaluate the fasted lipid values with
maraviroc + CBV versus efavirenz + CBV in the MERIT study over 96 weeks

Methods

» Fasting serum lipid profiles were obtained at baseline and Weeks 24, 48, and 96,
or at early termination

» In this post-hoc analysis, changes from baseline on study treatment in total
cholesterol, HDL cholesterol, tnglycendes, and calculated LDL cholesterol were
compared between the maraviroc and efavirenz arms

* In addition, the proportions exceeding MNational Cholesterol Education Program
(NCEP) thresholds® were compared between groups

* Only available data at each timepoint were included in each summary, with no
imputation for missing data

Results

» Atotal of 721 patients at study centers in North America, Europe, South America,
South Africa, and Australia were randomized and received at least one dose of
maraviroc (N = 360) or efavirenz (N = 361)

» Baseline characteristics (Table 1) and lipid profiles at baseline (Table 2) were
comparable between freatment groups



Table 1: Baseline Characteristics Were Comparable Between Treatment Groups

Elavirenz + CE Maraviroc + CBY
; N =360
3T (30, 43) 35.5 (30, 43)
258 (T1.7) 256 (T1.1)
Race, N (%)
White 198 (54.8) 204 (56.7)
Black 133 (36.8) 123 (34.2)
Aslan 5(1.4) 6 (1.7)
Other 25 (6.9) 27 (75
Bodywaight, kg 70.7 (62.5, 80.1) 72.3 (62,6, 80.8)
Disbates mallitus, N (% B (1.7) 5(1.4)
Supine systollc blood pressure, mm/Hg 124 (116, 131) 123 (114, 132)
Supine diastolic blood pressure, mm/Hg TG (70, 83) 7T (70, 84)
HIV-1 RNA, log., coplasiml. 4.9(45,52) 4.9(44,53)
CDd+ count, calla/mm® 258 (189, 327) 244 (176, 320)

Includes all patlents who recelved at least one dose of study medication
Values are median (lower quartile, upper quartile), unless otherwise stated

Table 2: Lipid Profiles at Baseline Were Comparable Between
Treatment Groups
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= ¥; Maraviroc + CBY F; Maraviroc + CBY
N =360 N =360
156 156 . '
otal cholestarol (TC), me ot ot 181 46 (128 50 (14.4)
88 0 3 (8.0 a2 (121
L cholseres, mpch (70, 111) (M1, 114) 5 (1.4 11 (3.2
HDL cholssterol, mgd, y o NA NA
aterl, mgie. (32, 46} (31, 46]
40 42
TCHOL cholestarol 5249 5450 NA NiA
104 108 ,, ,,
Triglycarides, mgidl. e s 51 (142) 48 (135

& Patients exceeding ‘borderline-high’ cutpoint (TC 200 mg/dL [ 5.2

mmol/L]; LDL 130 mg/dL [ 3.4 mmol/L])

® Patients exceeding ‘high’ cutpoint (LDL 160 mg/dL [ 4.1 mmol/L];

triglycerides 200 mg/dL [ 2.3 mmol/L])
Baseline values were missing for up to 13 patients in each treatment group

Three patients in efavirenz group and five in maraviroc group were

receiving LDL-lowering therapy at baseline

To convert cholesterol to mmol/L, divide values by 38.7; to convert

triglyceride values to mmol/L, divide by 88.6

Increases in all evaluated lipid parameters were greater at each time point in the

efavirenz group than in the maraviroc group (Figures 1-4)



Figure 1: Increases From Baseline in Total Cholesterol Were . Efavirenz + CE

Greater at Each Time Point in Efavirenz-Treated Patients
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The boxes represent the interquartile range (IQR) from 25th to 75th percentile,
while the horizontal black line in the box and accompanying value represents the
median; the whiskers extend to the most extreme data point within 1.5x the IQR
from the box

P-values are for comparisons of median values (Wilcoxon test




Figure 2: Increases From Baseline in HDL Cholesterol Were I Efavirenz + CBV

Greater at Each Time Point in Efavirenz-Treated Patients
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P-values are for comparisons of median values (Wilcoxon test

] —

%

Change from baseline (mg/dL.)

H




Figure 3: Increases From Baseline In LDL Cholesterol Were I favirenz + CBV

Greater at Each Time Point in Efavirenz-Treated Patients
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The boxes represent the interquartile range (IQR) from 25th to 75th percentile,
while the horizontal black line in the box and accompanying value represents the
median; the whiskers extend to the most extreme data point within 1.5x the IQR
from the box

P-values are for comparisons of median values (Wilcoxon




Figure 4: Increases From Baseline In Triglycerides Were
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The boxes represent the interquartile range (IQR) from 25th to 75th percentile,
while the horizontal black line in the box and accompanying value represents the
median; the whiskers extend to the most extreme data point within 1.5x the IQR
from the box

P-values are for comparisons of median values (Wilcoxon

When analyzed by baseline NCEP cholesterol category, increases in total
cholesterol (Figure 5) and LDL cholesterol (Figure 6) were generally greater at
each time point in the efavirenz group than in the maraviroc group

-- With the exception of values at Week 48 among patients with baseline total
cholesterol levels > 240 mg/dL (N = 11) and baseline LDL cholesterol levels
160 mg/dL (N = 14), increases were greater with efavirenz than maraviroc
regardless of baseline NCEP cholesterol category



Figure 5: Regardless Of Baseline NCEP Category, Increases From Baseline In

Total Cholesterol Levels Were Generally Greater With Efavirenz Than With

Maraviroc Over 96 Weeks
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Figure 6: Regardless Of Baseline NCEP Category, Increases From Baseline In

LDL Cholesterol Levels Were Generally Greater With Efavirenz Than With
Maraviroc Over 96 Weeks
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A greater percentage of patients receiving efavirenz therapy had LDL cholesterol
levels 130 mg/dL at both Week 48 and Week 96, compared to those receiving
maraviroc therapy (P = 0.0017) (Figure 7)

-- 5/317 (1.6%) patients receiving efavirenz versus 1/304 (0.3%) patients
receiving maraviroc had LDL cholesterol levels that were 160 mg/dL at both
Weeks 48 and 96

These analyses did not include patients whose lipid levels already exceeded the
thresholds at baseline



*Borderline high/high level; T threshold at which the NCEP guidelines
recommend considering LDL-lowering therapy in patients with 2 risk
factors for CHD (e.g. hypertension, family history of premature CHD, older
age, smoker) and a 10-20% 10-year risk for CHD; % threshold at which the
NCEP guidelines recommend considering LDL-lowering therapy in patients

with 2 risk factors for CHD and a < 10% 10-year risk for CHD; 8§ high/very
high level






