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Maraviroc: Submission for Treatment-Experienced Patients Infected with CCRS Tropic HIV-1.

Module 2.7.3 Summary of Clinical Efficacy Appendix Table A1l

Section 2.7.3 Appendix Table Al: Description of Maraviroc Clinical Efficacy Studies.

Protocol Ne. Treatment Groups No. of Subjects, by Demographics, by Efficacy Endpoints Study
Study Design, Patient Population and Treatment Arm Treatment Group Report
Status Location
A4001027 Maraviroc Treated: N=232 Sex: 210M/22F 1° efficacy endpoints: Module
A multicentre, randomised, double-blind, {Once daily [QD] Oral e Change from Baseline in log o HIV-1 5.3.5.1
placebo-controlled trial of maraviroc in tablet) plus Optimised ~ Reached 24 weeks: Mean Age RNA level at Week 24,
combination with OBT versus OBT alone  Background Therapy N= 149 {64%) (min/max}:
for the treatment of antiretroviral- {OBT) 46 (19/75) years 2° efficacy endpoints:
experienced patients infected with CCRS o Percentage of patients with an HIV-1
tropic HIV-1. Patients with a non-CCR3S RNA <400 copies/mL at Week 24;
tropism result at screening (dual/mixed,
CXCR4-tropic or non-phenotypable) were e  Percentage of patients with an HIV-1
excluded from the study. RAN <50 copies/m. at Woek 24-
The study was conducted in North copiesimi. at Week <
America and endpoints formally evaluated . .
at 24 weeks. The study is ongoing to 48 +  Percentage of patients who achieved at
weeks. least a 0.5 log,o reduction in HIV-1 RNA
from baseline or <400 copics/mL;
s  Percentage of patients who achieved at
least a 1.0 log reduction in HIV-1 RNA
from baseline or <400 copies/mL at
Week 24;
+  Differences in the magnitude of change
in CD4 cell count from baseline to Week
24,
s  Differences in the magnitude of change
in CDE8 cell count from baseline to Week
24, :
¢  Time Averaged Difference (TAD) in
log;g HIV-1 RNA at Week 24;
s Assess HIV-1 genotype and phenotype at
baseline and at time of failure,
PFIZER CONFIDENTIAL

Page 1



010000062123911 2.0\ Approved\ 22-Nov-2006 12:36

Maraviroc: Submission for Treatment-Experienced Patients Infected with CCRS Tropic HIV-1,
Module 2.7.3 Summary of Clinical Efficacy Appendix Table Al

Protocol No. Treatment Groups No. of Subjects, by Demographics, by Efficacy Endpoints Study
Study Design, Patient Population and Treatment Arm Treatment Group Report
Status : Eocation

Maraviroc Treated: N=235 Sex: 212M/23F As above As Above

(Twice daily [BID]

Oral tablet) plus Reached 24 weeks: Mean Age

Optimised Background N= 155 (66%) {min/max);

Therapy (OBT) 46 (25/69) years

Matched Placebo Treated: N=118 Sex: 106 M/12F As above As Above

(Twice daily [BID]

Oral tablet) plus Reached 24 weeks: Mean Age

Optimised Background = N=44 (37%) (min/max):

Therapy (OBT) 46 (31/71) years

PFIZER CONFIDENTIAL
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Maraviroc: Submission for Treatment-Experienced Patients Infected with CCRS Tropic HIV-1.

Module 2.7.3 Summary of Clinical Efficacy Appendix Table Al

Protocol No. Treatment Groups No. of Subjects, by Demographics, by Efficacy Endpoints Study
Study Design, Patient Population and Treatment Arm Treatment Group Report
Status Location
A4001028 Maraviroc Treated: N= 182 Sex: 153M/29F 1° efficacy endpoints: Module
A multicentre, randomised, double-blind, (Once daily [QD] Oral ¢ Change from Baseline in log;s HIV-1 5.3.5.1
placebo-controlled trial of maraviroc in tablet) plus Optimised  Reached 24 weeks: Mean Age RNA level at Week 24.
combination with OBT versus OBT alone Background Therapy N=122{67%) (min/max):
for the treatment of antiretroviral- (OBT) 45 (1'71/75) years 2° efficacy endpoints:
experienced patients infected with CCR35 *  Percentage of patients with an HIV-1
tropic HIV-1. Patients with a non-CCR5 RNA <400 copies/mL at Week 24;
tropism result at screening {(dual/mixed,
CXCR4-tropic or non-phenotypable) were ¢ Percentage of patients with an HIV-1
excluded from the study. RAN <50 copies/mL at Week 24:
The study was conducted in Europe, P ’
Australia and North America and . .
endpoints formally evaluated at 24 weeks. *  Percentage of patients who achieved at
The study is ongoing to 48 weeks. least a 0.5 logq reduction in HIV-1 RNA
from baseline or <400 copies/mL;
»  Percentage of patients who achieved at
least 2 1.0 logg reduction in HIV-1 RNA
from baseline or <400 copies/mL at
Week 24;
» Differences in the magnitude of change
in CD4 cell count from baseline to Week
24,
+  Differences in the magnitude of change
in CD8 cell count from baseline to Week
24,
» Time Averaged Difference (TAD) in
log;, HIV-1 RNA at Week 24;
¢ Assess HIV-1 genotype and phenotype at
baseline and at time of failure,
PFIZER CONFIDENTIAL
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Maraviroc: Submission for Treatment-Experienced Patients Infected with CCR5 Tropic HIV-1.
Module 2.7.3 Summary of Clinical Efficacy Appendix Table Al

Protoeol No. Treatment Groups No. of Subjects, by Demeographics, by Efficacy Endpoints Study
Study Design, Patient Population and Treatment Arm Treatment Group Report
Status Location

Maraviroc Treated: N=191 Sex: 170M/21F As above

(Twice daily [BID]

Oral tablet) plus Reached 24 weeks: Mean Age

Optimised Background N=133 (70%) {min/max):

Therapy (OBT) 47 (21/73) years

Matched Placebo Treated: N=91 Sex: 7T9M/12F As above

(Twice daily [BID]

Qral tablet) plus Reached 24 weeks: Mean Age

Optimised Background N=32 (35%) (min/max):

Therapy (OBT) 45 (29/72) years

PFIZER CONFIDENTIAL
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Maraviroc: Submission for Treatment-Experienced Patients Infected with CCRS Tropic HIV-1.

Module 2.7.3 Summary of Ciinical Efficacy Appendix Table Al

Protocol No. Treatment Groups No. of Subjects, by Demographics, by Efficacy Endpoints Study
Study Design, Patient Population and Treatment Arm Treatment Group Report
Status Location
A4001029 Maraviroc Treated: N=63 Sex: 53M/10F 1° efficacy endpoints: Module
A multicentre, randomised, double-blind, (Once daily [QD] Oral »  Change from Baseline in log;o HIV-1 5.3.5.1
placebo-controlled trial of maraviroc in tablet) plus Optimised ~ Reached 24 weeks: Mean Age RNA level at Week 24.
combination with OBT versus OBT alone  Background Therapy N=25 (40%) (min/max):
for the treatment of antiretroviral- (OBT) 43 (16/59) years 2° efficacy endpoints:
experienced patients infected with non- »  Percentage of patients with an HIV-1
CCRS tropic (CCR5/CXCR4, CXCR4- RNA <400 copies/mL at Week 24;
using or non-phenotypable) HIV-1.
Eﬁézigi:i:}; rz S)(c:cll{uS dgg%l‘znr:l ;iilg;_at »  Percentage of _patients with an HIV-1
The study was conducted in Europe, RAN <50 copies/mL at Week 24;
Australia and North America and
endpoints formally evaluated at 24 weeks. *  Percentage of patients who achieved at
The study is ongoing to 48 weeks. least a 0.5 log g reduction in HIV-1 RNA
. from baseline or <400 copies/mL;
»  Percentage of patients who achieved at
least a 1.0 logy, reduction in HIV-1 RNA
from baseline or <400 copies/mL at
Week 24;
s  Differences in the magnitude of change
in CD4 ¢ell count from baseline to Week
24;
s Differences in the magnitude of change
in CD8 cell count from baseline to Week
24;
*  Time Averaged Difference (TAD) in
logig HIV-1 RNA at Week 24;
*  Assess HIV-1 genotype and phenotype at
baseline and at time of failure,
PFIZER CONFIDENTIAL
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Maraviroc: Submission for Treatment-Experienced Patients Infected with CCRS Tropic HIV-1.
Module 2.7.3 Summary of Clinical Efficacy Appendix Table Al

Protocol No. Treatment Groups No. of Subjects, by Demographics, by Efficacy Endpoints Study
Study Design, Patient Population and Treatment Arim Treatment Group Report
Status Location

Maraviroc Treated: N=461 Sex: 55M/6F As Above As above

(Twice daily [BID]

Oral tablet) plus Reached 24 weeks: Mean Age

Optimised Background N=29 (48%) (min/max}):

Therapy (OBT) 43 (16/62) years

Matched Placebo Treated: N=62 Sex: 53M/9F As Above As above

(Twice daily [BID]

Oral tablet) plus Reached 24 weeks: Mean Age

Optimised Background N=24 (39%) (min/max}:

Therapy (OBT) 45 (23/65) years

PFIZER CONFIDENTIAL
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Maraviroc: Submission for Treatment-Experienced Patients Infected with CCRS Tropic HIV-1.

Module 2.7.3 Appendix Table A2

Section 2.7.3 Appendix Table A2 Results of Maraviroc Efficacy Studies

Protocol No. Treatment No. of Subjects by Efficacy Results Study Report
(Country) Groups Treatment Group Location
Title
A4001027 Maraviroc Treated: N=232 Primary Endpoint Analysis: Module
{North America). 300 mg QD There was a greater mean decrease in HIV-1 RNA from baseline to - 53.5.1
A Multicentre, + OBT Reached 24 weeks: Week 24 in both maraviroc treatment groups compared with placebo;
Randomised, Double- N= 149 (64%) -1.818 and -1.952 versus -1.030 logyy copies/mL for maraviroc QD, BID
Blind, Placebo-Controlled and placebo respectively. The treatment difference from placebo was
Trial of a Novel CCR5 -0.788 (97.5% C1 -1.141, -0.435) and -0.922 (-1.275, -0.570)
Antagonist, Maraviroc logyp copies/mL for maraviroc QD and BID respectively.
(UK-427,857), in
Combination with Selected Secondary Endpoint Analysis:
Optimised Background There was a higher proportion of patients with an HIV-1 RNA <50 and
Therapy versus Optimised <400 copies/mL at Week 24 in the maraviroc treatment groups compared
Background Therapy with placebo; 98 {42%), 114 (49%) and 29 (25%) for maraviroc QD, BID
alone for the Treatment of and placebo [<50 copies/mL)] and 127 (55%), 142 (60%) and 37 (31%)
Antiretroviral- for maraviroc QD, BID and placebo [<400 copies/mL].
Experienced HIV-1
Infected Subjects. There was a higher proportion of patients achieving a >1.0 and 0.5 log
reduction in HIV-1 RNA from baseline to Week 24 in the maraviroc
Total Patients Screened: treatment groups compared with placebo; 159 (69%), 166 (71%) and 55
N=1816 (47%) for maraviroc QD, BID and placebo [=1.0 log,o reduction] and 151
Total Patients (65%), 161 (69%) and 46 (39%) for maraviroc QD, BID and placebo
Randomised: N= 601 [20.5 log reduction].
There was a greater mean increase from baseline to Week 24 in CD4 cell
count for both maraviroc treatment groups than placebo; +106.6, +111.1
and +52.1 cells/pL for maraviroc QD, BID and placebo. The difference
from placebo was 54.5 cells/pL (95% CI 30.1, 78.9) for maraviroc QD
and 58.9 ceils/uL {95% CI 34.6, 83.3) for maraviroc BID.
Maraviroc Treated: N=235 Included above.
300 mg BID
+ OBT Reached 24 weeks:

N= 155 (66%)

PFIZER CONFIDENTIAL
Page 1
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Maraviroc: Submission for Treatment-Experienced Patients Infected with CCRS Tropic HIV-1.

Module 2.7.3 Appendix Table A2

Protocol No. Treatment No. of Subjects by Efficacy Results Study Report
{Country) Groups Treatment Group Location
Title
Placebo + Treated: N=118 Included above.
OBT '
Reached 24 weeks:
N=44 (37%)
A4001028 Maraviroc Treated: N=182 Primary Endpoint Analysis: Module
(EU, Australia and North 300 mg QD There was a greater mean decrease in HIV-1 RNA from baseline to 53.5.1
America) +OBT Reached 24 weeks: Week 24 in both maraviroc treatment groups compared with placebo;
A Multicenter, N= 122 (67%) -1.950 and -1.971 versus -0.929 log,o copies/mL for maraviroe QD, BID

Randomized, Double-
Blind, Placebo-Controlled
Trial of A Novel CCR5
Antagonist, Maraviroc
{UK-427,857), In
Combination with
Optimized Background
Therapy versus Optimized
Background Therapy
Alone For the Treatment
of Antiretroviral-
Experienced HIV-1
Infected Subjects.

Total Patients Screened:
N= 1428

Total Patients
Randomised: N=475

and piacebo respectively. The treatment difference from placebo was -
1.021 (97.5% CI -1.426, -0.616) and -1.042 (-1.444, -0.640)
logyy copies/mL for maraviroc QD and BID respectively.

Selected Secondary Endpoint Analysis:

There was a higher proportion of patients with an HIV-1 RNA <50 and
<400 copies/mL at Week 24 in the maraviroc treatment groups compared
with placebo; 84 (46%), 79 (41%) and 19 (21%) for maraviroc QD, BID
and placebo [<50 copies/mL] and 101 (56%), 118 (62%) and 21 {23%)
for maraviroc QD, BID and placebo [<400 copies/mL].

There was a higher proportion of patients achieving a >1.0 and >0.5 logyy
reduction in HIV-1 RNA from baseline to Week 24 in the maraviroc
treatment groups compared with placebo; 128 (70%), 137 (72%) and 32
(35%) for maraviroc QD, BID and placebo [>1.0 log; reduction] and 121
{67%), 134 (70%) and 29 (32%) for maraviroc QD, BID and placebo
[>0.5 logyp reduction].

There was a greater mean increase from baseline to Week 24 in CD4 cell
count for both maraviroc treatment groups than placebo; +111.7, +101.9
and +63.8 cells/uL for maraviroc QD, BID and placebo, The difference
from placebo was 47.9 cells/pL (95% CI 21.6, 74.3) maraviroc QD and
38.1 cells/pL (95% CI 12.0, 64.3) for maraviroc BID.

PFIZER CONFIDENTIAL
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Maraviroc: Submission for Treatment-Experienced Patients Infected with CCR5 Tropic HIV-1.
Module 2.7.3 Appendix Table A2

Protocol No. Treatment No. of Subjects by Efficacy Results Study Report
(Country) Groups Treatment Group Location
Title
Maraviroc Treated: N=191 Included above.
300 mg BID
+OBT Reached 24 weeks:
N= 133 (70%)
Placebo + Treated: N=91 Included above.
OBT
Reached 24 weeks:

N=32 (35%)

PFIZER CONFIDENTIAL
Page 3
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Maraviroc: Submission for Treatment-Experienced Patients Infected with CCR35 Tropic HIV-],
Module 2.7.3 Appendix Table A2

Protocol No. Treatment No. of Subjects by Efficacy Results Study Report
(Couniry) Groups Treatment Group Location
Title

A4001029 Maraviroc Treated: N= 63 Primary Endpoint Analysis: Module

(EU, Australia, North 300 mg QD Neither dose of maraviroc demonsirated superiority nor non-inferiority to  5.3.5.1
America)) + OBT Reached 24 weeks: placebo treatment as the point estimates for the mean change from

A multicentre,
randomised, double-blind,
placebo controlled trial of
a novel CCR5 antagonist,
maraviroc, in combination
with optimized
background therapy v
optimized background
therapy alone for the
treatment of antiretroviral-
experienced, non CCR5
tropic HiV-1 infected
subjects.

Total Patients Screened:
N= 1816 ‘
Total Patients
Randomised: N=601

N= 25 (40%)

baseline to Week 24 in HIV-1 RNA were similar for all 3 treatment
groups and the upper limit of each 97.5% CI was >0.25 log,y copies/mL
(pre-defined non-inferiority margin); mean change from baseline was
-0.913, -1.200 and -0.968 log;, copies/mL for maraviroc QD, BID and
placebo respectively and the difference from placebo was 0.055

logo copies/mL (97.5% CI -0.528, 0.638) for maravirec QD and

-0.232 logyo copies/mL (97.5 CI -0.829, 0.364) for maraviroc BID.

Selected Secondary Endpoint Analysis:

There was a slightly higher proportion of patients receiving maraviroc
BID who achieved an HIV-1 RNA <50 and <400 copies/mL at Week 24
compared with maraviroc QD and placebo; 12 (21%), 14 (27%) and 9 .
(16%) for maraviroc QD, BID and placebo [<50 copies/mL] and 14
(25%), 16 (31%) and 14 (24%) for maraviroc QD, BID and placebo
[<400 copies/mL].

Similarly, there was a slightly higher proportion of patients receiving
maraviroc BID who achieved a =1.0 and 20.5 log,, reduction in HIV-1
RNA from baseline to Week 24 compared with maraviroc QD and
placebo; 18 (32%), 23 (44%) and 21 (36%) for maraviroc QD, BID and
placebo [>1.0 logo reduction] and 24 (42%), 25 (48%) and 23 (40%) for
maraviroc QD, BID and placebo [>0.5 log reduction],

Change in CD4 cell count from baseline was higher for both deses of
maraviroc compared with placebo; +59.6, +62.4 and +35.7 cells/pL for
maraviroc QD, BID and placebo. The difference from placebo was 23.9
(95% CI -1.4, 49.2, p= 0.064) for maraviroc QD and 26.7 (95% CI 0.9,
52.5, p=0.043).

PFIZER CONFIDENTIAL
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Maraviroc: Submission for Treatment-Experienced Patients Infected with CCRS Tropic HIV-1.
Module 2.7.3 Appendix Table A2

Study Report

Protocol No. Treatment No. of Subjects by Efficacy Results
(Country) Groups Treatment Group Location
Title
Maraviroc Treated: N= 61 Included above.
300 mg BID
-+ QBT Reached 24 weeks:
N=29 (48%)
Placebo + Treated: N=62 included above.
OBT
Reached 24 weeks:

N=24 (39%)

OBT = Optimised Background Therapy; QD = Once daily dosing; BID = Twice daily dosing; Cls = Confidence intervals.

PFIZER CONFIDENTIAL
Page 5



Table 13.4.3.1.1 Page 1 of 1
Maraviroe Sunmary of Clindcal Efficacy

summary of KEIV-1 RNA {logld copies/mL) by Visit

Full Analysis Set - As Treated

maraviroc QD maraviroc BID Placebo
(R=414)* (N=426}* {N=209) =

Basgline N+¢* 414

Mean (s.d.} 4.863 (0.6508) 4.852 {0.6163) 4.B&D (D.6187)

Median {Min, Max) 4.885 (Z2.490, 6.753) 4.855 {2,955, 6,878) 4.892 (3.460, 7.068)
Week 2 Nes . 36 407 202

tean {s.4.} 3.201 (0.9682) 3.203 {0.9467) 3.66% {1.1101)

Median {Min, Max) 3,070 (1.690, 6.%0%) 3.037 {1.6%0, 7.00%) 3.544 (1.690, 6.155)
Heek 4 NEw 3s9 402 205

Mean {(s.d.} 3.00% (1.1545) 2.969 {1.1173) 3.63% (1.2819)

Median {Min, Max) 2.744 (1.690, 7.013) 2.680 {1,6%0, 7,107} 3.556 (1.690, 5.557)
HWesk 8 New 350 398 193

Mean {s.d.} 2,791 {1,2510) 2,744 {1.2146) 3.596 (1.3994)

Median {(Min, Max) 2.304 (1.690, 6.655) 2.273 {1.690, 6.462) 3.725 (1,690, £.210)
Heek 12 N+ 368 379 172

Mean {s.d.} 2.663 (1.2578) 2.555 {1.1660) 3.442 {1.4218)

Median {(Min, Max} 2,051 (1,690, 4.49§) 1,982 {1.6%0, 6.104) 3.670 (1.690, £.262)
Week 16 N+ 331 341 128

Mean (s.d.} 2.424 (1.1266}) 2.306 {1,0351) 2.982 (1.3338)

Median {Min, Max) 1,690 (1,690, 5.%85) 1.690 {1.620, 5.4E6) 2.484 (1.690, 6.238)
Week 20  N#* 312 318 108

Mean {s.4,) 2,318 (1,0335) 2.182 {0.8960) 2.892 (1.3434)

Median {Min, Max) 1.690 (1.690, 6.246) 1.690 {1.6%0, 5.718) 2.102 (1.690, €.16%)
Week 24 N+ 254 313 99

Mean {s.d,} 2,232 {0,9340) 2.126 {0.8365) 2.763 (1.2938)

tadian (Min, Max) 1.6%0 (2.690, 5.526) 1.690 {1.690, 5.560) 1.771 (1.690, 5.422)

* This is the number of subjects in the treatment group in the indicated population,

**+ This is the number of subjects contributing to the summary statistics.

Blinded therapy data only is summarized.

Each individual subjects baseline value is calculated as the average of the pre-dose measurements collected

at the screening visit, randomization vigit and basgeline wisit.

Early Termination visits included within normal visits as per visit windowing.

PFIZER CONFIDENTIAL Includes Protccols:A4001027, A4001028. Date of Table Gen_eration: 12NOV2006 (23:54)



Table 13.4.4.1

Maravireg Summary of Clinical Efficacy
Summary of €04 Cell Count (cells/ul) by Visit
Full Analysis Set - As Treated

Page 1 of 1

maraviroc QD

maraviroc BID
{N=426) *

Placebo
{(N=2083) ~

(N=414)*
Baseline N+ 413
Mean (s.d.) 195.7
Median (Min, Max) 171,0
Week 2 N+ 363
Mean (5.d.) 250.3
Median (Min, Max) 225,0
Week 4 N 380
Mean (s.d.) 267.2
Median (Min, Max) 236.0
Week 8 N 373
Mean (s.d.) 2B7.5
Median (Min, Max) 256.0
Week 12 Nk 353
Mean (5.d.) 302.9
Median (Min, Max) 278.0
Week 16 N** 312
Mean (s.d.) 324.2
Median (Min, Max} 295.0
Heek 20 Nx» 301
Mean (s.d.) 331.2
Median (Min, Max} 310.0
Heek 24 N*+* 284
Mean (s.d.} 350.5
Median (Min, Max} 307.0

{160.06)
(0.5, 965.5)

{183.21)
(3.0, 1113.0}

(181.24)
(3.0, 1055.0}

{193.76)
(3.0, 1572.0}

(202.20)
(1.0, 1124,0}

(199.05)
(7.0, 1560.0}

{189.65)
(4.0, 1084.0}

(210.58)
{z.0, 1279.0}

189.2 (146.83)
166.8 (2.0, 820,0)

385
248.9 (167.92)
233.0 (2.0, 905.0)

388
265.7 (167.86)
243,90 (1.0, 973.,0)

384
285.0 (176.47)
265.5 (1.0, 1031.0)

356
297.8 (180.00)
273.0 (2.0, 1097.0}

330
3158.5 {180.82)
292,5 {2.0, 1034.0)

303
324.5 {186.24)
285.0 (2.0, 1251.0)

2095
331.0 (175.96)
301.0 (2.0, 974.0)

* This is the number of subjects in the treatment group in the indicated population.
*#+ Thig is the number of subjects contributing to the summary statistics.

Blinded therapy data only is summarized.

187.2 (123.05}
171.3 (1.0, 675.0)

220.2 (141,13}
200.0 (2.0, &08.0)

225.0 (154,03}
201.0 (1.0, €47.0)

231.8 (165.18}
200.0 (1.0, 802.0)

259.3 (165,42)
238.0 (2.0, 734.0)

281.1 (157,92}
267.0 (4.0, 728.0}

286.4 (156.70}
257.0 (7.0, 832.0)

300.1 (183.22}
263.0 (11.0, $22.0)

Each individual subjects baseline value is calculated as the average of the pre-dose measurements collected

at the screening visit and baseline vigit.

Barly Termination wvisits included within nermal visits as per visit windowing.

PFIZER CONFIDENTYAL Includes Protecols:Ad4001027, A4001028.

Date of Table Generation:

12NOV2006 (23:58}



Table 13.4.6.1.1 Page 1 of 2
Maraviroc Summary of Clinical Efficacy

Summary of Statistical Analysis: Change from Baseline through Week 24 In Logld Transformed HIV-1 RNA {Logl0 copies/fwL)
Full Analysig Set - As Randomized

Treatment difference

Change from Baseline through Week 24 maraviree - Placebo

Raw Mean Adjusted Mean Estimate
Treatment N {s.e.) Median (s.e.} {g.a.) 97.5% CT
maraviroc QD 414 -1.868 {0.0688} -2.274 -1.875 (0.0691) -0.894 (0.1181) («1.159, -D.62%9)
maraviroc BID 426 -1.560 {0.0688} -2.424 -1.963 (0.0580} -0.982 (0.1175) {-1.246, -D.718)
Placebo 209 ~0.980 {0.0510} 0.000 -0.981 (0.0968)

Migging valueg have been imputed as the baseline value for subjects who discontinued from blinded therapy.

The bageline value used in the calculaticn of change from baseline is the average of the pre-dose measurements collected
at the screening wisit, randomization visit and baseline visit.

PFIZER CONFIDENTIAL Includes Protoccls:Ad0014027, A4001028. Date of Table Generation: 270CT2006 (02;14)




Table 13.4.6.1.1 Page 2 of 2
Maraviree Summary of Clinical Efficacy

Summary of Statistical Analysis: Change from Baseline through Week 24 in LeglQ Transformed HIV-1 RNA (Logld copies/mu}
Full Analysis S8et - As Randomized

Treatment difference

Change from Bagseline through Week 24 maraviroc {BID - QD)
Raw Mean Adjusted Mean Estimate
Treatment N (5.e.) Median (s.e.) {s.e.} 95% CI
maraviroc BID 426 -1,960 (0.0688) -2,424 -1.963 {0.06860) -0.088 (0.0961) (-0.276, 0.101}
maraviroc QD 414 -1.868 (0.0689) -2.274 -1.875 (0.0691)

Missing values have been imputed as the baseline value for subjects who discontinued fxom blinded therapy.

The baseline value used in the calculation of change from baseline is the average of the pre-dose me ements collected
at the screening visit, randomization wisilt and baseline wisit.

PFIZER CONFIDENTIAL Includes Protocols:R4001027, A4001028. Date of Table Generation: 270CT2006 (02:14)




Table 13.4.56.1.2

Maraviroc Summary of Clinical Efficacy
Summary of Statistical Analysis: Change from Baseline through Week 24 in Logl{ Transformed HIV-1 RNA {Logl0 copies/mL)

Full Analysis Set - As Treated

Page 1 of 2

Treatment N
maraviroge QD 414
maraviros BID 424
Placebo 209

Change from Baseline through Week 24

Raw Mean Adjusted Mean
{s.e.] Median [s.e.}
-1.868 {0.0688} -2,274 -1.8% (0.0692)
-1.%57 {0.0690} -2,424 -1.960 (0.0580}
-0.987 {0.05G9} Q.000 -0.987 (0.0968}

Treatment difference
maraviroc - Placebo
Estimate

{s.e.) 97.5% CI

-0.888 (0.1182) (-1.153, -D.&23)
~0.973 (0.1176) (-1.237, -0.709)

Missing values have been imputed as the baseline value for subjects who discontinued from blinded therapy.
‘the baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected
at the screening visit, randomization visit and baseline visit.

PFIZER CONFIDENTIAL

Includes Protocols:A4001027, A4001028.

Date of Table Gegneration;

270CT2006  (01:14)



Table 13.4.6.1.2 Page 2 of 2
Maravired Summary of Clinical Efficacy

Summary of Statistical Analysis: Change from Baseline through Week 24 in Logl( Transformed HIV-1 RNA (Logil copies/mL}
Full Analysis Set - As Treated .

Treatwent difference

Change from Baseline through Week 24 maraviroc {BID - Qb)

Raw Mean Adjusted Mean Estimate
Treatment N (s.e.) Median (s.e.) {g.e.} 95% CI
maraviroc BID 426 -1,957 (0,0690) -2,424 -1.960 (0.0680) -0.085 (0.0961) (-0.274, 0.104}
maraviroge QD 414 -1,868 (0,0689) -2,274 -1.87%6 {0.0692)

Missing values have been imputed as the baseline value for subjects who discontinued from blinded therapy.

The baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected
at the screening visit, randomization visit and baseline visit.

PFIZER CONFIDENTIAL Includes Protocola:A4001027, A4001028, Date of Table Generation: 270CT2006 (01:14)



Table 13.4.5.190 Page 1 of 2
Maraviroc Summary of Clinical Efficacy

Summary of Statistical Analysis: Time Averaged Difference from Baseline through Week 24 in Logl{ Transformed HIV-1 RNA (Logld copies/mL}
Full Analysis Set - As Treated

Treatment difference

Change from Bageline through Wesk 24 maraviroc -~ Placebo

Raw Mean Adjusted Mean Estimate
Treatment N (s.e.] Median {9.e.) [s.e.} 95% CI
maravircc QD 414 -1.683 (0.0591) -2,195 -1,686 (0.0591) -0.775 (0.1010} {-0.973, -0.376}
maraviroc BID 426 -1.748 {0.0581) -2.187% -1.748 (0.0581) -0.826 (0.1005} {-1.033, -0.639)
Placebo 208 -0.915 {0.0801) 0.000 -0.911 (0.0827)

Discontinuatiecns prior to the time point of analysis have heen imputed as 0 for the purpose of analysis.

The baseline value used in the calc¢ulation of time averaged difference from kaseline is the average

of the pre-dose measuresments collected at the screening visit, randomization wisit and the baseline visit.
PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2006 (00:42)



Table 13.4.6.10C Page 2 of 2
Maraviroc Summary of Clinical Efficacy

Summary of Statistical Analysis: Time Averaged Difference from Baseline through Week 24 in LogliC Transformed EIV-1 RNA (Logl® copies/mL)
Full Arnalysis Set - As Treated

Treatment difference

Change from Baseline through Week 24 maraviroc {(BID - QD)
Raw Megan Adjusted Mean Eatimate
Treatment N (s.e.} Median {s.e.]) [s.e.) 95% CI
maraviroc BID 426 -1,748 (0,05861) -2,197 -1.748 {0.0581) -0.062 (0.0821) (-0.223, 0.099}
maraviree QD 414  -1.683 (0.0591) -2.105 -1.686 (0.0591)

Discontinuations pricr to the time peint of analysis have been imputed as ¢ for the purpose of analysis,

The baseline value ugsed in the calculation of time averaged difference from baseline is the average

of the pre-dose measurements collected at the screening visit, randomization visit and the baseline visgit.
PFIZER CONFIDENTIAL Includes Protocols:A4001027, A400102B. Date of Table Generation: 270CT2006 (00:42)



Table 13.4.6.11 Page 1 of 2
Maraviroc Summary of Clinigal Efficacy

Summary of Statistical Analysis: Change from Baseline through Week 24 in CD4 Cell Count {cells/ul)

Full Analysis Set - As Treated

Treatment difference

Change from Bageline through Week 24 maravircc - Placebo

Raw Mean Adjusted Mean Estimate
Treatment N (s.e.) Median (8.e.) {s.e,) 55% CI
maraviroc QD 407 108.72 (5.983) B6.00 108.60 (5.345) 5§1.23 {9,158} (33.26. 69.20)
maraviroc BID 418 105.81 (4.886) B8.25 106.34 {5.259) 48,97 {9.114} (31.08, 66.85)
Placebo 206 56.54 (6.710) 30.75 57.3% (7.476)

LOCF hag been uged Lo impute missing values. Blinded therapy values only have been carried forward.

The baseline value used in the calculation of change from baseline is the average of the pre-dcse measurements collected
at the screening visit and baseline visit.

PFIZER CONFIDENTIAL Includes Protecols:A4001027, A4001028. Date of Table Generation: 270CT2006 (C0:37}



Table 13.4.6.1%
Maraviroc Summary of Clinical Efficacy

Sunmary of Statvistical Analysig: Change from Baseline through wWeek 24 in CD4 Cell Count {cells/uL)}
Full Analysis Set - As Treated

Page 2 of 2

Treatment difference

Change from Baseline through Week 24 maraviroc (BID - OB}
Raw Mean Adjusted Mean Estimate
Treatment N (s.e.} Median (8.e.} {s.e.) 5% CI
maraviroc BID 418 105.81 (4.886) B88.25 106.34 {5.259) -2.26 {7,458} (-16.90, 12.38)
maraviroc QD 407 108.72 (5.983) B6.00 108.690 (5.345)

LOCF has been used to impute missing walues. Elinded therapy values only have been carried forward.

The baseline value used in the calculation of change from baseline is the average of the pre-decas measurements collected
at the screening visit and baseline visit.

PFIZER CONFIDENTIAL Ingluded Protocols:A4001027, A4001028, Date of Table Generation: 270CT2006 (00:37)



Table 13.4.6.12 Page 1 of 2
Maravirog Sunmary of Clinical Efficacy

Summary of Statistical Analysis: Change from Baseline through Week 24 in CDB Cell Count {cells/fuL)

Full Analysis Set - As Treated

Treatment difference

Change from Baseline through Week 24 maraviroc - Placebo

Raw Mean Adjusted Mean Estimate
Treatment N {s.e.} Median (s.e.) {s.e.) 95% CI
maraviros OD 407 295.87 (29.020) 211.00 305.51 (25.008) 251.22 (42.861) (167.11, 335.32)
maravirec BID 418 274.08 {22.103) 208.50 278.85 (24.597) 224.56 (42.639) (140.89, 308.23)
Placebo 206 51.67 {29.827} 9.25 54.29 (34.978)

LOCF has been used to impute missing values. Blinded therapy values only have been carried forward,
The basgeline value used in the calculation of change from baseline is the average of the pre-doge meagurements collected
at the acreening visit and baseline visit.

PFIZER CONFIDENTIAL Ingludes Protocols:A4001027, A4001028. Date of Table Generation: 270CTz2006 (90:39)



Table 13.4.6.12 Page z of 2
Maraviroc Summary of Clinical Efficacy

Summary of Statistical Anzlysis: Change from Baseline through Week 24 in CD8 Cell Count {cells/ul)

Full Analygis Set - As Treated

Treatment difference

Change from Baseline tarough Week 24 maravirog (BID - Qi)

Raw Mean Adjusted Mean Estimate
Treatment N {s.e.} Median (s.e.) {s.e.) 95% CI
maraviroe BID 418 274,08 {22,103} 298.50 278.85 (24.597) -26.65 (34.896) (-95.13, 41.82)
maraviroe QD a07 285.87 {29,020} 211.00 305,51 (25.008)

LOCF has been used to impute missing values. Blinded therapy values only have been carxied forward.

The baseline value used in the calculaticn of change from baseline is the average of the pre-doee measurements collected
at the screening visit and baseline visit.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2006 (00:33)



Table 13.4.6.2.1 Page 1 of 1
Maravircc Summary of Clinical EBfficacy

Summary of Statigtigal Analysis: Difference in Proportion of Subjects with HIV-1 RNA <400 coples/mL at Week 24

Full Analysis Set - AsS Treated

pifference in

Comparison* Proportions 95% CI

maraviroc O0 va Placebo 0.28 (0.21,0.35)
maraviroc BID vs Placebo 0.35 (D0.27,0.42)
maraviroc BID vs maraviroc QO 0.06 {-0.01,0.12)

Missing values at Week 24 are defined as responders if they are a responder at both Weeks 20 and 32.

If their Week 20 or 32 value is missing, or they have discontinued prior to Week 32 then they are defined as a non-responder.
* The estimate of the difference in proportions has been adjusted for the randemization strata as described bhelow:

Stratum 1: Screening HIV-1 RNA level: <100,000 copies/mL, Enfuvirtide use: Yes

Stratum 2: Screening HIV-1 RNA level: <100,000 copies/mL, Enfuvirtide use: No

Stratum 3: Screening HIV-1 RNWA level: »=100,000 copies/mL, Enfuvirtide uge: Yes

Stratum 4: Screening HIV-1 RKA level: >=100,000 copies/mL, Enfuvirtide use: No

PFIZER CONFIDENTIAL In¢ludes Protecolg:Ad0010627, R4001928, Date of Table Generation: 270CT2006 (01:15}



Tahle 13.4.6.3.1 Page 1 of 2
Maraviroc Summary of Clinical Efficacy

Bummary of Statistical Analysis: Proportion of Subjects with MIV-I RNA < 400 copies/mL at week 24 (Logistic Regressicn)
Full Analysis Set - As Treated

Odds Ratic for Treatment Difference

Treatment Comparison
maravircec - Placebo

Positive 0dds 95% CI for
Treatment N  Response (%) Ratio Odds Ratio P-value
maravireg QD 414 55,1 3.48 {2.41, 5.04} <0.0001
maravirgg BID 424 £1.0 4.49 {31.,10, &.51) <0.0001
Placebo 208 27.8

Missing values at Week 24 are defined as responders if they are responders at hoth Weeks 20 and 22,

If their Week 20 or 32 value is missing, or they have diacontinued prior to Week 312 then they are defined as a non-responder.
An odds ratio greater than 1 indicates a beneficial response for subjects on test treatment compared to reference treatment.
PFIZER CONFIDENTIAL Includes Protcocols:A4001027, A400102B. Date of Table Generatiom: 270CT2006 (D1:13)



Table 13.4.6.3.1 Page 2 of 2
Maraviroc Summary of Clinical BEficacy

Summary of Statistical Analysis: Proportion of Subjects with HIV-1 RNA < 400 copies/mL at Week 24 {Logistic Regressicn)
Full Analysis Set - As Treated

0ddy Ratio for Treatment Difference

Treatment Comparisen
maravircc {(BID - QD)

Positive Odds 95% CI for
Treatment N Responge (&} Ratio {dds Ratlo P-value
maravirce BID 426 61.0 1.29 (0.97, 1.71} 0.0782
maravirce QD 414 55.1

Misaing values at Week 24 are defined as responders if they are responders at both Weeks 20 and 32,

If their Week 20 or 32 value is missing, or they have discontimued prior to Week 32 then they are defined aa a non-responder,
An odds ratio greater than 1 indicates a beneficial response for subjects on test treatment compared te reference treatment.
PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2006 (01:13)



Table 13.4.6.4.1 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Summary of Statistical Analysis: Difference in Proportion of Subjects with HIV-1 RNA <50 copies/mL at Week 24

Full Analysis Set - As Treated

Difference in

Comparison* Proportions 95% CI

waraviroc QD va Placebo 0.21 (0.14,0.27)
maravirog BID vs Placebeg 0.23 (0.16,0.30)
maraviroc BID vs maraviroc QO 0.02 {-0.05,0.08

Migsing vaiues at Week 24 are defined ag responders if they are a regponder ab bobh Weeks 20 and 32,

If their Week 20 or 32 value 1s missing, or they have discontinued pricr to Week 32 then they are defined as a non-responder.
*# The estimate of the difference in proportions has been adjusted for the randemization strata as described below:

Stratum 1: Screening HIV-1 RRA level: <100,000 copies/mL, Enfuvirtide use: Yes

Stratum 2:; Screening HIV-1 RRA level: <1i00,00¢ copies/mL, Enfuvirtide use: No

Stratum 3: Screening HIV-1l RNA level: »=100,000 copies/mL, Enfuvirtide usge;: Yes

Stratum 4: Screening HIV-1 RWA level: »=100,000 copies/mL, Enfuvirtide use: No

PFIZER CONFIDENTIAL Includes Protocels:Ad001027, A40010248. Date of Table Generation: 270CT2006 {01:16}



Table 13.4.6.5.1 Page 1 of 2
Maraviroc Summary of Clinical Efficacy

Bummary of Btatistical Analysis: Proportion of Subjects with HIV-1 RNA < 50 coples/mL at Week 24 (Logisti¢ Regression)
Full Analysis Set - Rs Treated

0dds Ratio for Treatment Difference

Treatment Comparison
maraviroc - Placebo

Pogitive Cdda 95% CI for
Treatment N  Response (%) Ratioc 0dds Ratio P-value
maravirog oD 414 44,0 2.87 {1.95, 4.22) <0.0001
maraviroc BID 426 45.3 3.02 {2.05, 4.44) <D.0D002
Placebo 203 23.¢

Missing values at Week 24 are defined as responders if they are resporklers at both Weeks 20 and 32.
If their Week 20 or 32 value 1s missing, or they have discontinued prior to Week 32 then they are defined as a non-responder.

An odds ratic greater than 1 indicates a benefigial response for subjects on test treatment compared to reference treatment.
PFIZER CONFIDENTIAL Includes Protocols:;A4001027, A4001028, Date of Table Generation: 270CT2006 (Ol:16}



Table 13.4.6.5.1 Page 2 of 2
Maraviree summary of Clinigal Efficacy

Summary of Statistical Analysis: Proportion of Subjects with HIV-1 BMA < 50 copies/mL at Week 24 (Logistic Regression}
Full Analysis Set - As Treated

0dds Ratio for Treatment Difference

Treatment Comparisen
maraviroc (BID - QD)

Posgitive Qdds 5% CI for
Treatment N Response (&} Ratio Odds Ratio P-value
maraviroc BID 426 45.3 1.05 (0.79, 1.40) 0.7204
maravircc QD 414 4.0

Misaing values at Week 24 are defined as respomdders if they are responders at both Weeks 20 anmd 3z,

If their Week 20 or 32 value is wissging, or they have discontinued prior to Week 32 then they are defined as a non-responder

Anr odds ratio greater than 1 indicates a beneficial response for subjects on test treatment compared tc reference treatment.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2006 (01;:16)



Table 13.4.6.6 Page 1 of 1
Maraviroe Summary of Clinical Efficacy

Summary of Statistical Analysis: Difference in Proportion of Subjects with HIV-1 RNA < 400 copies/mlL or at least 1.0 1ogl0 Decrease from Baseline at Week 24
Full Analysis Set - As Treated :

Difference in

Comparison* Proporticna 95% CI

maraviroc QP vs Placebo 0.30 {0.22,0.38)
maraviroc BID vs Placebo 0.34 {0.26,0.42}
maraviroc BID vg maraviroc QD 0.03 (-0.03,0.10}

Missing values at Week 24 are defined as responders if they are a responder at both Weeks 20 and 32.

If their Heek 20 or 32 valug is missing, or they have discontinued prior to Week 32 then they are defined as a non-responder.
* The estimate of the difference in preporticns has been adjusted for the randoemization strata as described below:

Stratum 1: Screening HIV-1 RNA level: <100,000 copi Enfuvirtide use: Yes

Stratum 2: Screening HIV-1 RNA level: <100,000 copi Enfuvirtide use: No

Stratum 3: Screening HIV-1 RNA level: »=100,000 copies/mb, Enfuvirtide use: Yes

Stratum 4: Screening HIV-1 RNA level: >=100,000 copies/mL, Enfuvirtide use: No

The baseline value used in the calculation of change from baseline is the average of the pre-dese measurements collected

at the screening vigit, randomization vigit and bageline visgit.

PFIZER CONFIDENTIAL Includes Protocols:R4001027, A400102B. Date of Table Generation: 270CT2006 (0Ll:17)




Table 13.4.6.7 Page 1 of 2
Maraviroc Summary of Clinical Efficacy
Summary of Statistical AFnalysis: Proportion of Subjects with HIV-1 RNA < 400 copies/mL

or at least 1.0 logl0 Decrease fxom Baseline at Week 24 (Logistic Regression}
Full Analysis Set - As Treated

Odds Ratic for Treatment Difference

Treatment Comparison
maravirec - Placebo

Positive Odds 95% CI for
Treatwent K  Response (&) Ratio Oddy Ratio P-value
maravircc QD 414 65.7 3.62 (2.55, 5.17} <0.0001
maraviroee BID 425 69.2 4.25 (2,98, &.07} <0.0001
Placebo 209 35.9

Missing values at Week 24 are defined as responders if they are a responder at both Weeks 20 and 32.
If their Week 20 or 32 value is missing, or they have discontinued prior toc Week 32 then they are defined as a non-responder.
An odds ratio greater than 1 indicates a beneficial response for subjects on test treatment compared tec reference treatment.

The baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected
at the screening visit, randomization visit and baseline visit.

PFIZER CONFIDENTIAL Includes Frotocols:A4001027, A4001028. Date of Table Generation: 270CT2006 {01:17)



Table 13.4.6.7
Maraviroc Summary of Clinical Efficacy
Summary of Statistical Analysis: Proportion of Subjects with RIV-1 RNA < 400 copies/mL

or at least 1.0 lcgiQ Decrease from Baseline at Week 24 (Logistic Regreasion)
Full Analysis Set - As Treated

Odds Ratio for Treatment Difference
Treatment Comparison
maravireg (BID - QD)

Positive 0dds 95% CI for
Treatment N  Response (%) Ratio Qdds Ratig P-value
maraviroc BID 428 69.2 1.17 {0.87, 1.57) 0.2885
maraviroc QD 414 65.7

Missing values at Week 24 are defined as responders if they are a wvesponder at both Weeks 20 and 32.

Page Z of 2

If their Week 20 or 32 value is missing, or they have discontinued prior to Week 32 then they are defined as a nen-respender.
An odds ratic greater than 1 indicates a beneficial response for subjects on test treatment compared to reference Lreatment.
The baseline value used in the calculation of change from baseline is the average of the pre-dese measurements collected

at the sereening visit, randemization vigit and baseline visgit.
PFIZER CONFIDENTIAL Includes Protocols:A4001027, A400102E.

Date of Table Generation: 27QCT2006 (0L:17)



Table 13.4.6.8
Maraviroe Summary of Clinigal Efficacy

Summary of Statistical Analysis: Difference in Proportion of Subjects with HIV-1 RNA < 400 coples/mL or at least 0.5 logl0 Decrease from Baseline at Week 24
Full Analysis Set - As Treated

Page 1 of L

Difference in

Comparison* Propoerticns 95% CI

wmaraviroc QD va Placebo .28 {0.20,0.36}
maraviroc BID vs Placebc ¢.30 (0.22,0.38}
maraviroc BID vs maraviroc QD 0.02 (~0.04,0.08}

Missing values at Week 24 are defined as responders if they are a responder at hoth Weeks 20 and 32.

If their Week 20 or 32 value is missing, or they have discontinued prior to Week 32 then they are defined as a nen-reasponder.
* The estimate of the difference in proportions has been adjusted for the randomization atrata as described below:

Stratum 1: Screening HIV-1 RNA level: <100,000 copiesfmL, Enfuvirtide use: Yes

Stratum 2: Screening HIV-1 RNA level: <100,000 copies/mL, Enfuvirtide use: No

Stratum 3: Screening HIV-1 RNA level: >=100,000 copies/mL, Enfuvirtide use: Yes

Stratum 4: Screening HIV-1 RNA level: >=100,000 copies/mL, Enfuvirtide use: Mo

The baseline value used in the calculation of change from baseline is the average of the pre-deose measurements ccllected

at the screening vigit, randomization vigit and baseline wvisgit,

PFIZER CONFIDENTIAL Includes Protocels:A4001027, A4001028. Date of Table Generaticn: 27CCT2406 (01:18)



Table 13.4.6.9 Page 1 of 2
Maraviree Summary of Clinical Efficacy

Summary of Statistical Analysia: Proporticn of Subjects with HIV-1 RNA < 400 copies/mL

or at least 0.5 loglD Decrease from Baseline at wWeek 24 (Logistic Regressicn)

Full Analysis Set - As Treated

Odds Ratio for Treatment Difference
Treatment Comparison
maraviroc - Placebo

Pogitive Qdds 85% CI for
Treatment N  Response (¥} Ratio Ccdds Ratio P-value
maraviroc QD 414 69.3 3.34 (2.35, 4.,74) <{.0001
maraviroc BID 426 71.1 3.62 (2.55, 5.14) <0.0001
Placebo 209 41.6

Miseing values at Week 24 are defined as responders if they are a responder at both Weeks 20 and 32.

If their Week 20 or 32 value is missing, or they have discontinued pricr to Week 32 then they are defined as a non-responder.
An odds ratio greater than 1 indicates a beneficial response for subjects on test treatment compared to reference treatment,
The bageline value used in the caleulation of change from baseline is the average of the pre-dogse measurements ¢ollected

at the screening visit, randomization visit and baseline visit.

PFIZER CONFIDENTIAL Includes Protocols:Ad4001027, A4001028. Date of Table Generation: 270CT2006 {01:19)



Table 13.4.6.9

Maraviroc Summary of Clinical Efficacy

Summary of Statiatical Analysis: Proportion of Subjects with HIV-1 RNA < 400 copies/mL
or at least 0.5 logl0 Decrease from Baseline at Week 24 {Logistic Regression}

Full Analysis Set - As Treated

Page 2 of 2

0dds Ratie for Treatment Difference
Treatment Compariscn
maraviroec (BID - QD)

Positive Odds 85% CI for
Treatment N Response (&} Ratio Odds Ratio P-value
maravircc BID 426 71.4 1.08 {0.80, 1.46) ¢.5538
maraviroc QD 414 69.3

Migging values at Week 24 are defined as responders if they are a responder at both Weeks 20 and 32.

If their Week 20 or 32 value is missing, or they have discontinued prior to Week 32 then they are defined as a non-responder,
An odds ratio greater than 1 indicates a beneficial response for subjects on test treatment compared to reference treatment.
The baseline value used in the caleculation of change from baseline is tha average of the pre-dogse measurements collected

at the screening visit, randomization visit angd baseline visit.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2008 {01:19)



Table 13.4.%.1.1 Page 1L of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Bageline in HIV-1 RNA (logi0 copies/ml) at Week 24 by HIV-1 RNA at Screening

Fuil Analysis Set - As Treated

maravirec QD maraviroe BIR Placebo
(N=414) * {H=426) * (N=209) *
Total Population e+ 408 419 207
Mean (s.d.) -2.092 (1.2717} -2.158 {1.2787) -1.160 {1,2932)
Median (Min, Max) ~2.385 (-4.482, 2.039) -2.468 (-4.547, 1,317} -0.614 {-4.148, 0.565)
<100,000 copies/mL  N*+ 228 243 123
Mean (s.d.) -2.067 {1.0949) -2.129 {1.066¢) -1.247 {1.2058)
Median (Min, Max) -2,385 (-3.597, 2.039) -2.442 {-3.513, 0.,780) -0.688 {-3.428, D.965)
»=100,000 copies/mL N+* 170 176 84
Mean (s.d.) -2.127 {1.4871}) -2.1587 {1.5263) -1.032 {1.3011)
HMedian (Min, Max) -2.394 (-4.482, 0.822) -2.797 (-4.547, 1.317) -0.395 {-4.148, 0.6139)

* Thig is the nmumber of subjects in the treatment group in the indicated population.

** This is the number of subjects contributing to the summary statistics.

LOCF has been used to impute missing walues. Blinded therapy wvalues only have been carried forward.

The baseline value used in the calculation of change from baseline is the average of the pre-dcse measurements collected
at the screening visit, randomization visit and baseline vigit,

PFIZER CONFIDENTIAL Includes Protcocols:A4001027, A4001028. Date of Table Generation: 270CT2006 (00:35)



Table 13.4,9.1,2 Page 1 of 1
Maravizroe Suvomary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in HIV-1 RNA (logl0 copies/mi) at Week 24 by Enfuvirtide Usage in QBT
Full Analysis Set - As Treatad

maravirce QD maraviros BID Placebo
(N=424) ¢ (N=426) * (N=209) +
Total Population KN*+ 408 419 207
Mean (s.d.) -2.092 {1,2717) -%.158 (1.2787) -1,160 {1.2932)
Median (Min, Max) -2.385 {-4.492, 2.039) -2.468 (-4.547, 1.317) -0.614 {-4.14B, 0.985
Yes N+ 165 1g0 50
Mean (g.4.) -2.136 (1.2838) -2.228 (1.3305) -1.155 {1.2754)
Median (Min, Max) -2.405 {-4.492, 1.0B0) -2.587 (-4.547, 1.317) -¢.744 {-3.8650, 0.965}
Ko N+ 243 239 117
Mean (s.d.) ~-2.062 {1.2653) -2.105 (1.2384) -1.164 {1.3122)
Median (Min, Max) -2.382 (-4.428, 2.039) -2.453 (-4.407, 1.200) -C.558 {-4.148, 0.619)

* This is the number of subjects in the treatment group in the indicated population.

*+ Thig ig the number of subjects contributing to the Summary scatcigcics.

LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.

The baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected
at the screening visit, randomization wvisit and baseline visit,

PFIZER CCNFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2006 (00:55)



Table 13.4.9.1.3 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in HIV-1 RNA {logl® copies/mL) at Week 24 by CD4 Cell Count at Basgline

Full Analysis Set - As Treated

maraviroe QD mazavixe¢ BID Placebo
{M=4a14) * (N=426)* (N=209) *

Total Populatiocn Nw» 408 419 207

Mean {s.d.} -2.082 (1.2717) -2.158 (1.2787) -1.160 (1.2932)

Median {Min, Max) -2.3B5 (-4.4%2, 2.039) -2.468 (-4.547, 1.317) -0.614 (-4,148, 9,%65)
<50 cells/uL Nes 85 85 37

Mean (s.d.) -1.311 (1.44585) -1.351 (1.6320) -0.632 (0.9581)

Median {Min, Max) -0.734 (-4.4%2, 0.505) ~0.632 (-4.407, 1,317 -0.309 {-3.510, 0.483)
5C-100 cellsful. Ne* 51 55 25

Mean (s.d,} -2,181 (1.3058) -2.258 (1.3562) -0.943 (1.2855)

Median {Min, Max) -2.599 [-3.872, 0.822) -2.645 (-4.547, 0.021) -0.396 (-3.588, 0.472)
101-200 cella/ul. N+ 93 104 56

Mean {8.G.} -2.229 (1.1455) -2.360 (1.0688) -1.157 {1.4312)

Median (Min, Max) -2,540 (-4,428, 0.450) -2.613 (-4.504, 0.532) -0.474 (-4.,148, D.963)
201-350 cellg/ul, N** 114 116 62

Mean {s.4.} -2.400 (1.0%87) -2.336 {1.0164) -1.439 (1.3153)

Medlan {Min, Max} -2.582 (-4.303, 2.039) -2.571 {-3.871, 0.502) -1.014 {-3.665, 0.641)
>350 cells/ful R+ 62 59 26

Mean (s.4.} -2.290 (1.05%0) -2.520 (0.8946) -1.397 (1.1509)

Median (Min, Max) -2.465 (-3.834, 1.080) -2.620 (-4.068, 0.647) -1.306 (-3.519, 0.300)
Missing Ke= 1 0 1

Mean (s.d.} -3.156 (.} -2.B17 {.)

Median (Min, Max) -3.156 (-3.156, -3.156) -2.817 (-2.817, -2.817)

* Thig igs the number of subjects in the treatwent group in the indicated population.

++ This is the number of subjects contributing to the summary statistics.

LOCF has been used to impute missing valuesa. Blinded therapy values only have been carried forward,

The haseline value used in the calculation of change from baseline in HIV-1 RHA ig the average of the pre-dose measurements collected

at the screening visit, randomization visit and baseline wisit.

The haseline CD4 Cell Count value is calculated as the average of the pre-dose measurements collected at the screening visit and baseline visit.
PFIZER CONFIDENMTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 27QCT2006 (00:52)



Table 13.4.9.1.4 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Bageline in HIV-1 RNA (lcgl copies/mL) at Week 24 by Age in Years

Full Analysis Set - As Treated

maraviroc QD maraviroc BID Placebo
{N=414)* (N=428) * {N=209} *
Total Population Nwrx 408 419 207
Mean (s.d.} -2.092 {1.2717) -2.158 (1.2787} =1.160 (1.2932)
Median {Min, Max) -2.385 (-4.482, 2.039) -2.468 (-4.547, 1.317) -0,614 (-4,148, 0.%65)
<45 N * 202 153 98
Mean {s.d.} -2.066 (1.3302) ~1.937 (1.3646} -1.250 (1.3745)
Median {Min, Max} -2,235 (-4,428, 2.039) -2.314 (-4.410, 1.317) -0.583 (-3.588, 0.965)
45 to 64 Nes 196 221 108
Mean {s.d.} -2.105 (1.2338) ~-2.351 (1.1745) -1,088 (1,2252)
Median (Min, Max) -2,442 (-4,4%2, 0.822) -2.719 (-4.547, 1.200) -0.619 (-4.148, 0.641)
»=65 e+ 10 5 3
Mean {s.d.} -2.372 (0.7302) -2.118 (1.0968} «0.753 (0.9500})
Median (Min, Max} -2.547 (-3.342, -0.799) -2.557 [-3.188, -0.332) -0.538 (-1.770, 0.111)

* Thig is the number of subjects in the treatment group in the indicated population.

++* This is the number of subjects contributing to the summary statistics.

LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.

The baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected
at the sereening visit, randomization visit and baseline vigit,

PFIZER CONFIDENTIAL Includes Protccols:A4001027, A4001028. Date of Table Generation: 270CT2006 (CD:49)



Table 13.4.9.1.5

Maraviroe Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in HIV-1 RNA (logl0 copies/mL} at Week 24 by Sex
Full RAnalysis Set - As Treated

Page 1 of 1

maraviroc QD maraviroc BID Placebo
(N=414) * (N=426) * (N=2085) *
Total Population R** 408 419 207
Mean (s.d.) -2.092 (1.2717) »2.158 (1.2787) -1.160 (1.2932)
Madian (Min, Max) -2,385 (-4.492, 2.039) -2.468 (-4.547, 1.317) -0.614 (-4.148, 0.965}
MALE N+ 357 376 194
Mean (s.d.} -2.051 (1.2758) ~2.144 (1.2755) -1.118 {1.2813)
Median (Min, Max) -2,351 (-4,492, 2,039) -2.454 (-4.547, 1.200) -0.549 (-4.148, 0.641}
FEMALE W 51 43 23
Mean (3.d.) -2.378 (2.2160) -2.282 (1.3152) -1.493 (1.3688)
Median (Min, Max) -2.634 (-4.231, 0.295) -2,71% (-3.8%0, 1.317) -1.666 (-3.51%, 0.965)

* Thig is the number of subjects in the treatment group In the indicated population,
*r Thig is8 the number of subjects contributing to the summary statistics.
LOCF has been used to impute misaing values. Blinded therapy values only have baen carried forward.

The baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected

at thae screening visit, randomization vigit and baseline wigit,

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 27QCT2006 (00:53)



Table 13.4.3.1.5 Page 1 of 1
Maraviroc Summary of Clinical Efficacy
Subgroup Analyges: Summary of Change from Bageline in HIV-1 RNA (logl0 copies/mL) at Week 24 by Race
Full Analysis Set - As Treated
maravirocc QD maravircc BID Placebo
(R=414)* (N=g26) * (N=203) *
Total Population N** 4908 419 207
Mean (s.d.) -2.092 {1.2717} -2.158 {1.2787) -1,160 (1,2932)
Median (Min, Max) -2.385 {(-4.492, 2,039) -2.468 (-4.547, 1.317) -¢.614 (-4.148, 0.965}
WHITE N+ 333 357 178
Mean (s.d.) -2.137 {1.2487) -2.212 (1.2858) -1.132 (1.2831)
Median (Min, Max) -2,437 {-4,492, 1.080) -2,571 {-4.547, 1.317) -0.537 (-4.148, 0.965}
BLACK N+* &7 50 25
Mean (s.d.) -1.799 {1.3730} =1.704 {1.19239) -1.515 (1.3766}
Median (Min, Max) -2.170 {-4.231, 2.0338) -1.858 {-3.890, 0.532) -0.801 (-3.51%, 0.512}
ASIEN W * 3 5 1
HMean (s.d.) -2.424 {0.45%9} -2.729% {0.6660) 0.101 (.)
Median (Min, Max) -2.271 {-2.938, -2.062} -2.972 {-3.485, -1.821) 0.101 (0.101, 0.101)
OTHER N¥* 4 7 3
Mean (s.d.) -2.690 {1.4337} -2.227 {1.3159) -0.261 (0.3966}
Median (Min, Max) -2.886 {-4.224, -0.763) -2.842 {-3.389, -0.292) -0.131 (-¢.706, 0.055)
Missing N+ 1 o 0
Mean (s.d.) «3.266 (.)
Median (Min, Max) -3.266 (-3,266, -3.266)

* This is the number of subjects in the treatment group in the indicated population.
*+ Thig is the number of subjacts contributing to the summary statistica.
LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.
The baseline value used in the calculation of change from baseline is the average of the pre-dose measurementa collected
at the screening visit, randomization visit and baseline wvisit.
Includes Protocols:A4001027, A40CLO28.

PFIZER CONFIDENTIAL

Date of Table Generatiom:

270CT2006

{01:27}



Table 13.4.9.1.7 Page 1 of 1
Maravirec Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in HIV-1 RNA {(logld copies/mL) at Week 24 by Overall Susceptibility Score at Screening
Full Analysis Set - As Treated

maravirec QD maraviroc BID Placebo
(N=414) * {N=426)* {N=209}*

Tetal Population HNie# 408 41% 207

Mean (s.d.) -2.082 {1.2717} -2.158 (1.2787) ~1.160 (1.2932)

Median (Min, Max) -2.385 {-4.452, 2.038) -2,468 (-4.547, 1,317) ~-0.614 (-4.148, 0.965)
0 N 51 56 35

Mean (s.d.) -1.280 {1.0347} =1.372 (1.3075) -0.166 (0.6943)

HMedian (Min, Max) -0.%89 {-3.3395, 0.080) - =1.057 (-3.524, 1.317} -0.045 (-2.817, 0.641)
1 New 130 134 44

Mean (a.d.) -1.B74 {1.2148} -1.951 (1.3213} -0.507 (0.8520)

Median (Min, Max) -2,124 {-3.907, 1.080) -2,325 (-4.504, 0.780) -0.272 (-3.428, 0.512)
2 N [:1:] 104 55

Mean (s5.d.) -2.115 {1.3602} -2.331 (1.0038) -1.023 (1.0798)

Median (Min, Max) -2.411 {-4.255, 2.03§) -2.580 (-4.547, -0.030) -0.629 (-3.181, 0,%65%)
=3 N+ 132 121 64

Mean (s.d.) -2.584 {1.1457) -2.592 (1.2295) -2,307 (1,1398)

Median {(Min, Max) -2.954 {-4.482, 0.822) -2,907 (-4.410, 1.200) -2.641 (-4.148, 0.442)
Migsging Hx# 7 4 5

Mear (a.d.) -2.315 (1.1563} -2.442 (1.3488) -0.785 (1.1301)

Median {Min, Max) -2.336 {-3.705, -0.042} -2.823 (-3.579, -0.544) -0.521 (-2.67%, 0.341)

* This is the number of subjects in the treatment group in the indicated population.

*+ Thig ia the punber of subijects contributing to the summary statistics.

LOCF has been used to impute missing values. Blinded therapy values only have been carried forwaxrd.

The basaline value used in the calculation of change from bapgeline is the average of the pre-dose measurements collected
at the sereening visit, randemization visit and baseline wvisit.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2006 {01:31)




Table 13.4.9.1.8 Page 1 of 1
Maraviroe Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in HIV-1 RNA {logl0 copies/mL} at Week 24 by CCRS Delta3z Genotype

Full Analysis Set - As Treated

maraviroe QD maraviroc BID Placebo
(N=414) = [N=426) * {N=200} *
Total Population N+* 408 419 207
Mean (s.d.) -2.052 {1.2717} -2.158 (1.2787) ~1.160 (1.2922)
Median (Min, Max) -2.385 {-4.452, 2.033) -2,468 (-4,547, 1.317) -0.614 (-4.148, 0.965)
WT/WT N** 351 368 174
Mean (s.d.) -2.090 {1.2864) -2.155 (1.2734) -1.171 {1.2847)
Median (Min, Max) -2.388 {-4.452, 2.038) -2.472 (-4.547, 1.317} -0.639 (-3.665, 0.965)
Deletion/WT N** 3z 27 16
Mean (@.d.) -2.206 {1.0315} -2.491 (1.0492} -1.352 (1.5943)
Median (Min, Max) -2,267 {-4.285, 0.080) -2.738 (-3.956, -0.279) -0.348 (-4.148, 0.111)
Misaing Nx+ 25 24 17
Mean (s.d.) -1.273 {1.3734) -1.830 (1,4523) -0.868 (1.0837)
Median {(Min, Max) -2.509 {-3,907, 0.224) -2,101 (-4.504, 0.313) -0.437 (-3.109, 0.341)

* Thig is the number of subjectsz in the treatment group in the indicated population.

** Thig is the number of subjects contributing to the summary statistica.

LOCF has been used tc impute missing valuas. Blinded therapy values only have been carried forwaxd.

The bageline value used in the calculation of change from kaseline is the average of the pre-dose measurementa collected
at the screening visit, randomization visit and baseline visit.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028, Date of Table Generation: 270CT2006 {01:29)



Table 13.4.5.1.% N Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgrcup Analyses: Summary of Change from Baseline in HIV-1 RNA (logl0 copies/mL) at Week 24 by Inferred Promoter Haplotype

Full Analysis Set - As Treated

maraviroc QD maraviroc BID Placebo
(N=414) * (N=426) * {(N=209) *

Total Population N+ 408 413 207

Mean (3.d.) -2,092 {1,2717) -2.158 {1.2787) -1.160 (1.2932}

Median (Min, Max) -2.395 (-4.492, 2.039) -2.468 {-4.547, 1.317) -0.614 (-4.148, 0.965)
Pl N+ 182 186 98

Mean (s.d.) -2.154 (1.2383) -2.216 {1.1972) ~1.309 (1.3985)

Median (Min, Max) -2.383 (-4.428, 2.039) -2.476 {-4.410, 0.647) -0.661 (-4.148, 0.571)
P4 N 53 58 22

Mean (g.d.} -2,047 (1.3873) -2.305 {1.2820) -1.184 (1.2972)

Median (Min, Max) -2.202 (-4.432, 0.822) -2.515 {-4.407, 0.330) -0.807 (-3.545, 0.337)
P1/P4 N+ 127 141 . 65

Mezan (5.d.) -2.051 {(1.2704} +2.119 (1.3400) -1.042 (1.,19567)

Median (Min, Max) -2.351 (-4,303, 0.450) -2,555 (-4.547, 1.317} -0.537 {-3.358, 0.965)
Other N+ 11 10 5

Hean (8.d.) -1.965 (1.2277) -1.552 (1.3499} -0.639 {0.8447)

Wedian (Min, Max) ~2.481 {-3.762, -0.187)} -1,295 [-3.761, -0.051) -0.3%6 {-1.479, 0.512)
Migaing H#* 25 24 17

Mean (s.d.) -1.973 {1.3734) -1.830 (1.4523} -0.868 {1.0837)

Median (Min, Max) -2,509 {-3.907, 0.224) -2,101 (-4.504, 0.313) -0.437 {-3.108, 0.341)

* This is the number of subjects in the treatment group in the indicated population.

*# Thig is the number of subjects contributing to the summary statistica.

LOCF has been used to impute missing values, Blinded therapy values only have heen carried forwarg.

The baseline value used in the galculation of change from baseline is the average of the pre-dose measurements collected
at the screening visit, randeomizaticn visit and baseline vigit,

PFIZER CUNFIDENTIAL Includes Protocols:R4001027, A4001028. Date of Table Generaticn: 270CT2005 (01:34)



Table 13.4.5.1.11 Page 1 of 1
Maraviroe Summary of Clinigal Efficacy

Subgroup Analyses: Summary of Change from Baseline inm HIV-1 RNA (loglD copies/mL] at Week 24 by Protease Inhibitor and/or Delavirdine Usage in OBT
Full Analysis Set - As Treated

maraviroc QD maraviroc BID Placebo
(R=414) * (M=426} * (N=208) *
Total Population N#+ 408 419 207
Mean (s.d.} -2.0982 (1.2717) -2.158 {(1.2787) -1.160 (1.2932)
Median (Min, Max) -2,385 (-4,492, 2,039) -2,468 {-4.547, 1.317) -D.614 (-4.148, 0.965)
Yes H** 31s 323 149
Mean (s.d.} -2.10¢ (1.3006) -2.162 {1.2%29) -1.191 (1.2976)
Median (Min, Max) -2,419 (-4,428, 2,039) -2.476 {-4.547, 1.317) -0.649 (-4.148, 0.619})
No R+ §2 Eld 38
Mean (s.d.) -2.065 (1.1735) ~2.11B {1.2313) -1.021 (1.3264}
Median (Min, Max) -2,327 (-4,492, 0.822) -2.452 (-3.793, 0.780) -0.463 (-3.650, 0.955)

+ Thig is the nember of subjecta in the treatment group in the indicated population.

*+ Thig is the number of subjects contributing to the summary statistics.

LOCF has been used to impute miasing values. Blinded therapy wvalues only have been carried forward.

The baseline value used in the calculation of change from baseline is the average of the pre-dcae measurements gellected
at the screening visit, randomization visit and baseline visit.

Subjects using tipranavir are included under the No group.

PFIZER CONFIDENTIAL Includea Proteocols:A4002027, A4001028, Date of Table Generation: 270CT2006 (01:39)




Table 13.4,9.1,15

Maraviroc Summary of Clinical Efficacy
Subgroup Analyses: Summary of Change from Baseline in HIV-1 RNA {logl0 copies/mL} at Week 24 by Virus Subtype(B, Non B or not Determined)
Full Analysis Set - As Treated

Page 1 of 1

maraviroc QD maraviroc BID Placebo
{N=414} * (N=426) * (R=203) ~
Total Population H*+ 408 419 207

-2.092 (1.2717)
-2.3B5 (-4.492, 2.039}

-2.158 (1.2787)
-2.468 (-4.547, 1.317)

Mean {s.d.}
Median {Min, Max}

-1.160 {1,2832)
-(.614 {-4.148, 0.965)

B N 385 . 400 157
Mean {(s.d.) -2.081 (1.2770) -2.154 (1.2805})
Median {Min, Max} ~2.388 (-4.492, 2.039} -2,467 (-4,547, 1,31

-1.17¢ (1.2938)
-0.629 {-4.148, 0.965}

Non B Ne+ 18 15 7
Mean {g.d.) -2.264 (1.30¢13) -2.305 (1.2132; -1.279 {1.4688)
Median {Min, Max} -2.268 (-4.231, 0.259} -2.557 (-3.85%0, -0.218B) ~0.346 {-3.398, 0.218)
Undetermined H** 4 4 3
Mean {s.d.} -2.318 (0.48853) -1.999 (1.6545)} -0,181 {D,4585)
Median {Min, Max} -2,240 (-2.%74, -1.81%9) -2.554 (-3.199, D0.313) -0.361 {-0.521, 0.341)

* This is the number of subjects in the treatment grcup in the indicated population.

+* This is the number of subjects contributing toc the summary statistics.

LOCF has been used to imputae missing values. Blinded therapy wvalues only have been carried forward,

The bageline value used in the calculaticn of change from baseline is the average of the pre-dose measurements collected
at the scregening visit, randomization visit and baseline visit.
PFIZER CONFIDENTIAL Includes Protoccls:A4001027, A4001028.

Date of Table Generation: 270CT2006 (0l:43)



Table 13.4.9.2.1 Page 1 of L
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Percentage of Subjects with HIV-1 RMA < 400 copies/mL at Week 24 by HIV-1 RNA at Screening
Full Analysis Set - As Treated

Treatment N+ n  Percentage {%)
Total Populaticn maraviroc (D {N=414)+% 408 248 60.78
maraviroc BID (N=426}* 419 273 65.16
Placebo (N=209)+* 207 63 30.42
<100, 000 copies/mL maravirec QD {N=4ld)+* 238 17z 72.27
maravirec BID (N=426}* 243 182 74.90
Placebo (N=209)+* 123 50 40.65
>=2100, 000 copies/mh maraviroe QD {N=414)* 170 i3 44,71
maravirec BID (N=426}* 176 21 51.70
Placebo (N=209)* 84 13 15.48

* This is the number of subjects in the treatment group in the indicated population.

*+ For each subgroup, this is the number of gubjects with a post baseline chservation used to calculate the percentage.
LQCF has been usged to impute missing valueg. Blinded therapy values only have been carried forward.

PFIZER CONFIDENTIAL Includes Protoceld:Ad001027, A4001028, Date of Takle Generation: 270CT2006 {00:43}



Table 13.4.39.2.2 Page 1 of 1
Maraviroc Summary of Clinieal Efficacy

Subgroup Analyses: Percentage of Subjects with HIV-1 RNA < 400 copies/mL at Week 24 by Enfuvirtide Usage in OBT
Full Analysis Set - As Treated

Treatment New n Percentage (%}

Total Population maraviroc QO (N=414}* 408 248 60.78
maraviroc BID {N=426)* 419 273 65.16
Placebc (K=209)* 207 63 30.43

Yea maraviroc QO (N=4ld}+ 165 97 £8.79
maraviroc BID {N=426)* 180 117 65.00C
Placebe (N=209)* 30 26 28.89

Ne maraviroc QD (N=gla}» 243 151 62.14
maraviroc BID (R=426)+% 239 156 65.27
Placebo {R=209)* 117 37 3l1.62

* This is the number of subjects in the treatment group in the indicated populaticn.

*+* Por aach subgroup, this is the number of subjects with a post baseline observation used to calculate the percentage.
LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.

PFIZER CONFIDENTIAL Includes Protocols:R4001027, A4001028. Date of Table Generation: 270CTZ006 (00:44)



Table 13.4.9.2.3 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Percentage of Subjects with HIV-1 RNA <« 400 coples/mL at Week 24 by Overall Sugceptibility Score
Full Anslysis Set - As Treated

Treatment Lk n  Percentage (%)
Total Population maraviroc QD [N=414)+* 408 z48 60.78
maravirpe BID (N=426)* 419 273 65.16
Placebo (N=209}* 207 63 30.43
0 maraviroc QD (N=414)+* 31 13 25.49
maravirog BID (Ned26)* 56 23 41,07
Placebo (N=209)* a5 2 5.71
1 maraviroc QD (N=d414}* 130 T4 56.92
maraviroc BID {N=426)* 134 77 57.46
Placebc (N=209)* 14 s 11.36
2 maraviroc QD (N=414}+* a8 55 62.50C
maraviroc BID (N=426)* 104 75 72.12
Placeba (N=209)~ 59 14 23.73
»>nd maraviroc QD (N=414}* 132 102 17.27
maravirog RID (N=426)* 121 $3 78.51
Plagebc (N=209)* 64 41 €4.06
Miasing maraviroc QD (N=414}* 7 4 5%.14
maraviroc BID (N=426)* 4 3 75.00
Placebo {(N=209)+* 5 1 20.00

* This is the number of subjects in the treatment group in the indicated populaticn.

*+ For each subgroup, this is the number of subjects with a post baseline observation used to calculate the percentage.
LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.

DFIZER CONFIDENTIAL Includes Protocols:R4001027, A4001028. Date of Table Generation: 270CT2006 (00:45)



Table 13.4.9.3.1 Page 1 of 1
Maraviroe Summary of Clinigal Efficacy

Subgroup Analyses: Percentage of Subjects with HIV-1 RNA < 50 coples/mL at Week 24 by HIV-1 RNA at Screening
Full Analysis Set - As Treated

Treatment Nrx n Percentage (&}
Total Population maraviroc QD (N=414}* 408 154 47.55
maraviroc BID {N=426)* 419 201 47.97
Placebo (N=209)* 207 51 24.64
<100,00¢ coples/mlL maraviroc QD (N=4la}* 238 146 €61.34
maraviroc BID (N=426)* 242 140 57.61
Placebo (N=209)* 123 42 34.15
»>=100,000 coples/mL maraviroc QD (N=d414}* 170 ag 8,24
maraviro¢ BID (N«=426)* 176 61 34.65
Placebc (N=209)* 84 9 10.71

* Thig is the number of subjects in the treatment group in the indicated population.

** For each subgroup, this is the number of subjects with a post baseline ohservation used to calculate the percentage.
LOCF has been uged to impute missing values, Blinded therapy values only have been carried forward.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001024. Date of Table Generation: 270CT2006 (00:46)



Table 12.4,9,3.2 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Percentage of Subjects with HIV-1 RNR < 50 copies/mL at Week 24 by Enfuvirtide Usage in QBT
Full Analysis Set - As Treated

Treatment H** n  Percentage {%)

Total Population maraviroc QD (N=414)+ 408 194 47.55
maraviroc BID (N=426)* 41% 201 47.87
Placebo (N=209)* 207 51 24.64

Yes maraviroe QD (N=414)* 165 81 48.09
maraviroc BID (N=426)* 160 62 45.56
Flacebo {N=203}* ] 23 25.56

No maraviroc QD (N=414)* 243 113 46,50
maravizros BID (Na426)+ 23% 119 498.79
Placeko (N=209}* 117 28 23.83

* This is the number of subjects in the treatment group in the indicated population.

** For each subgroup, this is the number of subjects with a post baseline observation used to calculate the percentage.
LOCF has been used to impute missing values. Blinded therapy values only have been carried forward,

PFIZER CONFIDENTIAL Inciudes Protocols:A4001027, A4001028. Date of Table Generaticn: 270CT2006 (00:47)



Table 13.4.59.3.3 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Percentage of Subjects with HIV-1 RNA < 50 coples/mL at Week 24 by Qverall Susceptibility Score
Full Analysis Set - As Treated

Treatment New n  Percentage (%}
Total Population maraviroc Q0 (N=414}+ 408 154 47,55
maraviroc BID {N=426)* 419 201 47.97
Placebc {(N=209)* 2907 51 24.64
0 maraviroc QD (N=4l4}* 51 9 17.65
maraviroc BID {N=425)* 56 16 28.57
Placebo (N=209)* 35 1 2.86
1 maraviroc QD (N=414}* 130 56 43.08
maraviroc BID {N=426)* 134 58 43.28
Placebe (N=203) * 44 4 9.0%
2 maravirog QD (N=414}* a8 46 52.27
maraviroc BID (N=426)* 104 55 52.88
Placebo (N=209)* 59 11 18.64
»=l maraviroc QD (N=41l4)* 132 Bl £€1.,36
maraviroc BID {N=426)* 121 TG 57.85
Placebe (N=209)* 64 35 54.69
Missing maraviroc QD (N=414}* 7 2 28,57
maraviroe BID (N=42§)* 4 2 50.00
Placebe (N=209)~ 5 o 0.00

* This i3 the number of subjects in the treatment group in the indicated population.

** For each subgroup, this is the number of subjects with a post baseline ohservation used to calculate the percentage.
LOCF has been used to impute migsing values, Blinded therapy values only have been carried forward.

PFIZER CONFIDENTIAL Includes Protocels:A4001027, A4001028. Date of Table Generation: 270CT2006 (00:48)



Table 13.4.9.4.2 rage 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in CD4 Cell Counts (cellful) at Week 24 Ly HIV-1 RNA at Screening

Full Analysisg Set - Ag Treated

maraviroc QD maraviroc BID Placebo
{N=414}* (N=426) * (N=209) *
Total Population N+ 407 418 206
Mean {s.d.} 108.72 (120.694) 105.81 (93,898} 56.54 (96.36G2)
Median {Min, Max} 86,00 (-263,50, 834,50} B8.25 (-277.00, 561.00) 30.75 (-30L.00, 452.50)
<100,000 copies/mL Nw* 228 242 122
Mean {s.d.) 94 .82 (105.954) 59.76 (99.751} 58.62 (100.214)
Median {Min, Max} 74.25 (-18%3.00, 585,00} 88.25 (-277.00, 536.50) 34.25 (-184.50, 452.50)
>=100,000 copies/ml, Nw=» 169 176 84
Mean {s.d.} 128.29 (136.777) 114.12 (99.785} 53.52 (8D.B2§)
Median (Min, Max} 106.50 ({-263.50, 834.50} B9.0¢ (-93.50, 561.00) 19.25 (-301.00, 298.50)

* This is the number of subjects in the treatwent group in the indicated population.

*+ Thig ig the number of subjects contributing to the summary statistics.

LOCF has been used to impute missing values. Blinded therapy values only have been carried forward,

The baseline value used in the galculation of change fxom baseline is the average of the pre-dose measurements collected
at the sereening vigit and baseline vigit.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A400102B. Date of Table Generaticn: 270CT2006 (01:35)



Table 13.4.%.4.2 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in €D4 Cell Counts (cell/ful) at Week 24 by Enfuvirtide Usage in OBT

Full Analysis Set - A8 Treated

maraviroc QD maraviroe BID Placebo
(N=414) * (N=426} * (N=209) *
Total Population N** 407 418 206
Mean (s.d.)} 108.72 (120.6%4} 105.81 {99.898) 56.54 (96.302}
Median [(Min, Max) 86.0¢ (-263.50, 834,50} 88.25 {-277.00, S61.00} 30.75 (-301.00, 452.50}
Yes N+ 165 180 8%
Mean (s.d.) 101.62 (106,456} 111,42 {(190.776) 53.25 (78.351)
Median [(Min, Max) 84.50 (-263.50, 58B.00} 85.25 {-131.00, S61.0G) 31.50 (~1B4.50, 264.50}
No Ne* 242 238 1:7
Mean {s.d.} 113.56 (129.500} 101.57 {95.231) 59,05 (108.249)
Mgdian (Min, Max) B6.50 (-193.00, 834,50} 92.50 {-277.00, 536.50} 29.50 (-301.00, 452.50}

* This is the number of subjects in the treatment group in the indicated population.

*+ This is the number of subjects contributing to the summary statistics.

LOCF has been used to impute missing values. Blinded therapy values only have baen carried forward.

The baseline value used in the calculation of change from baseline ia the average of the pre-dose measurements collected
at the screening visit and baseline wvisit,

FFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT200& (0l:45)



Table 13.5.1 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Virelogy Analysis: Summary of Genotypic, Phenotypic and Overall Susceptibility Scores at Screening

Full Analysis Set - As Treated

maravireec QD maravircc BID Placebo
Susceptibility {N=414)* (N=426) * (N=209) *
Scores (%) (%) (%)
Ganotypie o . 91 (22.0) 102 {23.9]) 51 (24.4}
1 146 (35.3) 138 (32.4} 53 (25.4)
2 63 (15.2) 80 (18,8} 41 (13.8})
w3 108 (26.3) 104 (24.4} 59 (28.2}
N*v 103 424 204
Median 1.0 1.0 i.90
Mean 1,4 1.6 1.7
Migging 5 2 5
Phenotypic a 45 (10.9) 50 {11.7} 28 (13.9)
1 116 (28.0) 115 {27.0} 38 (18.2)
2 93 (22.5) 107 (25.2) 58 (27.8)
»=3 154 (37.2) 150 (35.2} 79 (37.8)
N+ 408 422 204
Median 2.0 2.0 2.0
Mean 2.0 2.0 2.1
Miseing § 4 5
Overall a 52 {12.6) 57 (13.4) 35 (16.7}
1 133 (32.1) 136 (31.9) 44 (21.1)
2 88 (21.3) 104 (24.4) 59 (28.2)
»=3 134 (32.4) 125 (29.3} 66 (31.6)
Haw 407 422 : 204
Median 2.0 2.0 2.9
Mean 1.3 1.8 1.3
Missing 7 4 5

* This is the number of subjects in the treatment group in the indicated population.
** This is the number of subjects contributing to the summary statistics.
PFIZER CONFIDENTIAL Includes Protogels:Ad4001027, A4001028. Date of Table Generation: 15NOV2006 (07:06)



Table 13.5.4.2

Maraviroc Summary of Clinical Efficacy

Virology Analysis: Shift Table of Troplsm between Baseline and Time of Treatment Failure, Overall and by Treatment
Full Analysis Set - As Treated

Page 1 of 4

Treatment Group: All Subjects (N=242}

RS X4 Dual Mixed HR/NP BLQ Missing
Baseline Tropism Status
R5 115 {47.52%) 15 {6.20%) 52 {21.49%) 20 (8.26%} 2 {G.83%) D
X4 i) 0 0 0 0 Q
Dual Mixed 4 {1.65%) B {3.31%) 18 {7.44%} 3 {1,.24%} 0 ]
NR/NP 2 {0.83%} 0 1 {0.41%} 2 {0.83%} 0 L)
BLQ Q 1] 0 0 0 Q

N = Humber of subjects with treatment failure due to insufficient clinical response and who have a tropism assessment at baseline.
R5=CCR5, X4=CXCR4.

NR/NP = Non-Reportahle/Non-Phenotypable.

BLQ = Below lower limit of quantification due to HIV-1 RNA wviral load less than 500 copies/mL.

Missing = No tropism assessment or subject discontinued from blinded therapy.

The assessment for time of treatment failure is defined as the last on treatment assessment.

Baseline refers to the baseline visit.

PFIZER CONFIDENTIAL Includes Protoceols:A4001027, A4001028. Date of Table Generation: 270CT2006 (01:10)



Table 13.5.4.2
Maraviroc Summary of Clinical Efficacy

_ Virology Analysis: Shift Takle of Tropism between Baseline and Time of Treatment Failure, Overall and by Treatment
Full Anzlysis Set - As Treated

Page Z of 4

Treatmsnt Group: maraviroc 0D (Nag8)

RS 18 (26.47%) B {11.76%} 23 {33.82%) 7 {10.29%) 1 {1.47%} Q
X4 o 0 0 0 0 Q
Dual Mixed 1 (1.47%} 1 {1.47%) & {8.82%} 1 (1.47%) 0 o
NR/NP o ] 1 {1.47%) 1 (1.47%} ] 0
BLQ Q 0 0 0 0 0

N = Number of subjects with treatment failure dus to insufficient clinical response and who have a tropism assessment at baseline.
R5=CCRS, X4=CXCR4.

HR/NP = Non-Reportable/Non-Phenoctypable.

BLQ = Below lowar limit of quantifigation due to HIV-1 RNA viral lcad less than 590 copies/mh.

Misging = No tropism assesgsment or subject discontinued from blinded therapy.

The assessment for time of treatment failure is defined as the last on treatment agsessment.

Baseline refers to the baseline wvisit.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A1001028. Date of Table Generation: 270CT2006 (01:10}



Table 13.5.4.2 Page 3 of 4
Maravircc Summary of Clinical Efficacy

virclogy Analysis: Shift Table of Tropism between Baseline and Time of Treatment Failure, Gverall and by Trszatment

Full Analysis Set - As Treated

Treatment @roup: maravirac EBID (N=77)

Bageline Tropism Status

RS 17 (22,08%) 7 {9.09%} 25 {32.47%) & {10.35%) 1 (1.30%) o
Xa 3 0 0 o o o
Dual Mixed Q & (7.79%) 11 {14.29%) 2 {2.60%) 0 )
HR/HP [ 0 [} 0 1} [}

a b} ] ]

N = Number of subjects with treatment fallure due to insufficient clinical response and who have a tropism assessment at baseline,
R5=CCRE, X4=CKCR4.

NR/NP = Non-Reportable/Noen-Phenotypable.

BLQ = Below lower limit of quantification due to HIV-1 RNA viral load less than 500 copiesg/ukL,

Missing = No troplsm assessment or subject discontinued fzrom blinded therapy.

The asgessment for time of treatment failure is defined as the last on treatment assessment.

Baseline refers to the baseline visit.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A40C1028. Date ¢f Takle Generation: 270CT2006 {01:10)



Table 13.5.4.2
Maraviroc Summary of Cliniecal Efficacy

Virology Analysis: Shift Table of Tropism hetween Baseline and Time of Treatment Failure, Overall and by Treatment
Full Analysis Set - As Treated

Page 4 of 4

Treatment Group: Placebo (N=97}

Bageline Tropism Statud

RS 80 (B2.47%) o 4 {4.12%} 5 {5.15%} 0
X4 0 0 0 0 1)
Dual Mixed 3 {3.05%) 1 {1.03%) 1 {1.03%) Q 0
NR/RP 2 {2.06%) o 1] 1 (1,03%) 0
RLO b o 1] 0 0

al response and who have a tropism asseasment at baseline.

H = Number of subjects with treatment failure due to insufficient clinic
R5=CCRS, X4=CXCR4.

MR/NP = Non-Reportable/Non-Phenctypable.

BLO = Below lower limit of quantification due to HIV-1 RNA viral load less than 500 copies/mL.

Migsing = Mo tropism assegsment or subject discontinued from blinded therapy.

The asseasment for time of treatment failure is defined as the last on treatment assessment.

Bageline refers to the baseline wisit.

PFIZER CORFIDENTIAL Includes Protocolg:A40019027, A4001029, Date of Table Generation: 270CT2006 (0l:10)



Table 13.5.6.1
Maraviroc Summary of Clinical Efficacy

Page 1 of 1

Virology Analysis: Percentage of Subjects who Switched from RS Tropic te X4 or Dual Mixed between Screening and Baseline

Full Analysis Set - Ag Treated

maraviros QD maraviroc BID

(N=4302)* {N=415) *
ni¥y*r 31 {7.7%) 31 (7.5%)
Difference=~* . 14 (-0.5%) 14 (-0.8%)
35% CI (-5.1, 4.0} (-5.3, 3.7

* Number of subjects with CCRS virus at Screening,

*+ Number of subjects who bhave switched from CCR5 tropic to CKCR4 or Dual Mixed Tropic,

*++ Difference between active treatment and control,

R5=CCRS, X4=CXCR4.

Only subjects with both screening and baseline tropism result are considered.

Baseline refers to the baseline visit.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A400L028. Date of Table Generationg

Placebo
{R=206) *

270CT2006 (01:11)



Table 13.5.6.3 Page I of 1
Maraviroc (UK-427,857) Protocol OCSS
Virology Analysis: Percentage of Subjects whe Switched from RS Tropic to X4 or Dual Mixed between Bageline and Time ¢f Treatment Failure

Full Analysis Set - As Treated

maraviroc QD maraviroc BID Placebo
{N=57}* {R=57) * (N=B9} *
n{%) 33 (57.9%) 35 {61.4%) 4 (4.5%}
Difference**+ 29 (53.4%) 31 {56.9%} N/A
95% CI {39.9, 66.9) {43.8, 70.3) i 77%

* Number of subjects with treatment failure due to ingufficient ¢linical response and who have a RS virus at screening.

*+* Number of subjects who have switched from CCR5 tropic to CXCR4 or Dual Mixed Tropic.

#n+ Difference between active tregatment and ¢onktrol,

R5=CCRS, X4=CXCR4.

Only subjects with both baseline and on treatment tropism result are ¢onsidered.

The last on treatment result is used to detect a change in tropism status,

If the last on-treatment assesament is recorded as NR/NP, the previous on-treatment assessment will be used to assess if a switch in tropism occurred,
PFIZER CONMFIDENTIAL Includes Protocols:Ad001027, A4C01028. Date of Table Generaticn: 270CT2006 {01:11)



Table 13.5.7.2 Page 1 of 1

Maraviroc (UK-427,857) Protocol OCSS
Virology Analysis: Percentage of Subjects whe Switched from RS Tropic to X4 or Dual Mixed between Baseline and Time of Treatment Failure (not using LOCF)

Full Analysis Set - As Treated

maraviroc QD maraviroc BID Placebo
{R=57}* {N=58) * (N=B9) *
n(kyns 311 (54.4%) 32 (55.2%) 4 (4.5%)
Differences~v* 27 (49.9%) 28 (50.7%) N/A
95% CI {36.3, 63.5) {37.2, 64.2) N/A

* Number of subjects with treatment failure due to insufficient clinical response and who have a R5 virus at screening,
+* Number of subjects who have switched from CCR5 tropic to CKCR4 or Dual Mixed Tropic.

#*+ Difference petween active treatment and control.

RS=CCR5, X4=CHCR4.

Only subjects with both baseline and on treatment trepism result are considered,

If the last on-treatment assessment is recorded as NR/NP, these subjects will not be included in n{¥) +«.

The last on-treatment result is used to detect a change in tropism status.

Baseline refers to the baseline visit.

PFIZER CONFIDENTIAL Includes Protocels:A4001027, A400L028. Cate of Table Generaticon: 17NOV2006 (03:38)



Table 15,1.1
Maravircc Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in HIV-1 RNA

Full Analysis Set - As Treated

maravirec QD

(H=414) *

Tcotal Population N+ 408

Mean (s.d.) -2.092

Median (Min, Max) -2.385
Q N+ 44

Mean (s.d.) -1.277

Median (Min, Max) -0.566
1 N* 113

Mean (s.d.) -1.835

Median (Min, Max) -2.103
2 N** 93

Mean (s.d4.) -2.062

Median (Min, Max) -2.337
»=3 N> 152

Mean (s.d.) -2.529

Median (Min, Max) -2.932
Missing N*+ [

Mean (s.d.) -2.312

Median (Min, Max) -2.579

{1.2717}
{-4.492,

{1.0375}
{-3.395,

{1.2207}
{-3.7480,

{1.2504)
{-4.189,

{1,2265}
{-4.452,

{1.2667}
{-3.7¢5,

{logl0 copies/mL) akt Week 24 by PSS at Baseline

0.080)

1.080)

2.035)

0.822)

-0.042}

maraviroc BID

{N=d26} *

49

114

107

145

«2.158
-2.4548

-1.310
-1.029

~1.882
-2.256

-2.252
-2.582

-2,5B83
-2.852

-2.442
-2.823

(1.2787)
(-4,5a47,

{1.2961)
(-3,511,

(1.32322)
(-3.956,

(1.0727)
(-4.547,

(1.18488)
[-4.504,

(1.3488)
[-3.579,

1.7}

1.317)

0.780)

-0.030)

1.200}

-0.544)

Placebo
{N=209) ¢

29

£l

58

77

-1,160
-0.614

-0.124
-0.03%

-0.402
-0.158

-0.899
~-0.508

-2.141
-2.316

-0.785
-0.521

Page 1 of 1

{1,28932)
{~4.148, 0.3965)

(0.6843)
(-2.817, 0.641)

(0.8223)
(-3.428, 0.571)

(1.1016}
(-3.181, 0.865)

(1.1530)
(-4.148, 0.442)

{1.1301)
{-2.67%, 0.341)

* This is the number of subjects in the treatment group in the indicated pepulation,
*+ Thig ig the number of subjects contributing to the gummary atatistics.

LOCF has been used te impute missing values. Blinded therapy values only have been carried forward,
The baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected
at the screening visit, randemization visit and baseline visit.
PFIZER CCNFIDENTIAL Includes Protocols:n4001027, A4001028.

Date of Table Generation:

01NOV2006 {00:54)



Table 15.1.2 Page 1 of 1
Maraviroc Summary‘of Clinical Efficacy

Subgroup Analyses: Summary cf Change from Baseline in HIV-1 RNA {logl0d copies/mL} at Week 24 by GS5 at Baseline

Full Analysig Set - As Treated

maraviroc QD maravirog BID Placebo
{N=414} + (N=426) * (N=209) *

Total Peopulation N+* 408 419 207

Mean {g.d.) -2.092 (1.2717) -2.158 (1.2787} -1.160 {1.2932)

Median {Min, Max} -2.385 (-4.492, 2.039} -2.468 (-4.547, 1.317) -0.614 {-4.148, 0.965)
0 Hes 88 101 51

Mean {s.d.) -1.497 (1.1432) -1.682 (1.3233} -0.214 {0.7047)

Median (Mir, Max) ~1.481 (-3.525, 1.080} -1,962 (-4,547, 1,317} -0.045 {-2.915, 0.619)
1 Hew 145 137 53

Mean {s.d.} -2.055 (1.2573) -2.040 (1.2358} -0.587 {0.98644)

Median {Min, Max} -2.337 (-4.492, 0.597} ~2.372 (-4.504, 0.760) -0.351 {-3.198, 0.641)
2 N** 53 79 a1,

Mean {s.d.} -2.062 (1.4206) -2.434 (1.1253) -1.529 {1.1666)

Median {(Min, Max} -2.3B4 (-4.295, 2.039} -2.658 (-3.978, 0,532} -1.772 {-3,344, 0,965)
»=3 N 107 100 57

Mean {s.d.} -2.642 (1.0654) ~2.587 (1.2212) -2.256 {1.1879)

Median (Min, Max} -2.967 (-4.428, 0.822) -2.826 [-4.410, 1.200) -2.676 {-4.14B, 0.442)
Missing N+ -3 2 5

Mean {s.d.} -2.257 (1.3714) -1,967 (1.8719) -e.785 {1.1301)

median (min, Max} -2.336 (-3.705, -0.042) -1.867 (-3.191, -0.544) -0.521 (-2.679, 0.341}

* Thig is the number of gubjects in the treatment grcup in the indicated population.

&+ Thig is the number of subjects contributing to the summary statistics.

LOCF has been used to impute missing values. Blinded therapy values only have been carried forward,

The baseline value used in the caleulaticn of change from baseline is the average of the pre-dose measurements collected
at the acreening wvisit, randomization vigit and basgeline visgit.

PFIZER CONFIDENTIAL Includes Protoceols:A4001027, A4001028. Date of Table Generation: OINOVZ006 (00:54)



Table 15.1.3 Page 1 of 1
Maraviroe Summary ©f Clinigal Efficacy

Subgroup Analyses: Summary of Change from Baseline in HIV-1 ENA (loglD copies/mL) at Week 24 by Protease Inhibitor Usage in OBT
Full Analysis Set - As Treated

maraviroc QD maraviroc BID Placebo
{N=414) * (H=426) * (9=209) *
Total Population Ne* 4986 419 297
Mean (s.d.) -2.092 (1.2717) -2.158 (1.2787) -1.160 {1,2%32)
Median (Min, Max} -2.385 (-4.492, 2.039) -2,468 (-4,547, 1,317) -0.614 {~-4.148, D.965)
Yes R** 373 aas 193
Mean {s.d.) -2.102 (1.2733) -2.163 (1.2789) -1.174 {1.25890)
Median (Min, Max) -2.405 (-4.428, 2.039} -2.476 (-4.547, 1.317) -0.614 {-4.148, 0.965)
No R*+ 35 34 14
Mean {=.d.) -1.988 (1.2680) -2.998 (1.2940) -0.959 (1.2539)
Median (Min, Max) -2.113 (-4.492, 0.8B22} -2.454 (-3.7%3, 0.313) -0,493 {-3.650, 0.381)

* This ia the number of subjects in the treatment group in the indicated population.

** This is the number of subjects contributing to the summary statistics.

LOCF has been used to impute missing values. Blinded therapy values oniy have been carried forward.

The baseiine value used in the calculaticn of change from baseline is the average of the pre-dose measurements collected
at the acreening visit, randomization vigit and baseline visit.

PFIZER CONFIDENTIAL Includes Protoccls:A4001027, R4001028. Date of Table Generation: 09NOV2006 (22:35)



Table 15.1.4 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in HIV-1 RNA {loglQ ccpies/mL} at Week 24 by Tipranavir Usage in OBT

Full Analysis Set - As Treated

maraviroc D maraviroe BID Placebo
(=414} * (N=4256) * (N=209) *
Tokbal Population N+ 408 419 207
Mean {s.d.) -2.092 (1.2717) -2.158 (L.2787} -1.160 {1.2932)
Median (Min, Max) -2.385 (-4.492, 2.039) -2,468 (-4.547, 1.317) -0.614 {-4.14B, 0.965)
Yes Hes 65 62 29
Mean (s.d.) -2.137 (1.1422) -2,143 (1,2428} -0.985 {1.3727)
Median (Min, Max) -2,439 (-3.977, 0.505) -2.518 (-4.273, ©.780} -0.404 ({-3.428, 0.965)
No H* 343 357 178
Mean (s.d.) -2.084 (1.29562) -2.160 (1.2865} -1.188 {1.281%)
Median (Min, Max) -2.382 (-4.492, 2.03%9) -2.468 (-4.547, 1.317} -0.661 {-4.148, 0.619)

* This is the number of subjects in the treatment group in the indicated population.

** Thig is the number of subjects contributing to the summary statistics.

LOCF has been used to impute wmissing values. Blinded therapy values only have been carried forward.

The bageline wvalue used in the calculation of change from baseline is the average of the pre-dose measurements collected
at the screening wvisit, randomizaticn visit and baseline wisit.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 0SNOV2006 (22:37)



Table 15.1.5 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in HIV-1 RNA (logll copies/mL) at Week 24 by Tropism Status at Baseline

Full Analysis Set - As Treated

maraviroc QD maravirog BID Placeto
{N=414} + (N=426) * (N=209) *

Tatal Population N** 406 417 207

Mean {s.d.} -2.099 (1.2712) -2.162 (1.2736) -1,160¢ (1,2932)

Median {Min, Max} -2.387 (-4.492, 2.039} -2,468 (-4,547, 1.317) -0.614 (-4.148, 0.965}
R5 W 362 377 187

Mean {a.d.) -2.168 (1.2382) -2.254 (1.2413) -1,149 (1,2904)

Median {Min, Max} ~2.4B4 (-4.492, 2.039} -2,571 (-4.547, 1.317) -0.614 {-4.148, 0.965}
X4 N [} 1 0

Mean {g.d.} -z2.28% (.}

Median (Min, Max} -2.28% (-2.28B9, -2.289)
Dual Mixed H** 33 33 17

Mean {s.d.} -1.510 {1.5400) -1.073 (1.2551) -1,456 {1.3745)

Median (Min, Max} -1.002 (-4.303, 0.55%} -0.392 (-4.504, 0.326) -1.176 {-3.398, 0.483}
NR/NE LA 8 5 3

Mean {s.d.}) -1.741 (1.0625) -2.563 (0.5040) -0.169 (0.3059)

Median {Min, Max} -1.705 (-3.326, -0.179) -2.618 (-3.047, -1.732) -¢.012 {-0.521, 0.027)
B3LQ N+ 3 1 0

Mean {s.d.} +1.148 (D.3430] -1.265 (.)

Median (Min, Max} -1,158 (-1.485, -0.79%) -1.265 (-1.265, -1.265

* This is the number of subjects in the treatment group in the indicated population.

** This is the number of subjects contributing to the summary statistics,

LOCF has been used te impute missing valuwes. Blinded therapy values only have been carried forward.

The baseline value used in the calculaticn of change from baseline is the average of the pre-dose measurements collected
at the screening visit, randomization wisit and baseline visit.

PFIZER CONFIDENTIAL Includes Protoccls:A4001027, A4001028. Date of Table Generation: 1TNOVI006 (03:486)



Table 15.2.1 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Percentage of Subjects with HIV-1 RWA < 400 copies/mL at Week 24 by BSS at Baseline

Full Analysis Set - As Treated

Treatment N+ n Percentage (%)
Total Population maraviroc QD (N=ala)= 408 248 60.78
maraviroc BID (N=42§)* 419 273 65.18
Placebo {N=209)* 207 63 30.43
0 maraviroc QD (N=414)* 41 10 22.73
maraviroc BID (N=426)* 45 19 33.78
Plaggbo (N=209)+ 29 2 6.90
1 maraviroc QD (N=414)}+* 113 66 58.41
maraviroc BID (N=426)* 114 66 57.89
Placebo (R=209)* 38 3 7.89
2 maraviroc QD (N=414)* 23 56 60.22
maraviroc BID (N=426)* 107 75 70.69
Placebo {N=203)* 58 14 24,14
»=3 maraviroc QD (N=414)* 152 112 73.68
maraviroc BID (N=426)* 145 119 75.86
Placebo (N=209)* 17 43 55.94
Missing maraviroc QD (N=414)* 6 4 66.67
maraviroc BID (N=426)* 4 3 75.60
Placebo {N=209)* 5 1 20.00

* This is the number of subjects in the treatment group in the indicated population.

*+ For each subgroup, this is the number of subjects with a post baseline observation used to ¢alculate the percentage.
LOCF has been used to impute missing values. Blinded therapy values only have bgen carried forward.

PFIZER CONFIDENTIAL Includes Protocols:Ad4001027, A4001028. Date of Table Generation: O01NOV2006 (00:55)




Table 15.2.2 Page 1 of 1
Maravireg Sumnary of Clinical Efficacy

Subgroup Analyses: Percentage of Subjects with HIV-1 RNA < 400 copies/miL at Week 24 by GSS at Baseline

Full Analysis Set - As Treated

Treatment Hew n  Percentage {%)
Teotal Population maraviroc QD (N=41l4)* 408 248 60.78
maraviroe BID (N=42§)* 413 273 65,16
Placebe {(N=209)* 207 63 30.43
0 maraviroc QD (N=41l4)+* £} 34 38.64
maraviroc BID (N=426)* 101 50 49.50
Placebe (N=209)* 51 3 5.88
1 maraviroc QD (N=4l4)}* 145 B7 &G, 00
maraviroe BID (N=424)* 137 B3 60,358
Placebo {N=209)* 53 7 13.21
2 maraviroc QD (N=414)* 63 42 66,67
maraviroc BID (N=426)* 78 §0 75,95
Placebo {N=20%)* 41 18 43.90
ol maraviroc QD (N=414)* 107 B2 76 .64
maraviroo BID (N=425)* 100 79 79.00
Placebo {N=20%)* 57 34 59.65
Missing maraviroc QD (N=41l4)* 5 3 60,00
maraviroc BID (N=426)* 2 1 50.00
Placebc {N=208)* 5 1 20.00

* This is the number of subjects in the treatment group in the indicated population.

*+ For each subgroup, this is the number of subjects with a pest baseline observation used to calculate the percentage.
LOCF has been used to impute misaing values. Blinded therapy values only have been carried forward.

PFIZER CONFIDENTIAL Includes Protocols:R4001027, A4001028. Date of Table Generation: 01NOVZ006 (00:58)



Table 15.2.3 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Percentage of Subjects with HIV RNA < 400 coples/mL at Week 24 by CD4 Cell Count at Baseline

Full Analysis Set - As Treated

Treatment N*+* n  Percentage (%)
Total Population maraviroe QD (N=414)* 408 248 60.78
maraviroc BID (N=426}* 419 273 65.16
Placebo (N=209}* 207 63 30.43
<50 cells/ul maravirog QO (Re4l4d)* §5 17 20.00
maravirog BID (Ne=426}* 85 25 30.59
Placebo (N=209}* 37 2 5.41
50-100 cells/ful maraviroc QD {N=414)+ 5L 29 56.86
maraviroe BID (N=426)* 55 29 52.73
Placelo (N=209)* 25 s 24.00
101-200 cells/ulL maraviroe D (N=d41d)=* 93 61 65.59
maravirog BID (N=426}* 104 77 74.04
Placebo (N=209})* 56 19 33.83
201-350 ¢ells/ul maraviroc QD (N=414)+ 116 92 79.31
maraviroc BID (HNe=426}* 116 89 76.72
Flacebo [(N=209}* 62 23 37.10
»350 cells/ul maraviroc QD (N=414)+ 62 4B 77.42
maraviroc BID (Ne«426}* 59 52 88.14
Flacebo (N-208}* 26 12 46.15
Missing maraviroc QD (N=414)+% 1 1 100.00
maraviroc BID (Ne426}* v] 0
Flacebo (N=209)* 1 1 100.00

* This is the number of subjects in the treatment group in the indicated population.

** For each subgroup, this is the number of subjects with a post baseline cbservation used to calculate the percentage.

LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.

The baseline CR4 Cell Count value is calculated as the average of the pre-dese measurements collected at the screening visit and baselina visit.
PFIZER CONFIDENTIAL Includes Protocols:A4¢01027, A4001028. Date of Table Generatiom: 270CT2006 {01:20)



Table 15.3.1 Page 1 of 1
Maravirog Summary of Clinical Efficacy

Subgroup Analyses: Percentage of Subjects with HIV-1 RNA < SC copiles/mL at Week 24 by PSS at Baseline

Full Analysis Set - Asg Treated

Treatment Hew n  Percentage (%}
Tetal Population maraviroc QD (N=414}* 108 1%4 47.55
maraviroc BID (N=426)* 4139 201 47.97
Placebo {N=209)* 207 51 24.64
1] maraviroc 0D (N=414)* 44 :3 lg.18
maraviroc BID (N=428)* 49 12 24.49
Placebc (N=209)* 23 1 3.45
1 maraviroc QD (N=414)* 113 ag 43,36
maraviroc BID (N=426)+* 114 50 43.46
Placebc {N=209)* 38 3 7.8%
2 WATAVITOs QD (Nw414)* 93 45 48.39%
maraviroc BID (N=426)* 107 57 53.27
Placebe {N=208)* 58 10 17.24
»ald maraviroc QD (N=414)* 152 20 55.21
maraviroc BID (N=426)* 145 BO 55.17
Placebo {N=205)* 7 37 48.05
Migsing maraviroc QD (N=414}* [ 2 33,33
maraviroc BID (N=426)* 4 2 5¢.Q0
Placebo {N=205)* 5 [+] ¢.Q0

* This is the number of subjects in the treatment group in the indicated population.

** For each subgroup, this is the number of subjects with a post baseline observation used to calculate the percentage.
LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.

DFIZER CONFIDENTIAL Includes Protocols:A4001027, A4601028. Dave of Table Generation: 01NMOV2006 (00:56)




Table 15.3.2 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Percentage of Subjects with HIV-1 RNA < 50 copieg/mL at Week 24 by GSS at Baseline

Full Analysis Set - As Treated

Treatment N+ n  Percentage (%)
Total Population maraviroc QD (N=d41l4}* 408 154 47.55
maravirog BID {N=425)* 419 201 47.97
Placebc (N=209)* 207 51 24.64
0 maraviroc QD (N=414}* ag 25 28.41
maraviroc BID {N=426)* i0 33 32.67
Placebe (N=209) * 51 1 1.96
1 maraviroc QD (N=41l4}* 145 68 46.9¢
maraviroc BID (N=426)* 137 64 46.72
Placebe (N=209)* 53 6 11,32
2 maraviroc QU (N=414}* 63 34 53.97
maraviroc BID (R=426)* 79 a4 55.7C¢
Placebe {(N=209)* 41 15 36.55
=l maraviroc QD (N=4l4}* 107 66 €1.68
maraviroc BID (N=426)+ 100 59 59.00
Placebo (N=209)* 57 29 50.88
Migoing maraviroc QD (N=414)}* S 1 20.00
maraviroc BID (N=426)* 2 1 50.00
Placebo {R=209)* 5 [ 0.00

* This is the number of subjects in the treatment group in the indicated populaticn.

** For each subgroup, this is the number of subjects with a post baseline observation used te calculate the percentage.
LOCF has been used to impute misging values, Blinded therapy wvalues only have been carried forward.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: O01NOV2006 (00:57)



Table 15.3.3 Page 1 of 1
Maraviroec Summary of Clinical Efficacy

Subgroup Analyses: Percentage of Svbjects with HIV-1 RNA < 50 copies/mL at Week 24 by D4 Cell Count at Bageline

Full Analysis Set - As Treated

Treatment N+ n  Percentage (%}
Total Population maraviroc QD (N=41l4}* 408 154 47.55
maraviroc BID (N=42§)* 419 201 47.97
Placsho {N-209)* 207 51 24,64
250 cells/uL maraviroc QD (N=4l4}+* a5 ] 10.5%
maravirog BID (N=d2g)+ 85 17 20,00
Placebe {(N=209)* 37 1 2.70
§0-100 cells/uL maravirac QD (N=41l4)}* 51 23 45,10
maraviroc BID (N=426)* 55 22 40.00
Placebo {(N=209)* 25 4 16.00
101-200 cells/ful maraviroe QD (N=414)* 93 47 50.54
waraviroc BID (N=426)* 104 51 49.04
Placebe {N~209)* 56 16 28.57
201-350 cells/ful maravirog QD (Na414)+* 1146 T4 63,75
maraviroc BID (N=426)+ 116 73 €2.93
Placebe {R=205)* 62 18 29.03
»350 cellg/ul maraviroc QD (N=d4l4)* 62 41 66,13
maravirge BID (N=42§)* 53 38 64,41
Placebe {N=209)* 26 11 42.31
Miasing maravirac QD (N=4l4)* 1 0 ¢.00
maraviroc BID (N=426)* ] ]
Plagebc {N=208]* 1 1 100.90

* This is the number of subjects in the treatment group in the indicated population.

** tor each subgroup. this is the number of subjects with a post baseline observation used to calculate the percentage.

LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.

The baseline CD4 Cell Count value is calculated as the average of the pre-dose measurements collected at the screening visit and baseline visit.
PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028, Date of Table Generation: 270CT2006 {(D1:23)



Table 15.4.1 Page 1 of 1
Maravirec Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in D4 Cell Counts{cells/uL} ak Week 24 by CDa Cell Count at Baseline

Full Analygig Set - A8 Treated

maraviroc QD maravirge BID Placebo
(N=414) * (N=426) * (R=209) *

Tetal Populabion N#* 407 418 206

Mean (a.d.) 108.72 (120.694) 105.81 (99.898}) 56,54 {96.302)

Median {Min, Max} 86.00 (-263.50, 834.50) 88.25 (-277.00, 561,00} 30.75 (-301.00, 452.50)
<50 cells/uL N a5 85 37

Mean (g.d.) 73.71 (82.118) 73.58 (75.480) 2%.34 {48.937)

Median {(Min, Max) 45,00 (-31.00, 431.00) 59,00 (-2%.00, 307.00) 6.50 {-13.00, 172.00}
5¢-100 cells/ul, N+ 51 55 25

Mean {s.d.) 102.B6 (69.968) 111.07 (74.453) 42.94 {61.322)

Median {Min, Max} 86.00 (-11.50, 270.00) 89,00 (B.00, 322.00) 25,50 {-47.50, 191.50}
101-200 cellafuls N+ 93 103 56

Mean {s.d.} 111.83 ($3.657) 115.81 (95.048) 47.43 {76.614)

Median {Min, Max} 50.00 (-52.00, 476.50) 103.59 (-77.00, 561.00) 31.50 {-65.00, 265.00}
201-350 cellg/uL XN+ 116 116 62

Mean (5.4.} 120.81 (137.033) 110.30 (103.392) 73.10 {113.6E3)

Median {Min, Max} 162.75 (-193.00, 588.00) 102.25 (-174.00, 428.00} 58,00 {-184.50, 440.50)
>350 cells/ful N+ 62 59 26

tean {8.4.} 134,25 (179.817) 121.03 (138.754) 94.17 {143.443)

Median (Min, Max) $9.25 (-263.50, 834.50) 109.50 {-277.00, 536.50} 95.50¢ {-301.00, 452.50)

* Thig is the number of subjects in the treatment group in the indicated population.

*+ This is the number of subjects contributing to the summary statistica.

LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.

Thae baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected

at the sc¢reening visit and bagellne wisit,

The baseline CD4 Cell Count value is calculated as the average of the pre-dose measurements coliected at the screening visit and baseline wisit,
PFIZER CONFIDENTIAL Includes Protocols:A400L027, A400LOZ8. Date of Table Generation: 270CT2006 {02:17}



Table 15,4.2 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in CD4 Cell Counts {cell/ulL) at Week 24 by Tropism 5Status at Baseline and Failure

Full Analysis Set - As Treated

maraviroc QD maravires BID Placebo
(N=414) * {426} * {(N=208) *
Total Population N*# 68 77 a7
Mean (s.d.) 49.35 (72.038) 71.06 {B6.130) 13,78 (69.259)
Median (Min, Max) 32.75 {-153.00, 263.50) 47.0¢0 {-131.00, 319.50} 3.00 (-301.00, 187.00)
R5 -» RS e 18 17 a0
Mean (s.d.) 60.768 {106.322) 137.56 {85.424) 14.53 (67.232)
Median (Min, Max) 35.25 {-193.00, 263.5() 164.50 {0.50, 319.50} 2.50 {-301.00, 187.00}
R5 -> DM/X4 N+ 31 32 4
Mean (s.d.) 37,00 (42,787) 56.02 (81.880) 67.13 (78.529)
Median (Min, Max) 25.Q0 {-45.00, 122.00} 36.25 (-131.00, 317.00} 54.25 (-11.00, 171.00)
RS -» NR/NP/BLQ/missing N*+ 8 9 5
. Mean {s5.d.) 65.44 (98.951}) 94.94 {79.642) -42.00 (B4.565)
Median (Min, Max) 2%.,75 {-63,50, 205.50) 123.50 {-1.00, 227.50) -24.00 (=1B4.50, 41.50)
non-RS -> all N+ 11 ) 19 B
Mean (s.d.) 53.77 (47.638) 25.58 {58.412) 14.50 (64.704)
Median (Min, Max) 63.00 (-31,00, 116,00} 15.50 {-93.50, 178.00} 13.25 (-76.00, 149.00)

* This is the number of subjects in the treatment group in the indicated population,

** Thig 18 the number of subjects contributing to the summary statistics.

LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.

The bageline value used in the calculation of change Erom baseline is the average ¢f the pre-doge measurements collected
at the screening visit and baseline visit.

PFIZER CONFIDENTIAL Includes Protocols:Ad001027, B4001028. Date of Table Generation: 10NOV2006 {09:04)



Table 15.5.1 . Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in CDB Cell Counts {cellfulL} at Week 24 by Enfuvirtide Usage in CBT

Full analysis Set - As Treated

maraviroc QD maravirec BID . Placebe
(N=414) * (N=a26) = [N=20%) *
Total Population N+ 407 418 206
Mean (s.d.) 295.87 (585.457) 274.08 (451.88B) 51,67 {425,222)
Median {Min, Max) 211.00 (-994.00, 6247.50) 208.50 (-20885,.00, 2110,50) 5.25 {-1810.50, 2379.00)
Yes N+ 165 180 8%
Mean (s.d.) 361.56 (707.272) 343,36 (438.682) 35.80 {528.772)
Median (Min, Max) 256.50 (-901.50, 6247.50) 276.75 (-572.50, 2110.50) 2.00 (-1%10.50, 2379.00}
No Nes 242 238 117
Mean {s.d.) 251.08 (481.718) 221,69 (455,571) 63.74 {326.019)
Median {Min, Max) 191.75 (-984.00, 2450,00) 169.50 (-2B85.00, 1924.50} 21.00 {-684.50, 1134.00)

* This is the number of subjects in the treatment group in the indicated population.

*+ This is the number of subjects contributing to the summary statcistics.

LOCF has been used to impute missing values. Blindad therapy values only have been carried forward.

The baseline value used in the caleulation of change from hageline is the average of the pre-dose measurements collected
at the screening visit and baseline visit,

PFIZER CONFIDENTIAL Includes Protocols:AdQ01G27, A4001028. Date of Table Generation: 270CT2006 {02:22}



Table 15.5.2 Page L of 1
Maraviree Summary of Clinical Efficacy

Subgroup Analyses: Summary of Change from Baseline in CD8 Cell Counts(cells/ ulL) at Week 24 by CD4 Cell Count at Baseline

Full ARnalysis Set - As Treated

maraviroc QD maraviroe BID Placeho
(N=414) * {N=426) * {N=209}*

Total Population N#* 407 418 206

Mgan (8.d.} 295.87 (585.457) 274.08 (451.888) 51.67 (425.222)

Median (Min, Max) 211.00 {-994.00, 6247.50} 208.50 (-2885.00, 2110.50) 9.25 {-1910.50, 2379.00)
<50 cells/uL Ni# 85 85 37

Megan (s.d.) 446.65 (510,026} 381.36 (3681.248) 154.12 (362,083}

Median (Min, Max) 345.50 (-493.50, 2185.00} 291.00 (-201.00, 1376.50} 28.00 (-631.50, 1176.00)
50-100 cellsfulL  N+* 51 55 ' 25

Mean (s.d.) 441,51 {523,541} 386.93 (453.061) 28.58 {(259.B1B}

Median (Min, Max) 289.00 {-403.5Q, 2131.00} 334.50 (-398.00, 2110.50} 5.50 {(~394.00, 639.00)
101-200 cells/ul N** 93 103 56

Hean (s.d.) 357.87 (780.740) 349.41 (422.839) 80.83 (315.935}

Median (Min, Max) 263.00 {-728.00, 6247.50} 255.50 (-378.50, 1924.50) 45.25 {-49%.00, 1054.00)
201-350 cells/ulL N** 116 116 62

Mean (s.d.) 161.05 {458.335) 202.91 (425.493) -14.1¢ (580.333}

Median (Min, Max) 152.75 {-917.00, 1958.00} 128.50 (-57%3,00, 1£50.50) -32.50 (-1910.50, 2379.00)
»350 cells/uL H** 62 59 26

Hean (s.d.) 128.44 {514.522) 22.77 (528.501) 22.23 {397.621)

Median (Min, Max) 129.25 {-994.00, 1672.50} 53.00 (-2885.00, 144%.00) -46.25 {-684.50, 1074.00)

* This is the number of subjects in the treatment group in the indicated population.

** This is the mumber of subjects gentributing to the summary statistics.

LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.

The baseline value used in the calculation of change from baseline is the average of the pra-dose measurements coliected
at the screening visit and baseline visit.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001023. Date of Table Generaticn: 270CT2006 (02:1B)



Table 15.5.3 Page 1 of 1
Maraviroc Summary of Clinical Effigacy

Subgroup Analyses: Summary of Change from Baseline in CD8 Cell Counts {cell/ul) at Week 24 by HIV-1 RNA at Screening

Full hnalysis Set - As Treated

maraviroc QU maraviroc BID Placebo
(H=414) * (N=426) * (N=209) *
Total Population N+ 407 418 206
Mean (s.d.) 295.87 (585.457} 274.08 (451.888) 51.67 (425.222)
Median (Min, Max) 211.00 (-894.00, 6247.50) 208.50 (-2885.00, 2110.50} 9.25 (-1910.50, 2373.00}
<100,000 copies/mL N« 238 242 122
Mean (s.4.) 182.22 (388.353) 242.98 (381.280) 45,51 (457.758)
Mgdian (Min, Max) 153.75 (-%17,00, 1432,00) 164.00 (-568.50, 1612.50) 13.75 (-1910.50, 2379.00}
»=100,000 copies/mL N+*+ 169 176 84
Mean (s.d.) 455.91 {755.986) 316.84 (532.172) 60.61 (375.464)
Median (Min, Max) 284.50 (-994.00, 6247,50) 271.75 (-2885.00, 2110.50) 8.50 (-1527.00, 1147.50}

* Thig ig the number of subjects in the treatment group in the indicated population.

** This is the number of subjects contributing to the summary statistics.

LOCF has been used to impute missing values. Blinded therapy values only have been carried forward.

The baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected
at the screening visit and baseline visit.

PFIZER CONFIDENTTIAL Includes Protoools:;Ad4001027, A4001028, Date of Table Generation: 270CT2006 {02:15)



Table 15.6.1
Maraviroec Summary of Clinical Efficacy

Page 1 of 2

Summary of Statistical Analysis: Change from Baseline through Week 24 in Logl( Transformed HIV-1 RNA [LeglC copies/mL) -

Subjects Receiving a 2I and/or Delavirdine in OBT
Full Analysis Set - As Randomized

Treatment difference
maraviroc - Placebo

Raw Mean Egtimate
Treatment N (s.e.} Median {s.e.) {5.e.] 97.5% CI
maraviroe QD a0 -1.869 (0.07%8) -2.274 -1.889 (0.0796) -0.891 {0.1332) {-1.191, -0.592)
maraviroc BID 335 -1.979 (0.0780) -2.437 -1.993 (D.0778) -0.9%6 {0.1320) {-1,292, -0.68%
Flacebo 171 -0.%90 (0.1010) 0.000 -0.997 (D.l0B0)

Misging values have been imputed as the baseline value for subjects who discontinued from blinded therapy.
The baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected

at the screening visit, randomization visit and baseline visit.
PFIZER CONFIDENTIAL Includes Prctocola:A4001027, A4001028.

Dbate of Table Generation: 270CT2006 (01:07)



Table 15.6.1 Page 2 of 2
Maraviroc Summary of Qlinieal Efficacy

Summary of Statistical Analysis: Change from Baseline through Week 24 in LoglQ Transformed HIV-1 RNA {Logl0 copies/mL} -
Subjects Receiving a PI and/or Delavirdine in OBT

Full Analysis Set - As Randomized

Treatment difference

Change from Baseline through Week 24 maraviroc (BID - D}
Raw Mean Adjusted Mean Estimate
Treatment N {s.e.] HMedian {s.e.} {s.e.) 95% CI

maraviroc BID 335 -1.579 {0.0780} -2.437 -1.993 (0.0778) -0.104 {0.1098)
maraviroc QD 320 -1.869 {0.075B} -2.274 ~1.889 (0.0796)

Migsing walues have been imputed as the baseline value for subjects who discontinued from blinded therapy.

The baseline value used in the calculaticn of change from baseline is the average of the pre-dose measurements collected
at the screening visit, randomization visit and baseline visit.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2006 (01:97)




Table 15.5.2 Page 1 of 2
Marazviroc Summary of Clinical Efficacy

Summatry of Statistical Analysis: Change from Baseline through Week 24 in LoglDd Transformed HIV-1 RNA (Logl{ copies/ml) -
Subjects Receiving a PI and/or Delavirdine in OBT

Full Analysis Set - As Treated

Treatment difference

Change from Baseline through Week 24 maraviroc - Placebo

Raw Mean Adjusted Mean Estimate
Treatment N (s.e.) Median {s.e.) (s.e.) 97.5% CI
maravirec QU 32¢ -1.869 (0.0799) -z2.274 -1.889 (0.0797) -0.885 {0.1333) {-1.1B4, -0.5B5}
maravircc BID 335 -1.974 (D.07B2) -2.437 -1.99¢ (0.0779) -G.985 (0.1322) {-1.282, -0,688}
Placebo 171 -0.998 (0.1009) 0.000 -1,005 (0.1080)

Missing values have been imputed as the baseline value for subjects who discontinued from blinded therapy.

The baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected
at the screening visit, randomizaticn visit and baseline wigit,

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A400102B. Date of Table Generaticnm: 270CT2006 (01:08)



Table 15.6.2 Page 2 of 2
Maravirce Summary of Clinical Efficacy

Summary of Statistical Analysis: Change from Baseline through Week 24 in LoglD Transformed EIV-1 RNA (Logl0 coples/mL) -
Subjects Receiving a PI and/or Delavirdine in OBT

Full Analysis Set - As Treated

Treatment difference

Change from Baseline through Week 24 maraviroc {BID - QD)

Raw Mean Adjusted Mean Estimate
Treatment N (s.e.} Median (s.e.) {s.e.) 95% CI
maraviroec BID 335  -1.974 (0.0762) -2.437  -1.990 (0.0779) -0.100 {0.109%) (-0.316, 0.116)
maraviroe QD 320 -1.869 (0.0798) =2.274 ~1.889 (0.0797)

Migging values have been iwputed as the baseline value for subjects who discontinued from blinded therapy.

The baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected
at the screening visit, randomization visit and baseline wvisit.

PFIZER CCNFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generaticm; 270CT2006 (01:08)




Table 15.8.1 Page i of 1
Maravirec Summary of Clinical Efficacy
Summary of HIV-1 Viral Lead at Screening

maravira¢c QD maraviroc BID Placebo
N=414 N=426 N=209
n (%) n (%) n (%}
Sereening Viral Lead
<100,000 copies/mL 239 (57.7) 247  [58.0) 125 {59.8)
>=100,000 copies/mL 175 {42.3) 179  (42.0} 84 (40.2)

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 12NOV2006 (23:1GC)



Table 15.8.2 Page 1 of 1
Maraviroc Summary of Clindcal Efficacy
Summary of CD4 Cell Count at Baseline

maraviroc QD maraviroc BID Placebo
N=414 N=42& N=20%
n {%) n (%} n (%)
Bagsaline CD4 Cell Count
<=200 cells/ul 235 {56.8} 250 (58.7) 118 {56.5)
>200 cells/ul 178  {43.0) 176 (41.3) 90 {43.1)
Missing 1 (0.2) 0 1 (0.5)

Each individual subjects bageline value is calculated as the average of the pre-dose measurements collected
at the screening wisit and baseline visit.
PFIZER CCNFIDENTIAL Includes Protocols:A4001027, A400102B. Date of Table Generation: 12NQV2006 (23:19)



Table 15.9.1 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Summary of Registange Agscciated PI, NHRTI and NRTI Mutations at Screening

Full Analysis Set - As Treated

Treatment N** Median Minimum  Maximum
PI Resistance Mutations at Screening maraviroc QD (N=414)* 412 10 0 18
maraviroc BID (N=426)* 425 19 0 17
Placebo {(N=209}* 206 10 0 17
NNRTI Resistance Mutations at Screening maraviroc QD (N=414)* 412 1 0 5
maraviroc BID (N=426)* 425 1 0 5
Placebo {(N=209)* 206 1 0 5
NRTI Resistance Mutations at Screening maraviroc QD (N=414)* 412 ] 0 11
maraviroc BID (Ned26)* 425 B8 0 11
Placebo (N=209)+ 206 ] 0 13

* This is the number of subjects in the treatment group in the indicated population.
*+* This ia the number of subjectas with a valid assessment at screening that have contributed to the summary statistics.
PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028, Date of Table Generation: 15NOV2006 {10:57)



Table 15.9.2 Page 1 of 1
Maraviroc Summary ©f Clinieal Efficacy

Summary of Subjects with Enfuvirtide Resistance Mutations at Screening

Full Analysis Set - As Treated

Treatment New n  Percentage (%)
Subjects without Enfuvirtide Mutations at Screening maravirpe QD (N=414}* 411 333 B1.02
- maraviroc BID {N=426)* 424 334 78.77
Placebo (N=203)* 209 164 78.47
Subjects with Enfuvirtide Mutations at Screening maraviroe QD (Ne414) * 411 78 18.98
maraviroc BID {N=426)* 424 20 21.23
Placebo (N=203)* 209 45 21.53

* Thig ig the number of subjects in the treatment group in the indicated population.
*+ This iz the number of subjects with a wvalid assessment at screening used to calculate the percentages,
PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028, Pate of Table Generation: 15NOVZ006 (10:56}



AlD.3.6 Page 1 of 1
Maravirod Summary of Clinical Efficacy

Statistical Analysis of Change from Baseline through Week 24 in LoglD Transformed HIV-1 RNA (Logl0 copiea/mL} -

Sensitivity Analysis (Treatment Failure Clasgification, No Change}

Full Analysis Set - As Treated

Treatment difference

Change from Baseline thrcough Week 24 maraviroc - Placebo
Raw Mean Adjusted Mean Egstimate
Treatment by {s.e.) Median {s.e.]) (s.e.} 97.5% CI P-value
maravircc QD 414 -1.856 (0.0695) -2,274 -1.862 (0.0696) ~-0.901 (0.1189} [-1.168, -0.634) <0 . 3001
maravireg BID 426 -1.953 {0.0691) -2.424 -1.956 {(0.0685) ~0.995 (0.1183) (-1.260, -0.729) <0.0001
Placebo 203 -0.562 (0.0517) 0.000 -0.961 {0.0974}

Treatment differance

Change from Baseline through Week 24 waravirec (BID - QD)

Raw Mean Adjusted Mean Estimate
Treatment N (s.e.) Median {8.&.] {5.e.) 95% CI
maraviroc BID 125 =1.553 (0.0691) -2.424 -1.956 {0.0685) -0,094 (0,.0967) {-0.284, 0.096)
maraviroc QD 114 ~-1.856 (0.0695) -2.274 -1.862 {0.0696)

Parameter
Treatment

Screening HIV-1 RNA
Enfuvirtide use
Residual Error

Parameter
Parameter Level df Estimate g.e., T-value P-value
Intercept 1044 -¢.827 ©.1191 -6.95 <0.0001
Treatment maravirog QD 1044 -0¢.901 ¢.1188 =7.5% <0.0001
maraviroc BID 1044 -¢.9585 G.1183 -§.41 <0.0001
Placeho ¢.a00
Screening HIV-1 RNA <100,000 copies/mL 1C44 -¢.113 ¢.0B84 «1.27 0.2030
»=100, 000 copies/mL 0.000
Enfuvirtide use Yes 1044 -0.155 ¢.0883 -1.75 0.0805
Ho 0,000

Missing values have been imputed as the baseline value for subjects who discontinued from blinded therapy or those patients
who have met at least 1 of the treatment failure criteria but have nct been discontinued by the invesgtigator.

The baseline value used in the calculation of change from baseline is the average of the pre-dose measurements collected
at the acreening wvisit,randomization vigit and bageline visit.

PRIZER CONFIDENTIAL Ineludes Protocols:Ado0l027, A4001028. Date of Table Generation: 270CT2006 (0D1:08)



Figure 14.1.1 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Line Plot of Mean HIV—1 RNA {log10 copies/mL) by Visit

Full Analysis Set — As Treated
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Each individual subjects boseline volue is calculated os the average of the pre—dose measurements collected

at the screening visit, randomization visit and baseline visit.
PFIZER CONFIDENTIAL Includes Protocols:A4C01027, A4001028. Date of Table Generation: 270CT20086 (00:57)



Figure 14.2.1 Page 1 of 1
Maraviroc Summary of Clinical Efficocy

Line Plot of Mean Change from Baseline in HIV—1 RNA (log10 copies/mL) by Visit

Full Analysis Set — As Treated
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. The baseline value used in the colculation of change from boseline is the average of the pre—dose measurements collected
at the screening visit, randomization visit and baseline visit.
PFIZER CONFIDENTIAL Includes Proiocols:A4001027, A4001028. Date of Table Generation: 270CT2006 (00:58)



Figure 14.3.1 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Percentage of Subjects with HIV—1 RNA < 400 copies/mL by Visit

Full Analysis Set — As Treoted
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Baseline refers to the Baseline visit.
Discontinuations and failures are included ot all time points.
PFIZER CONFIDENTIAL Includes Protocels:A4001027, A4001028. Date of Table Generation: 270CT2006 (00:59)}



Figure 14.4.1 Page 1 of 1
Maroviroc Summary of Clinical Efficacy

Percentage of Subjects with HIV—1 RNA < 50 copies/mL by Visit

Full Anulysis Set — As Treated
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Baseline refers to the Boseline visit.
Discontinuations and failures are included ot all time points.
PFIZER CONFIDENTIAL Includes Protacols:A4001027, A4001028. Date of Table Generation: 270CT2006 (00:59)



Figure 14.5 Page 1 of 1
Maraviroc Summary of Clinical Efficocy

Percentage of Subjects with HIV—1 RNA < 400 copies/mL or at least 1.0 log10 decrease from Baseline by Visit

Full Anglysis Set — As Treated
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The baseline value used in the calculation of change from baseline is the average of the pre—dose measurements collected
at the screening visit, rendomization visit and baseline visit.

Discontinuotions and failures are included at all time points.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2006 {01:00)



Figure 14.6

Maraviroc Summary of Clinical Efficocy

Percentage of Subjects with HIV—1 RNA < 400 copies/mL or at leost 0.5 log10 decrease from Baseline by Visit
Full Anglysis Set — As Treated
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The baseline value used in the caleulation of change from baseline is the average of the pre—dose measurements collected
at the screening visit, rondomization visit and baseline visit.

Discontinuations and foilures are included at ¢ll time points.

PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2006 (01:01)




Figure 14.7 Page 1 of 1
Maraviroc Surmmary of Clinical Efficacy

Line Plot of Mean CD4 Cell Count (celis/uL) by Visit

Full Analysis Set — As Treated
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Each individual subjects baseline value is coleulated as the averoge of the pre—dose measurements collected
ot the screening visit and baseline visit.
PFIZER CONFIDENTIAL Includes Protocals:A4001027, A4001028. Date of Table Generation: 270CT2006 (01:02)




Figure 14.8 Page 1 of 1
Maraviroc Summary of Clinicai Efficacy

Line Plot of Mean Change from Baseline in CD4 Cell Count (cells/ul) by Visit

Full Analysis Set — As Treated
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The baseline value used in the caiculation of change from baseline is the average of the pre—dose megsurements collected
at the screening visit and baseline visit.
PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2006 {01:03)



Figure 14.9 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Line Plot of Mean CD8 Cell Count (cells/ul) by Visit

Full Analysis Set — As Trealed
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Each individual subjects boseline value is calculated os the overage of the pre—dose measurements collected
at the screening visit and baseline visit.
PFIZER CONFIDENTIAL Includes Protocols:A4001027, A4001028. Date of Table Generation: 270CT2006 (01:04)



Figure 14.10 Page 1 of 1
Macravircc Summary of Clinicol Efficacy

Line Plot of Mean Change from Baseline in CD8 Cell Count (cells/ul) by Visit

Full Analysis Set — As Treated
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The baseline value used in the calculation of change from baseline is the average of the pre—dose measurements collected

at the screening visit and baseline visit.
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Figure 14.11.1 Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Kaplan Meier Plot of Time teo Discontinuation

Full Analysis Set — As Treated
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Figure 14.11.3 . Page 1 of 1
Maraviroc Summary of Clinical Efficacy

Kaplan Meier Plot of Time to Treatment Failure

Full Analysis Set — As Treated
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LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS

ACTG
AE
AIDS
APD
ALT
ART
AST
BID
bpm
CCR5
CCRS5A32
CI

CSR
CXCR4
DBP
DSMB
ECG
GSS
GTN
HAART
HBV
HCV
HDL
hERG
HIV-1
ICG
ICH

IR
ISOD
iv.
LDL
LFT
MAI
MedDRA
MI

MR
msec
NNRTI
Non-R5
NRTI
OBT
OL
0S8

PI

PK
PSS
PY

QD

QTc

QTcB
QTcF
QTcI

AIDS clinical trial group

Adverse event

Acquired immune deficiency syndrome
Action potential duration

Alanine aminotransferase

Antiretroviral therapy

Aspartate aminotransferase

Twice daily

Beats per minute

CC chemokine receptor 5

32 basepair deletion of CCRS

Confidence interval

Clinical study report

Chemokine {C-X-C motif) receptor 4
Diastolic blood pressure

Data safety monitoring board
Electrocardiogram

Genotype susceptibility score

Glyceryl trinitrate

Highly active antiretroviral therapies
Hepatitis B virus

Hepatitis C virus

High density lipoprotein

Human ether-a-go-go-related gene

Human immunodeficiency virus subtype 1
Impedence cardiography

International Conference on Harmonization
Immediate release

In study off drug

Intravenous

Low density lipoprotein

Liver function test

Mycobacterium avium-intracellulare
Medical Dictionary for Regulatory Activities
Myocardial infarction

Modified release

Milliseconds

Non nucleotide/nucleoside reverse transcriptase inhibitor
Non-CC chemokine receptor tropic (dual/mixed, CXCR4-tropic or non-phenotypable) HIV-1
Nucleotide/nucleoside reverse transcriptase inhibitor
Optimised background therapy

Open label .

Overall susceptibility score

Protease inhibitor

Pharmacokinetic

Phenotype susceptibility score

Patient years

Once daily

Time from the beginning of the QRS complex to the end of the T wave in the electrocardiogram
QT interval, corrected for heart rate.

QTec interval with Bazett’s correction

QTec interval with Fridericia’s correction
QT interval, calculate using an individual correction factor
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QTcP Qt interval calculated using specific population correction factor
RS CC chemokine receptor 5 tropic HIV-1
RMP Risk management plan
SAE Serious adverse event
SAP Statistical analysis plan
SBP Systolic blood pressure
SGC System organ class
TdP Torsade de pointes
TE Treatment-experienced
TFT Thyroid function tests
Tmax Time of occurrence of Cmax
us United States
wt Wild type
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2.7.4. SUMMARY OF CLINICAL SAFETY

Acquired immune deficiency syndrome (AIDS) has caused the death of more than 25 million
people since it was first recognized in 1981, making it one of the most destructive epidemics
in recorded history. Despite recent improved access to antiretroviral treatment and care in
many regions of the world, the AIDS epidemic is estimated to have claimed 3.1 million

(2.8 to 3.6 miilion) lives in 2005. The vast majority of these deaths occurred in sub-Saharan
Africa and more than half a million were children.

Maraviroc is a selective, slowly reversible CC chemokine receptor 5 (CCRS5) co-receptor
antagonist, which has been shown to be active in vitro against a wide range of clinical
isolates, including those resistant to existing drug classes. The Sponsor is seeking marketing
authorisation for maraviroc administered twice daily (BID) at a dose of 300 mg (adjusted as
appropriate for interacting drugs) in combination with other antiretroviral agents for the
treatment of CCRS-tropic human immunodeficiency virus subtype 1 (HIV-1) in treatment-
experienced (TE) patients. This Summary of Clinical Safety provides the integrated safety
analyses performed for TE patients infected with CCRS5 tropic HIV-1. It includes additional
safety analyses on data from TE infected patients infected with non-CCRS tropic
{dual/mixed, CXCR4-tropic and non-phenotypable) HIV-1, treatment-naive patients infected
with CCRS5 tropic HIV-1 and healthy volunteers.

The 2 Phase 3 registrational studies include a population of TE patients infected with CCRS5-
tropic HIV-1 with resistance to 3 of the 4 antiretroviral classes, as measured by phenotypic
and genotypic resistance testing or by a history of usage of drugs from 3 of 4 antiretroviral
classes for at least 6 months, including at least 2 protease inhibitors (PIs). The population
recruited into both studies was predominantly male and white with a median time after
HIV-1 infection of 14 years, reflecting the demographics of the epidemic in the early 1990s.
The Phase 2b/3 clinical studies were conducted with the oversight of an independent external
Data Safety Monitoring Board (DSMB).

Although maraviroc is the first CCR5 antagonist to be submitted for marketing authorisation,
other experimental agents in this new class of antiretroviral agents have undergone clinical
development and have been associated with significant safety issues. Aplaviroc (Glaxo-
Smith-Kline) was discontinued from Phase 2b/3 development for severe hepatic toxicity. In
a recent placebo-controlled clinical trial with another CCR5 antagonist, vicriviroc (Schering
Plough), 4 cases of lymphoma and 1 of gastric adenocarcinoma were reported in patients
treated with active drug. There was no clear evidence that these malignancies were linked to
drug. Small numbers in the study (90/118 received vicriviroc) confound assessment of a
causal relationship between vicriviroc and development of malignancies. The data presented
in this dossier do not indicate that maraviroc is associated with hepatotoxicity or
carcinogenicity relative to placebo.

Safety concerns raised by pre-clinical models and the Phase 1

/2a studies include postural hypotension and QT prolongation. Theoretical concerns based
on the drug’s mechanism of action include an increased risk for infection and development of
malignancy. However, there is no evidence from the Phase 2b/3 studies that maraviroc
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adminisiered at a dose equivalent of 300 mg (QD or BID) is associated with an increased
frequency relative to placebo of symptomatic postural hypotension, QTc interval
prolongation, infections or tumours (see Section 2.7.4.2.1.5).

The adverse event (AE) profile of maraviroc is similar for both the QD and BID dosing arms
in TE patients up to and beyond 24 weeks of treatment. The most commonly reported all-
causality AEs during the Phase 3 studies (A4001027 and A4001028) were pyrexia, cough,
upper respiratory tract infection, rash, herpes simplex, myalgia, dysuria, dyspnoea, ALT
increased, AST increased, blood creatine phosphokinase increased and influenza. Most
treatment-related AEs associated with maraviroc occurred at similar incidences with placebo.
There are no age-, gender- or race-related differences in the safety profile of the maraviroc
treatment groups versus placebo. There is no significant difference in the safety profile of
maraviroc plus optimised background therapy (OBT) compared with placebo plus OBT.

2.7.4.1. Exposure to Maraviroc
2.7.4.1.1. Overall Safety Evaluation Plan and Narratives of Safety Studies
2.7.4.1.1.1. Introduction/ General Overview

To date, 28 Phase 1 clinical studies have been completed, including 14 single-dose studies
(2 conducted in males infected with HIV-1} and 14 multiple-dose studies. Ongoing Phase 1
studies are listed in the Risk Management Plan.

In the Phase 1 studies, a total of 595 healthy subjects and 37 patients infected with HIV-1
have been exposed to maraviroc. Table 1 and Table 2 present a summary of the single- and
multiple-dose studies and give an overview of any safety concerns raised; any safety issues
highlighted there are described further in Section 2.7.4.2.1.4. Narrative summaries for those
studies that were designed to address specific safety concerns are presented in
Section2.7.4.1.1.4

Potential safety issues addressed in this summary document include those arising from the
pre-clinical/toxicology programme, the Phase 1/2a clinical programme, the Phase 2b/3
clinical programme and concerns from other CCRS5 antagonists in development. Each of
these is described in detail in the following sections and, where appropriate, any longer-term
pharmacovigilance follow-up proposed by the Sponsor is described in the Risk Management
Plan.
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Table 1.  Overview of Completed Phase 1 Single-Dose Studies Design and Safety
Outcome
Study Number Study Design Safety Outcome
Dose
A4001001 (Solution) A double-blind, dose escalating, 1) Maraviroe was toleraied up 1o 900 mg.
Maraviroc: between 1 mg and  crossover study to investigate the 2) At 1200 mg the dose limiting AE was postural
1200 mg safety, tolerability and hypotension.
Placebo pharmacokinetics of single oral doses 3) There was a mean increase in QTcF at 2 hours

of maraviroc in healthy male volunteers
in the fed and fasted states (N=24).

post-dose of 10.7 msec, and in QTcP of 7.8 msec,

at 1200 mg

A4001003 (Tablet/Solution)
Maraviroc:

Tablet: 50 mg and 100 mg
(fasted), 600 mg (fed/Tasted)
Solution: 100 mg {(fasted)

An open, randomized crossover study
in healthy male volunteers to
investigate the pharmacokinetics of
single oral doses of maraviroc (N=15),

There were no clinically significant safety

concerns.

A4001004 (Tablet)
Maraviroe: 100 mg at varying
times of food intake (1 hour
prior to 4 hours post)

An open randomized crossover study in
fed and fasted healthy vohmteers to
investigate the effects of timing of food
intake on the pharmacokinetics of
maraviroe (N=15),

There were no clinically significant safety

concerns,

A4001009 (Solution/Tablet)
Maraviroc:

i.v. doses between 3 mg and
30 mg {solution) vs.

100 mg oral tablet

A randomized double-blind third party
open crossover study to investigate the
pharmacokinetics, safety and
tolerability of escalating i.v. doses of
maraviroc, and 1o determine the

There were no clinically significant safety

cencems.

Placebo absolute bioavailability after oral dose
(N=12).
A4001010 (Solution) An open study to investigate the There were no clinically significant safety

Maraviroc: 300 mg

absorption, metabolism and excretion
of [**C] -maraviroc in healthy male
subjects (N=3).

concems.

A4001016 (Tablet) A placebo- and active-controlled 1) At 900 mg maraviroc did not have any clinically

Maraviroc: 100, 300 and double-blind crossover study to relevant effect on QTel {(mean difference from

900 mg investigate the effect of escalating placebo was less than 4 msec, 90% upper CI

Moxifloxacin single doses of maraviroc on QTc <7 msec).

Placebo interval in healthy subjects (N=59). 2) There were no additional clinically significant
safely concerns,

A4001017 (Tablet) An open probe study to investigate the 1) Maraviroc was tolerated in HIV-positive

Maraviroc 300 mg +:
Cohort 1: Efavirenz and
TMI*

Cohort 2: Efavirenz,
didanosine and tenofovir
Cohort 3: Nevirapine,
lamivudine and tenofovir
Cohort 4: TM2¥,
stavudine and lamivudine

effect of selected antiretroviral
combinations on the pharmacokinetics
of a single oral dose of maraviroc in
HIV-infected subjects (N=29).

subjects when co-administered with 1 of 4 different

ART regimens.

2) Although exposure to maraviroc was higher in
subjects who received TM2*, the safety profile,
in particular in AE incidence, did not appear to be
different o that observed in the other 3 cohorts.

A4001032 (Solution)

A single-blind study to investigate and

There were no clinically significant safety

Part 1; 4 taste-masked compare the tasie characteristics of concerns,

maraviroc formulations and 2 selected paediatric formulations of

comparator formulations, maraviroc compared with marketed

rinse and spit method comparators in healthy adult volunteers

Part 2: 1 of the 4 taste (N=18).

masked maraviroc

formulations, swallowed
SRR AR IR B,
TM1A{Tzidovudinedamivudine®,
T2 SopinaviriitonavirE T o
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Table 1.  Overview of Completed Phase 1 Single-Dose Studies Design and Safety

Outcome

Study Number

Dose

Study Design

Safety Outcome

4001033 (Table)
Maraviroc 900 mg
GTN

Placebo

A crossover study 1o investigate the
haemodynamic effects of oral
maravirec (N=16),

1) Maraviroc acted as a mild vasodilator with a
fully compensated haemodynamic response
maintaining supine blood pressure.

2) The 3/16 subjects experiencing postural
hypotension implying that there was not always
complete compensation for orthostatic changes.

3} There was no apparent relationship between

% change from baseline in ICG parameters or
change from baseline in supine blood pressure and
pulse rate compared with maraviroc plasma
concentration.

4) There were no other clinically significani safety
CONCEmS.

A4001038 (Tablet)
Maraviroc: 300 mg

An open, 2-centre study, to compare the
pharmacokinetics of a single oral dose
of maraviroc in Asian and Caucasian
healthy male subjects (N=24),

1) There were no differences in safety profile
between Asian and Caucasian subjects.

2) There were no clinically significant safety
concems overall.

3) PK was similar between Caucasians and Asians,

A4001040 (Tablet)
Maraviroc:

1x 300 mg commercial tablet
2x 150 mg research tablet

An open crossover study to confirm
bioequivalence of maraviroc research
and commercial tablets (N=44),

There were no clinically significant safety
concems.

A4001043 (Tablet)
Maraviroc; 300 mg
comtnercial tablet

An open crossover study to confirm the
effect of food on the pharmacokinetics
of the maraviroc commercial tablet

There were no clinically significant safety
CONcems.

Fed and fasted (IN=12).
A4001046 (Tablet) An open study to investigate the range  There were no clinically significant safety
Maraviroc: 150 mg of maraviroc exposures following a cOncems.
Saquinavir single dose in HIV positive patients
receiving antiretroviral therapy
containing boosted saquinavir (N=8).
A4001047 (Tablet) An open crossover study to investigate  There were no clinically significant safety

Maraviroc: 600 mg
IR fasted

MR 4,6 Qhour fastedand 6 h

fed

the pharmacokinetics and effect of food
on modified release maraviree (N=10).

CONCErSs.

AE = adverse event; GTN = glyceryl trinitrate; ICG = impedence cardiography; IR = immediate release; MR = modified
release; PK = pharmacokinetic; QTcl = Individually-correcied QT.
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Table 2. Overview of Completed Phase 1 Multiple-Dose Studies Design and Safety
Outcome
Study Number Study Design Safety Outcome
Dose
A4001002 (Tablet) A double-blind parallel group, single 1) At doses up to 300 mg BID, there were few
Maraviroc: dose and multiple escalating oral dose adverse effects.

Cohort 6: 3 & 10 mg BID
Cohort 4: 25 mg BID
Cohort 1: 100 mg BID
Cohort 2: 300 mg BID
Cohort 3: 600 mg QD
Cohort 5: 600 mg QD
Placebo

study to investigate the safety,
loleration and pharmacokinetics of
maraviroc in heaithy male subjects

(N=72).

2) At 600 mg QD, there was severe symptomatic
postural hypotension (2/9 subjects on 600 mg QD
and 1/3 subjects on placebo in Cohort 3). A second
cohort was successfully dosed at 600 mg without
this degree of postural events.

3) Minor effects on blood pressure and pulse rate
occurred more frequently at 600 mg QD.

4) One subject discontinued due to a laboratory test
abnormality: a severe increase in transaminase
levels, concurrent with food poisoning,

5) Eight maraviroc subjects had transaminase
levels above the ULN which tended to increase up
until the last day of treatment and decrease
thereafier. These evenis were sporadic, not
dose-related and were not associated with an
elevation in bilirubin.

6) There were apparent dose-related increases in
total cholesterol and LDL-cholesterol.

A4001005 (Tablet) A double-blind, placebo-controlled, There were no clinically significant safety
Maraviroc: 100 mg crossover study to investigate the COncems.
Ethinyloestradiol and cffects of maraviroc on the
Ievonorgestrel pharmacokinetics of oral contraceptive
Placebo sieroids in young women (N=15).
A4001006 (Tablet) An open crossover study to investigate ~ There were no clinically significant safety
Maraviroc: 100 mg BID the effect of ketoconazole and concermns,
Ketoconazole saquinavir on the steady state
Saquinavir pharmacokinetics, safety and
Placebo tolerability of maraviroc in healthy
volunteers (N=12).
A4001008 (Tablet) A double-blind, multiple dose study to There were no clinically significant safety
Maraviroc: investigate the safety of maraviroc BID  concems.
100 or 300 mg BID for 28 days in healthy subjects (N=54).
Placebo
A4001011 {Tablet) An open parallel group study to There were no clinically significant safety
Maraviroc: investigaie the effect of rifampicin and ~ concems.
100 or 200 mg BID efavirenz on the steady-state
Rifampicin pharmacokinetics of maraviroc in
Efavirenz healthy volunteers (N=36).
A4001012 (Tablet) A double-blind, 2-period crossover There were no clinically significant safety
Maraviroc 300 mg BID + study to investigate the elfects of concems.
midazolam steady-state maraviroc on the

Placebo + midazolam

pharmacokinetics of a single oral dose
of midazolam (N=12).

A4001013
Maraviroc 25, 50 or 100 mg
BID +
Ritonavir,
Saquinavir + ritonavir
Lopinavir + ritonavir
Placebo

An open, 4-treatment, parallel group
study to explore the steady-state
pharmacokinetics of maraviroc when
co-administered with ritonawvir,
saquinavir plus ritonavir or lopinavir
plus ritonavir TM) (N=32).

There were no clinically significant safety
COnNcems.
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Table 2. Overview of Completed Phase 1 Multiple-Dose Studies Design and Safety
Outcome
Study Number Study Design Safety Outcome
Dose

A4001018 An open 2-period crossover study to There were no clinically significant safety
Maraviroc 300 mg BID + investigate the effects of TM13* concerns.

TM13* on the steady-state pharmacokinetics of

Placebo maraviroc in healthy volunteers

(N=16).

A4001019 (Tablet) A double-blind, parallel group sindy to 1) Two subjects permanently discontinued: 1 due
Maraviroc: investigate the safety, tolerability and to treatment related rash and 1 to infectious

300, 600 and 900 mg BID
900 and 1200 mg QD

pharmacokinetics of multiple escalating
oral doses of maravircc in healthy

mononucleosis (Epstein Barr Virus).
2) Four subjects had severe treatment-related AEs:

Placebo subjects (N=36). 3 had postural hypotension (900 mg QD or
1200 mg QD), and 1 had dizziness (600 mg BID).
3) Postural hypotension and conjunctivitis were
more common al doses of 900 mg and above,
Blurred vision was more common at 600 mg and
above
4) 7/9 subjects on 1200 mg QP and 1/2 subject on
placebo had increased plasma creatinine.
5) There was no increase in QT¢ in this study.

A4001020 (Tablet) A double-blind 2-period crossover There were no clinically significant safety

Maraviroc 300 mg BID + study to investigale the effects of COnCeImns.

TM1* steady-state maraviroc cn the

Placebo + TM1* steady-state pharmacokinetics of

TM1* in healthy subjects (N=12).

A4001021 (Tablet) An open 2-way crossover sludy 1o 1) Maraviroc 100 mg BID in combination with

Maraviroc 100 or 300 mg investigate the effect of co- boosted saquinavir or boosted saquinavir and

BID + administration of efavirenz with efavirenz was tolerated with all AEs being mild to

efavirenz with TM2* TM2*, efavirenz with boosted moderate.
efavirenz with boosted saquinavir and efavirenz with both 2) Maraviroc 100 mg BID in combination with
saquinavir TM2* and saquinavir on the TM2* plus boosted saquinavir and efavirenz

efavirenz with both
TM2* and saquinavir

pharmacokinetics of maraviroc in
healthy subjects (N=36).

was discontinued due to treatment-related
gasirointestinal AEs.

Placebo
A4001022 (Tablet) An open 2-way crossover siudy 1o There were no clinically significant safety
Maraviroc 300 mg BID + investigate the effect of congems.
Tenofovir co-administration of tenofovir on the
Placebo pharmacokinetics of maraviroc in
healthy subjects (N=12).
A4001025 (Tablet) An open, placebo-controlled, 1) There was 1 severe AE of postural hypotension.
Maraviroc 300 mg BID + randomised, 2-way crossover study (o 2) Thers were no other clinically significant safety
Atazanavir investigate the effect of CONCEINS.
Placebo co-administration of atazanavir alone
and boosted with ritonavir on the
pharmacokinetics of maraviroc in
healthy subjects (N=12).
A4001042(Tablet) An open 2-way crossover study to There were no clinically significant safety
Maraviroc 150 mg BID + investigate the effect of concems, other than tipranavir-related LFT
Tipranavir/ritonavir tipranavir/ritonavir on the elevations.
Placebo pharmacokinetics of maraviroc in

healthy subjects (N=12).

BID =Twice daily dosing; QD = once daily dosing; ULN = upper limit of normal.
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Two multiple-dose Phase 2a studies were conducted in patients infected with CCR5-tropic
HIV-1 (A4001007 and A4001015). In these studies a total of 66 patients were exposed to
maraviroc. No safety concemns were identified during these studies (Table 3).

Table 3. Overview of Phase 2a Studies (A4001007 and A4001015) Design and Safety

Outcome
Study Number Study Design Safety Outcome
Dose
A4001007 (Tablet) A double-blind, multicentre study of There were no clinically significant safety
Cohort I: Maraviroc 25 mg maraviroc in asymptomatic patients concems,
QD: 100 mg BID: Placebo. infected with CCRS-tropic HIV-1 to
(1:1:1) investigate pharmacodynamics,

Cohort 2: Maraviroc 50 mg pharmacokinetics, safety and
BID: 300 mg BID: Placebo. tolerability (N=45)

2:2:1)

A4001015 (Tablet) A double-blind investigation intc the Thera were no clinically significant safety
Maraviroc 150 mg BID (fed effects of food and dose regimen on concerns.

& fasted): 100 mg and viral load response in patients infected

300 mg QD (fasted): Placebo  with CCRS5-tropic HIV-1 on short-term
(fed & fasted). (4:4:4:4:1:1) monotherapy with maraviroc (N=37).

The Phase 2b/3 clinical programme consists of 4 global studies: 3 conducted in TE patients
receiving maraviroc in combination with other anti-refroviral drugs, the fourth in treatment-
naive patients receiving either maraviroc or efavirenz in combination with
zidovudine/lamivudine -M ).

Two of these studies (A4001027 and A4001028) are ongoing Phase 3 studies conducted in
TE patients infected with CCRS5-tropic HIV-1 (who for the purposes of this document will be
referred to as ‘R5 TE patients’). These 2 studies provide the pivotal information for the
target population supporting this submission. One smaller ongoing Phase 2b study
(A4001029) is being conducted in TE patients infected with dual/mixed (CCR5/CXCR4)
tropic, CXCR4-tropic or non-phenotypable HIV-1 (who for the purposes of this document
will be referred to as ‘non-R5 TE patients”). All 3 of these studies in TE patients compared 2
maraviroc dosing regimens (QD and BID, at dose equivalents of 300 mg; see Section
2.7.4.1.3.3.1) with placebo, and all were administered in combination with OBT selected on
the basis of resistance testing, history of prior use and safety of combinations.

Study A4001026 is being conducted in treatment-naive patients and 1s included in this
submission to provide supportive safety data only. In January 2006, the independent DSMB
recommended discontinuation of this study’s maraviroc 300 mg QD treatment group after it
failed to meet protocol-defined non-inferiority criteria at a predefined interim analysis
(described in Section 2.7.3.1.3 Module 2,7.3 Summary of Clinical Efficacy). The DSMB
further recommended rolling over these patients into an open label (OL) maraviroc BID arm.
This study is still ongoing, and the unblinded data from the discontinued treatment group are
presented in this submission to support an assessment of significant AEs across the

Phase 2b/3 programme. '
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As of 15 September 2006, a total of 964 TE patients (840 R5 and 124 non-R5) have been
exposed to maraviroc in the Phase 2b/3 studies, and 271 patients have received placebo (209
R5 and 62 non-R5 TE patients). Safety data are also available for 109 patients from Studies
A4001028 and A4001029 who were discontinued for treatment failure and permitted to begin
OL maraviroc BID. These patients were infected with CCRS tropic HIV-1 at the time of
starting OL maraviroc treatment. Safety data from 174 patients exposed to maraviroc in the
discontinued QD arm from freatment-naive Study A4001026 are also presented as supportive

data.
Table 4. Overview of the Design and Safety Outcome of the Ongoing Phase 2b/3 Studies
(Studies A4001027, A4001028, A4001029 and A4001026)
Study Number Study Design Safety Outcome
Dose
A4001027 A double-blind, placebo-controlled There were no clinically significant safety
Maraviroe 300 mg QD: study of maraviroc in combination with  concerns.
300 mg BID: Placebao. OBT versus OBT alone in treatment-
(2:2:1) experienced CCRS-tropic HIV-1
infected individuals (US and Canada)
(N=585).
A4001028 A double-blind, placebo-controlled 1) There was a slight imbalance in the number of
Maravirec 300 mg QD; study of maraviroc in combination with  deaths but a significant number of deaths were
300 mg BID: Placebo. OBT versus OBT alone in treatment- noted in the pre-randomisation period.
(2:2:1) experienced CCRS-tropic HIV-1 2) There were no clinically significant safety
infecled individuals (EU, Australiz and  concerns,
North America) (N=464).
A4001029 A double-blind, placebo-controlled There were no clinically significant safety
Maraviroc 300 mg QD: study of maraviroc in combination with  concerns.
300 mg BID: Placebo. OBT versus OBT alone in treatment-
(1:1:1) experienced patients with non CCR5-
tropic HIV-1 (Global) (N=190).
A4001026 A global, double-blind, comparative 1) The 300 mg QD treatment group was
Maraviroc trial of maraviroc and efavirenz in discontinued after review by the DSMB, following

300 mg QD; or

300 mg BID: Efavirenz
(1:1:1) with
Zidovudine/lamivudine

combination with
zidovudine/lamivudine in freatment-
naive CCRS tropic HIV-1 infected
individuals,

failure to meet protocol defined non-inferiority
criteria at a predefined interim analysis, The
DSMB recommended rolling over the subjects in
the maraviroc QD arm into an open label maraviroc
BID arm.

2) There were no clinically significant safety
CONGRITS.

Individual summaries of the study designs and key safety results for these studies are
provided in Appendix Table Al of this document.

2.7.4.1.1.2, Pooling Strategy for Presentation of Integrated Safety Information

In order to investigate any safety issues arising from various stages of the maraviroc clinical
programme, an integrated safety review was completed for the following subject populations:

e Phase 1 single-dose studies and Phase 1 multiple-dose studies

The Phase 1 population (represented by A in Figure 1) is comprised mainly of healthy HIV-1
negative volunteers, although 2 pharmacokinetic single-dose studies (A4001017 and
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A4001046) were conducted in HIV-1 infected patients. This population has been pooled
separately from the Phase 2b/3 population as subjects are less likely to have confounding
AEs, serious co-morbidity or be taking concomitant medications. In addition, in many of
these studies (i.e., in the non-interaction studies), maraviroc was administered alone, whereas
in the Phase 2b/3 studies maraviroc is always administered with other antiretroviral therapy,
and often other concomitant medications as well. The Phase 1 single-dose studies and

Phase 1 multiple-dose studies have been analysed separately.

¢ Phase 2a studies (A4001007 and A4001015)

Data from Phase 2a Studies A4001007 and A4001015 (represented by B in Figure 1) have
not been pooled with the Phase 2b/3 studies, since patients in these studies received
maraviroc as short-term monotherapy only, were treatment-naive (or off-treatment for at least
8 weeks prior to enrolment), were asymptomatic and had CD4 counts >250 cell/ul..

e Phase 2b/3 studies - all patients

This pool (represented by C in Figure 1) includes all HIV-1 infected patients in the

Phase 2b/3 programme who have received at least 1 dose of maraviroc (Studies A4001026,
A4001027, A4001028 and A4001029), including open label maraviroc. The purpose of this
‘high-level’ pool is to describe the safety experience and overall adverse event profile of
maraviroc across the whole Phase 2b/3 clinical programme and to check for any differences
in frequency and type of events compared with the target population of R5 TE patients.

¢ Phase 2b/3 studies

In November 2004, the 4 global Phase 2b/3 studies of maraviroc in combination with other
antiretroviral therapy were initiated (Table 4). The safety data for these studies are pooled
into the following populations:

e Phase 3 studies in TE patients infected with CCR5-tropic HIV-1 (Studies A4001027
and A4001028)

This analysis pool (represented by E in Figure 1) consists of the 2 registrational Phase 3
studies conducted in TE patients infected with CCR5-tropic HIV-1 (Studies A4001027 and
A4001028).

¢ Phase 2b study in TE patients with non CCR5-tropic HIV-1 (Study A4001029)

This population (represented as F in Figure 1) provides safety data for patients infected with
dual/mixed, CXCR4-tropic and non-phenotypable HIV-1 (Study A4001029). These safety
data provide reassurance that there are no safety implications in patients who are infected
with non-CCRS5 tropic virus.

e Phase 2b/3 studies in TE patients infected with HIV-1 (Studies A4001027, A4001028
and A4001029)
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This analysis (represented by D in Figure 1) includes all TE patients in the Phase 2b/3
clinical programme irrespective of viral tropism result, and thus includes patients from
Studies A4001027, A4001028 and A4001029. This pool will provide larger numbers of TE
patients from which to describe the overall AE profile of this population and to evaluate
systematically collected parameters related to QTc and postural hypotension likely to be
independent of maraviroc effects on HIV-1.

e Open label Phase 3 Studies in TE patients with CCRS5-tropic HIV-1
(Studies A4001027 and A4001028)

This population pool (represented by G in Figure 1) includes data for patients in

Studies A4001027 and A4001028 who discontinued from blinded therapy, irrespective of
randomised treatment, for reasons other than for safety, but remained CCR5-tropic and
continued in study on OL maraviroc.

e Phase 2b/3 study in freatment-naive patients (Study A4001026)

This treatment-naive population (represented by H in Figure 1) is included to provide
supportive safety data only. In January 2006 the DSMB recommended that this study’s
maraviroc 300 mg QD treatment arm be discontinued for failure to meet pre-defined non-
inferiority criteria, but that patients who were responding to treatment could be switched to
maraviroc 300 mg BID. The unblinded data from the discontinued treatment arm and its OL
follow-on phase are included to support assessment of AEs of interest (e.g., hepatotoxicity)
across the Phase 2b/3 programme. Patients in this study are receiving a fixed combination of
maraviroc and zidovudine/lamivudine.
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Figure 1.

Phase 1 Studies (A)”

Total on Maraviroc=632
37 patients/595 Healthy

Volunteers

'

v

v

Single Dose
Total =299
(Maraviroc
alone = 262)

Multiple Dose
Total =333
(Maraviroc
alone = 297)

Overall Reporting Strategy for Maraviroc Safety Data

Phase 2a Studies (B)
Total on Maraviroc=66

All Maraviroc Therapy (C)

Total treated with maraviroc = 1212

v

I
¢

v

Phase 2b / 3 Treatment Naive
Studies (A4001026 QD only) (H)
Total Randomised=177

Total on Maraviroc=174

Phase 2b / 3 Treatment
Experienced Studies (D)
Total Randomised=1266
Total Treated = 1235
Total on Maraviroc=964

Maraviroc Treatment
Experienced Oper Lab
Total on Maraviroc=109
109 (14 QD; 21 BID, 74
placebo).

el (G)

v

Phase 3 Treatment
Experienced CCRS Tropic
Studies (A4001027/8) (E)

Total Randomised=1076
Total Treated = 1049
Total Treated with
Maraviroc=840

Notes: * Includes 26 Studies in Healthy Volunteers plus 2 PK Studies in HIV-1 infected patients
Total Randomised = Total number of subjects randomised

Total on Maraviroc = Total number of subjects randomised to and received at least 1 dose of Maraviroc

v

Phase 2b Treatment
Experienced Non CCR5S
Studies (A4001029) (F)
Total Randomised=190
Total Treated = 186
Total treated with
Maraviroc=124

Source: Summary of Clinical Safety Tables 1.1.1, 2.1, 3.1.2 and 3.4.7.1 and Individual Clinical Study Reports for A4001029 and A4001026 QD
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2.7.4.1.1.3. Reporting definitions

The safety analysis population is defined as all subjects randomised who received at least one
dose of study medication. Subjects are reported under the treatment they actually received.

AEs and laboratory values were analysed using the AIDS Clinical Trial Group (ACTG)
Grade 1-4 severity scale.

In accordance with the International Conference of Harmonization Topic E2A’, a serious
adverse event (SAE) was defined as any event that was 1) life-threatening or resulted in death,
2) required or prolonged hospitalisation, 3) resulted in a persistent or significant disability or
incapacity, 4) was a congenital anomaly or birth defect, or 5) was a medically significant event
(defined as the event that jeopardised the subject or required medical or surgical intervention
to prevent 1 of the outcomes listed herein). Any such event was reported on the Sponsor’s
SAE database (ARISg).

2.7.4.1.1.3.1, Databases

Integrated safety data (AEs, discontinuations due to AEs and laboratory abnormalities) are
reported from the clinical database (Oracle Clinical). SAEs (including serious laboratory
abnormalities) are reported from the Sponsor’s SAE database (ARISg).

There are differences between the 2 databases with respect to safety data reporting. For
example, ARISg references local laboratory data and specialist investigations; such data
cannot always be merged into Oracle Clinical. Likewise, different terminology may be used
to report the same event to the 2 databases, and the numbers of events reported may differ
because of the different lag times used (see below).

2.7.4.1.1.3.2. Patients In-Study-Off-Drug

In Studies A4001027, A4001028 and A4001029, patients were encouraged to remain in the
study for long term follow-up following discontinuation of study drug, either on OL maraviroc
(if appropriate) or on another treatment regimen without maraviroc. When reporting SAEs or
deaths that occurred more than 28 days after cessation of study drug in patients who did not go
on to receive OL maraviroc, these subjects are designated as belonging to an ‘In-Study-Off-
Drug’ (ISOD) treatment group.

A tota] of 50/414, 59/426 and 25/209 patients randomised to maraviroc QD, maraviroc BID,
and placebo, respectively, discontinued therapy but remained in Studies A4001027 and
A4001028. A further 79, 58 and 34 discontinued from each treatment group, respectively, in
these 2 studies.

2.7.4.1.1.3.3, Safety Data Cui-Off Dates

Adverse Events and Laboratory Abnormalities Reported from Oracle Clinical

All safety data are included from the completed Phase 1 and Phase 2a clinical studies.
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For the ongoing Phase 3 Studies A4001027 and A4001028, all safety data on all patients to
Week 24 are reported to 15 September 2(. Al other safety data beyond Week 24 are
reported to the Week 48 visit or 11 September 2(. whichever occurred earlier.

All data are reported for the Week 24 primary analysis endpoint from the Phase 2b Study
A4001029 (Last Patient Last Visit included from 8 December 2(..

For the ongoing Phase 2b/3 Study A4001026, data for the discontinued 300 mg QD arm are
included only to support data for AEs of significance (see Section 2.7.4.2,1.5.3).

Serious Adverse Events (SAEs) and Deaths Reported from ARIS

SAEs and deaths are reported up to the 15 September 2(.for all studies, including OL data
for Studies A4001027, A4001028 and A4001029 and for the discontinued 300 mg QD
treatment group of Study A4001026. Blinded SAE data only are provided for the ongoing
maraviroc BID and efavirenz treatment groups of Study A4001026, except patients who have
died or where unblinding was necessary for patient management.

2.7.4.1.1.3.4, Lag Time for Reporting of Data

Adverse Events and Laboratory Abnormalities Reported from Oracle Clinical

A lag time of 7 days was used, specifically:

* An AE occurring or laboratory data recorded up to 7 days after cessation of dosing are
classified as treatment-emergent in the summary tables. Any subsequent AE or laboratory
abnormality is not (but is reported in individual report data listings).

Lag Time Phase 2b/3

For the purposes of the Phase 2b/3 studies, a lag of either 7 days or the time from end of
blinded therapy to start of OL maraviroc, whichever is shorter, is used to process AEs and
laboratory data. For the purpose of reporting, Blinded Therapy and OL are reported as
separate treatment periods. Specifically:

s [fthe same AE occurs on Blinded Therapy, resolves before starting OI. and then recurs on
OL, the AE is reported as treatment-emergent on both.

e If an AE starts on Blinded Therapy (or within the lag period before starting O1.) and
continues into OL at same severity, the AE is reported as treatment emergent for Blinded
Therapy only. Duration is reported in Blinded Therapy from the start to the stop date of
the AE.

e Ifan AE starts after commencement of OL, and this is within the 7 day lag of Blinded
Therapy, the AE is attributed to OL only.

¢  When combining Blinded Therapy and OL into single maraviroc exposure, only the most
severe AE is reported. (A footnote is included in the tables to highlight that incidences
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from separate summary tables of Blinded Therapy and OL do not add up to incidences
presented for combined Blinded and OL therapy.)

Serious Adverse Events and Deaths Reported from ARISg

For all serious AEs and deaths, a lag time of 28 days was used, specifically:

¢ A SAE or death occurring up to 28 days after cessation of dosing is classified as treatment-
emergent in the summary tables. Any subsequent event is not, except:

e Treatment-related SAEs and deaths are reported irrespective of time post-dose and are
reported against the last active study treatment.

o For ISOD patients, any unrelated SAEs or deaths that occur <28 days are reported
against the last active study treatment. All unrelated SAEs or deaths occurring
>28 days post discontinuation of study therapy are assigned to ISOD.

2.7.4.1.1.3.5. MedDRA Coding

All AEs and SAEs are summarised by Medical Dictionary for Regulatory Activities
{(MedDRA) terms. All AEs and SAEs are reported using MedDRA Version 9.0 and are
summarised by system organ class (SOC) and preferred term.

Note: Some of the clinical study reports (CSRs) have been reported using other versions of
MedDRA, so AEs reported in this submission may differ slightly from those reported in the
individual study reports.

2.7.4.1.1.4, Study Narratives

Brief narrative summaries of single-dose Studies A4001001, A4001016, and A4001033 and
multiple-dose Studies A4001002, A4001008 and A4001019 are included below, because these
studies were specifically designed to address the safety of maraviroc. Many of the remaining
Phase 1 Studies were designed to study maraviroc pharmacokinetics and are discussed in
Module 2.7.2. Summary of Clinical Pharmacology. Study narratives are not provided for the
Phase 2a Studies A4001007 and A4001015 as no safety issues were identified. Efficacy data
for the Phase 2/3 clinical programme are described in Module 2.7.3 Summary of Clinical
Efficacy. For full details of all studies, refer to the individual CSRs in Module 5.3.

2.7.4.1.1.4.1. Phase 1 Single-Dose Studies
Study A4001001

This first-in-human study was a double-blind, dose escalating, placebo-controlled study with
the primary objective of determining the safety and tolerability of single oral doses of.
maraviroc in healthy male volunteers, in both fed and fasted states.

Two separate cohorts were dosed alternately to ensure safe escalation of doses Cohort A
(N=12): 1 mg, 10 mg, 100 mg, 900 mg and 100 mg (fed), and placebo; Cohort B{ N=12}:
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3 mg, 30 mg, 300 mg and 1200 mg, and placebo). There was a washout period of at least
7 days between doses.

There were no SAEs, deaths or discontinuations. Most AEs were reported at the 1200 mg
dose, and very few were reported at doses below 900 mg. Postural hypotension was the dose-
limiting AE, occurring in 4 of 9 subjects (44.4%) at 1200 mg. Five subjects had severe
treatment-related AEs (4 of postural hypotension at 1200 mg, and asthenia at 300 mg). Seven
subjects had laboratory abnormalities (all in Cohort B, and most commonly in the placebo

group).

Maraviroc 1200 mg was associated with a mean increase in QTcF (QTc interval with
Fridericia’s correction) of 10.7 msec and a mean increase in QTcB (QTc interval with Bazett’s
correction) interval of 20.3 msec at 2 hours post-dose. However, neither of these 2 correction
factors adequately corrected for the increase in heart rate seen with this dose, which was
confounded by haemodynamic changes related to postural hypotension. Further analysis of
ECG data using a population correction factor gave a mean change from baseline in the
population-corrected QTc (QTcP) interval of 7.8 msec. These data demonstrate the sensitivity
of the QT interval to changes in heart rate and the importance of an appropriate correction
factor. No subjects experienced a post-dose QTcB =450 msec or change from baseline of

=60 msec.

Study A4001016

This was a double-blind placebo- and active-controlled crossover study designed to investigate
the effect of 3 single oral doses of maraviroc (100, 300 and 900 mg) and an active comparator
(oral moxifloxacin 400 mg) on the individually corrected QT interval (QTcI), and to evaluate
its safety and tolerability in healthy subjects (N=60).

There were no SAEs or deaths, and most AEs were mild or moderate in severity. Three
subjects discontinued due to AEs, none of which was considered treatment-related. Three
subjects reported severe AEs, of which 2 [nausea (maraviroc 300 mg) and postural
hypotension (maraviroc 300 mg)] were considered treatment related, Postural hypotension
was reported as an AE following all treatments except maraviroc 100 mg. Thirty-six subjects
had laboratory test result abnormalities, but these were distributed evenly between treatment
groups.

Maraviroc, at single doses up to and including 900 mg, had no clinically relevant effect on
QTcl. The mean difference from placebo in QTcl for all the primary endpoints was less than
4 msec for all 3 doses of maraviroc (100, 300 and 900 mg), for the active comparator,
moxifloxacin, the mean difference in QTcl was between 12 and 14 msec. No subjects in the
maraviroc treatment groups had a maximum QT¢I value > 450 msec (males) or > 470 msec
(females) or increases from baseline > 60 msec at any timepoint, though such values were
observed after moxifloxacin. There did not appear to be any differences in the magnitude of
the effects of maraviroc and moxifloxacin between male and female subjects. A post hoc
exposure-response analysis (Module 5.3.4.1, Exposure-Response Modelling Report for
Maraviroc Exposure on QT mterval Corrected for Heart rate Phase 1 Data [Protocol
A4001016]) concluded that there was a small (less than 3 msec) increase in mean QTcI at
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1 and 2 hours post-dose for subjects who received 900 mg maraviroc but not for those who
received 100 mg and 300 mg,. A post hoc exposure-response analysis of PR interval data
concluded that maraviroc has no effect on this parameter. The data are further discussed in
Section 2.7.2,1.3.3 Module 2.7.2 Summary of Clinical Pharmacology and below in Section
2.742.1.4.1, ‘Cardiovascular Safety’.

Study A4001033

This crossover study was specifically designed to investigate the effect of maraviroc on the
cardiovascular function of healthy male subjects aged 18 to 45 vears. In part 1, a single
sublingual spray of 0.4 mg glyceryl trinitrate (GTN) was compared to GTN placebo. In part 2,
a single oral dose of maraviroc 900 mg was compared with maraviroc placebo. Systemic
vascular resistance, stroke index and cardiac index was measured during both parts of the
study using non-invasive impedance cardiography (ICG), as was blood pressure and pulse rate
(N=16).

There were no SAEs, deaths or discontinuations. The most common treatment-related AE
after maraviroc administration was postural hypotension, occurring in 3 of the 16 subjects.
There were no clinically significant effects on blood pressure, pulse rate or ECG data.

Maraviroc 900 mg did not cause a clinically significant change in supine systolic or diastolic
blood pressure but did, to a lesser extent than GTN, decrecase systemic vascular resistance
(largest mean decrease —3.9%) and stroke index (largest mean decrease —5.6%). It also
increased cardiac index (largest mean increase 6.8%) and pulse rate. These results are
consistent with a mild vasodilator with a fully compensated haemodynamic response for
supine blood pressure, with the observed postural hypotension suggesting partial or
incomplete compensation for orthostatic changes.

There were no other clinically relevant safety concerns.
2.7.4.1.1.4.2, Phase 1 Multiple-Dose Studies
Study A4001002

This first multiple-dose study with maraviroc was a double-blind, placebo-controlled study
designed to investigate the safety, tolerability and pharmacokinetics of multiple oral doses of
maraviroc in 72 healthy male subjects, administered BID as a solution for 3, 10, 25, 100 and
300 mg, and QD as a tablet for 600 mg.

Six separate cohorts were dosed: Cohort 1: 100 mg BID maraviroc or placebo (ratio 3:1),
Cohort 2: 300 mg BID maraviroc of placebo (ratio 3:1), Cohort 3: 600 mg QD maraviroc or
placebo (ratio 3:1), Cohort 4: 25 mg BID maraviroc or placebo (ratio 3:1),

Cohort 5: 600 mg QD maraviroc or placebo (ratio 3:1) and Cohort 6: 3 mg BID, 10 mg BID
maraviroc or placebo (ratio 5.5:2).

There were no SAEs or deaths. One subject discontinued because of a laboratory test
abnormality, a severe increase in transaminase levels (maximum ALT 300 IU/mL, maximum
AST 233 IU/mL), concurrent with food poisoning. There were 8 subjects (all on maraviroc)

PFIZER CONFIDENTIAL
Page 25



01000006234212\1.1 \Approved \01-Dec-2005 11;39

Maraviroc: Submission for Treatment-Experienced Patients Infected with CCRS5-Tropic HIV-1
2.7.4 Summary of Clinical Safety

with transaminase levels above the upper limit of normal (ULN); these values tended to
increase up until the last day of treatment and then decrease thereafter. These events did not
show a dose relationship. There were apparent dose-related increases in total cholesterol and
low density lipoprotein (LDL) cholesterol, but not in high density lipoprotein (HDL)
cholesterol.

At doses up to 300 mg BID, there were few AEs, most of which were mild or moderate.
Cohort 3 reported a higher incidence of AEs than any other cohort and dosing was terminated
for this cohort becaiise 3 subjects had severe symptomatic postural hypotension at 4 hours
post-dose on Day 7 (2 after 600 mg of maraviroc and 1 after placebo). After review of the
blood pressure and pulse rate data from Cohort 3, this dose was repeated in Cohort 5 and was
tolerated in all subjects, with no severe AEs reported and just 1 episode of mild transient
postural hypotension.

There were dose-related effects on the mean maximum decrease from baseline for standing
systolic blood pressure at 300 mg BID and 600 mg QD and for standing diastolic blood
pressure at 600 mg QD. There were no dose-related increases in the mean maximum
decreases from baseline compared to placebo for supine systolic or diastolic blood pressure.
There was an increase in the maximum change from baseline for standing pulse rate at 600 mg
QD (21.2 bpm, cohort 3, Day 7). There was no effect on supine pulse rate (apart from

1 subject in cohort 3 on Day 7 who received 600 mg QD). At 600 mg QD the mean postural
drop in systolic blood pressure (SBP) (-16.0 mmHg, cohort 5, Day 7) and in diastolic blood
pressure (DBP) (-8.0 mmHg, cohort 3, Day 7) was greater than that on placebo (-9.3 mmHg
SBP, -0.5 mmHg DBP, Day 7), but only Cohort 3 at 600 mg QD on Day 7 experienced
postural changes outside the range of values observed on placebo. There was an increase in
the mean postural change in pulse rate compared to placebo at 600 mg QD, although all
individual values lay within the ranges seen on placebo (A4001002 Clinical Study Report
Section 8.2.4).

There was no obvious clinically relevant dose-related or concentration-related effect on the
QTc interval over the dose/concentration range studied.

Study A4001008

This double-blind, placebo-controlled study was designed to investigate the longer term safety
(28 days) of multiple oral doses of maraviroc (100 or 300 mg administered BID) in healthy
subjects aged 18 to 55 years inclusive (N=16).

No SAEs, deaths or severe AEs were reported during this study. Three subjects discontinued
due to AEs, none of which was considered treatment-related. The incidence of AEs was
similar across treatment groups.

One subject discontinued due to laboratory abnormalities during the placebo run-in phase. No
trend of increasing liver enzymes over time was seen during the study, and no liver enzyme
value was more than 2 times the ULN or 3 times the baseline value in any treatment group.
There was no evidence of an effect of maraviroc on lipid parameters, on blood pressure, pulse
rate or ECG, including QTcF.
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Study A4001019

This double-blind, placebo-controlled, parallel group study was designed to investigate the
safety, tolerability and pharmacokinetics of high multiple oral doses of maraviroc, and the
effect of dose escalation on tolerability.

Three separate cohorts were dosed: Cohort 1 (N=9): Days 1 to 7 - maraviroc 300 mg BID or
placebo, Days 8 to 14 - maraviroc 600 mg BID or placebo, Cohort 2 (N=9): Days 110 7 -
maraviroc 600 mg BID or placebo, Days 8 to 14 - maraviroc 900 mg BID or placebo,
Cohort 3 (N=9) - Days 1 to 7 - maraviroc 900 mg QD or placebo, Days 8 to 14 - maraviroc
1200 mg QD or placebo.

There were no SAESs or deaths in this study. One subject permanently discontinued from the
study because of treatment-related rash and another permanently discontinued because of
infectious mononucleosis (Epstein Barr virus infection).

The study concluded that in general dose titration did not lead to improved tolerability of
higher doses. Dizziness was more frequent than placebo at doses above 600 mg BID, and
more subjects whose dose escalated from 600 mg BID to 900 mg BID (Cohort 2) reported
dizziness than those whose dose escalated from 900 mg QD to 1200 mg QD (Cohort 3).
Postural hypotension was confined to the 900 mg QD—1200 mg QD escalation cohort, and
conjunctivitis and related terms were reported only in the higher dose groups (900 mg QD and
BID, and 1200 mg QD). Four subjects had severe treatment-related AEs, of whom 3 had
severe postural hypotension (after 900 mg QD or 1200 mg QD), and 1 had dizziness (after
600 mg). The incidence and type of all-causality AEs were similar to the treatment-related
AEs.

There were no discontinuations due to laboratory abnormalities. There were 36 subjects with
laboratory test result abnormalities. The number of subjects with an abnormal laboratory test
result was similar in each treatment group and there was no evidence of a dose effect. There
were no clinically significant median changes from baseline in any laboratory parameter
measured for any maraviroc dose or for placebo. However, 7 of 9 subjects who received
maraviroc 1200 mg and 1 of 2 placebo subjects had abnormal creatinine measured at 1 time
point. This was thought to be explained by a batch analysis difference (See A4001019
Clinical Study Report Module 5).

For the 1200 mg QD dose, the QTcF profile was similar to that seen with placebo. There were
6 subjects with at least 1 ECG that was considered more abnormal than that taken at screening,
1 in each group except the 900 mg QD group. None of these abnormalities was considered
clinically significant, although there was 1 subject who had a QTcF >450 msec after 600 mg
BID and QTCcF increases =60 msec after 900 mg BID.

This study is discussed further in Section 2.7.4.2,1.5.1, “‘Cardiovascular Safety’.
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2.7.4.1.1.4.3. Phase 2a Studies

No safety concerns were identified by Studies A4001007 and A4001015 (refer to the
individual Clinical Study Reports Module 5.3.4.2, Patient PD and PK/PD Study Reports for
further details). Of note, approximately 40 months after the end of the 10-day maraviroc
treatment in Study A4001007, 1 patient (PID 1(.1] 301,a t.year old male) reported a B cell
lymphoma that was judged by the Investigator as {reatment-related.

2.7.4.1.1.4.4. Phase 2b/3 Studies

In each of the Phase 2b/3 Studies in TE patients, 3 treatment groups received OBT (3-6 drugs
prescribed by the Investigator based on freatment history and resistance testing excluding low-
dose ritonavir) plus either maraviroc QD, maraviroc BID or placebo as biinded therapy. For
both maraviroc treatment groups, patients whose OBT included a PI (other than
tipranavir/ritonavir) or delavirdine received a maraviroc unit dose of 150 mg (see

Section 2.7.4.1.3.3.1).

Phase 3 Studies in R5 TE Patients (Studies A4001027 and A4001028)

Two multicentre, randomised, double-blind, placebo-controlled registrational Phase 3
superiority studies (Studies A4001027 and A4001028) were conducted to support this
application in RS TE patients. The study design was identical for both studies and the patient
populations were similar between studies and between treatment groups. Therefore these

2 studies are described together in this section of the document.

Objectives: The primary objective of these studies was to confirm the hypothesis that
maraviroc in combination with OBT provides an additional reduction in plasma HIV-1 RINA
compared with placebo in combination with OBT, as measured by the difference between each
of the 2 maraviroc regimens versus placebo in the mean change from baseline in plasma
HIV-1 RNA at Weeks 24 and 48.

Methods of Study: Patients (585 in A4001027 and 464 in A4001028) received a maraviroc
300 mg QD or 300 mg BID dose equivalent or placebo (all in combination with open-label
OBT) in a double-blind manner, with a 2:2:1 randomisation. No food restrictions were
recomnmended for these studies, Most of these patients were receiving at least 1 PI (other than
tipranavir/ritonavir) or delavirdine in their OBT, and therefore received a dose adjustment to
150 mg maraviroc.

Subjects who experienced treatment failure while on blinded therapy and whose infecting
virus remained CCRS5-tropic were given the option of switching to OL maraviroc BID therapy.
These subjects continued to follow protocol-defined visit schedules and procedures. Any
subject whose viral load increased to more than 3 times the value at early termination was
considered a treatment failure during the OL phase (CSRs Section 5.2.5).

Safety Summary The data presented are from a pre-planned interim analysis for efficacy at
Week 24, and include all safety data from all patients to Week 24, and all further available
safety data up to the Week 48 visit or the date of database cut, whichever was sooner.
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The study population for both studies consisted predominantly of white males. The
distribution of age, gender and racial groups was similar for all treatment groups.

Maraviroc appeared to be well tolerated. Little difference in the safety profile was observed
between the maraviroc and placebo treatment groups, despite the longer duration of therapy
for both maraviroc treatment groups compared with the placebo treatment group.

In Study A4001027, deaths were evenly distributed, with 2 occurring in each maraviroc
dosing arm and 1 on placebo. In Study A4001028, 4 deaths occurred in each of the maraviroc
treatment groups, but none on placebo in patients on treatment or within 28 days of
discontinuing study drug and 5 deaths occurred in each of the maraviroc treatment groups, but
none in placebo irrespective of time on or off study drug. This should be seen in the context
of the 2:2:1 randomisation schedule and the increased treatment duration in the maraviroc
treatment groups relative to placebo. No deaths were reported as treatment-related. Eleven
other subjects died in the 5 to 6 weeks between screening and randomisation for these 2
studies, reflecting the advanced state of disease in this subject population.

The AE profile was similar between the treatment groups. The numbers of treatment-related
SAEs were low, though a slight preponderance of treatment-related SAEs occurred in the
maraviroc treatment groups. There was a higher incidence of malignancies in the placebo
treatment group. No important differences in the incidence of Grade 3/4 laboratory test
abnormalities were noted between the treatment groups. There was no clinically relevant
effect on liver enzymes. There were no clinically relevant effects on blood pressure or pulse
rate, and the incidence of postural hypotension was low and similar in all treatment groups.
There was no evidence of a mean increase from baseline in QTcF at Week 24 for either
maraviroc treatment group relative to placebo.

Detailed analyses of the merged datasets from these 2 studies form the majority of the
presentations discussed below.

Phase 2b Study in non-R5 TE patients (Study A4001029)

Although similar in design to Studies A4001027 and A4001028, the primary objective of
Study A40001029 was to assess safety of maraviroc usage in non-CCRS fropic HIV-1 infected
patients with otherwise optimised therapy. This study recruited 186 subjects who underwent a
1:1:1 randomisation to maraviroc QD, maraviroc BID or placebo, all in combination with
OBT.

There were 7 deaths (2 maraviroc QD, 2 maraviroc BID and 3 placebo) in this study, but none
was considered treatment-related. Another death occurred in the pre-randomisation period.
Thirty patients reported an SAE (10 maraviroc QD, 9 maraviroc BID and 11 placebo) but none
was considered treatment-related. Although 2 subjects experienced SAEs that resulted in
discontinuation, in neither case were the events considered treatment-related. Six patients
permanently discontinued from the study due to AEs (2 maraviroc BID, 4 placebo). For 3 of
these patients, an event was considered treatment-related: 1 subject on maraviroc BID
(neutropacnia) and 2 on placebo (1 with nausea, vomiting, malaise, pyrexia, and oral
paraesthesia and 1 with diarrthoea, nausea and lethargy).
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There were 7 category C infections in the maraviroc QD group, 3 in the maraviroc BID and
3 in the placebo groups. There were no category C malignancies during the period of
observation.

Approximately 90% of patients in each group reported at least 1 all-causality AE, and
approximately 50% reported treatment-related AEs.

There were no important differences in the incidence of Grade 3/4 laboratory test
abnormalities between the treatment groups. Overall, the incidence of liver function test
(LFT) abnormalities was low and similar between groups. One patient in the maraviroc BID
group had a significant (Grade 3) increase in creatinine concentration. There was some
evidence of a higher incidence of Grade 3/4 increases in serum amylase and lipase in the
maraviroc groups compared to placebo, and more Grade 4 amylase and lipase abnormalities
were observed in the maraviroc BID group. However, the number of patients was small and
none of these abnormalities was associated with clinical pancreatitis. There was a Grade 3/4
increase in ALT in the maraviroc QD group and 2 in the placebo group, but none in the BID

group.

The incidence of increase in total cholesterol, LDL cholesterol and triglyceride concentration
was low and similar between treatment groups. However, there was some evidence of an
increase in HDL cholesterol in the maraviroc groups compared to placebo. There were no
clinically significant median changes from baseline in any laboratory parameter measured for
any treatment group.

Mean blood pressure and pulse rate were similar between treatment groups at baseline and
were not changed significantly at the last observation. There was some evidence of a higher
incidence of postural hypotension at Week 2 for patients on maraviroc than for those on
placebo, but this was no longer the case at Week 24 (though the number of patients was
small).

There were no permanent or temporary discontinuations due to syncope, dizziness or postural
hypotension.

Mean bascline ECG parameters were similar between treatment groups and there were no
significant mean changes from baseline in any treatment group. Two male patients, both in
the placebo group, had a QTcF 2450 msec. No female patient had a QTcF 2470 msec. No
patient had a QTcF change from baseline 260 msec.

Phase 2b/3 study in RS treatment-naive patients (Study A4001026)

This double-blind, comparator-controlled non-inferiority Phase 2b/3 study in treatment-naive
patients infected with CCRS5-tropic HIV-1 was designed to determine the safety and efficacy
of maraviroc with zidovudine/lamivudine compared to efavirenz with zidovudine/lamivudine.

The 300 mg QD arm of this study was discontinued in January 2(.based on
recommendation from the DSMB. Only unblinded safety data from this discontinued QD arm
and from ongoing OL treatment are presented in this Safety Summary. Listings for SAEs are
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also provided in this submission for the blinded treatment arms (maraviroc 300 mg BID versus
efavirenz), the Sponsor, however, remains blinded for these and therefore no comparator data
are available,

Five patients who enrolled in Study A4001026 are known to have died as of September 15th.
Two died within 28 days of discontinuing their double-blind therapy, 1 from Castleman’s
Disease (efavirenz) and the other by suicide (maraviroc QD). Three other patients have been
reported to have died, all more than 90 days following discontinuation of therapy, with causes
of death reported as Hodgkin’s disease (efavirenz), Non Hodgkin’s lymphoma (maraviroc
QD) and pneumonia/liver failure (maraviroc BID).

Twenty-one patients experienced SAEs during treatment in the QD arm of this study, in 4 of
whom the SAEs were considered treatment-related. SAEs for the ongoing blinded treatment
are presented in Table 3.8.1.4 Summary of Clinical Safety.

Thirteen patients in the maraviroc 300 mg QD treatment group permanently discontinued from
the study due to AEs; 8 of these were considered treatment-related. AEs in 6 patients were
considered serious; in 3 patients these were assessed by the Investigator as treatment-related
and led to permanent discontinuation of study drug (arthralgia, rash, pyrexia, myalgia and
asthaenia; rash and toxic hepatitis; and Stevens-Johnson syndrome). The event of toxic
hepatitis resulted in the patient requiring orthotopic liver transplantation. (See narrative case
description in the Clinical Study Report, Module 5.3.5.4 Other Study Reports).

Six Category C AIDS-defining illnesses were reported in the maraviroc 300 mg QD treatment
group (2 cases of tuberculosis, 3 cases of Preumocystis pneumonia and 1 case of Kaposi’s
sarcoma).

AEs (all-causality) were reported by 85% of patients in the maraviroc 300 mg QD treatment
group. Most were mild to moderate in severity.

Few patients had laboratory abnormalities with maximum on-treatment values of Grade 3/4 in
the 300 mg QD or the OL treatment groups.

In the OL maraviroc 300 mg BID period, 1 patient discontinued due to a Grade 3 abnormality
in ALT, which was considered related to study drug. Nine patients experienced SAEs during
treatment with OL maraviroc 300 mg BID, none of which was considered treatment-related.
No patients died in the OL maraviroc 300 mg BID group.

AEs (all causality) were reported by 64% of patients in the OL maraviroc 300 mg BID group.
No single AE was reported in >5% of patients. Most AEs reported were mild to moderate in
severity.

2.7.4.1.2. Overall Extent of Exposure
2.7.4.1.2.1. Phase 1 Studies — Overall Extent of Exposure

A total of 674 subjects were evaluated for safety in the Phase 1 clinical programme, 632 of
whom received maraviroc alone. During the Phase 1 studies subjects received single doses of
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maraviroc ranging from 1 to 1200 mg, or multiple doses of maraviroc ranging from 3 to
900 mg BID and 1200 mg QD, for periods ranging from 7 to 28 days.

Phase 1 Single-Dose Studies

In total, 299 subjects (including 37 HIV-1 infected patients) received single doses of
maraviroc in Phase 1 single-dose studies.

Phase 1 Multiple-Dose Studies

In total, 333 healthy volunteers received maraviroc, with a mean duration of 11 days (range
1 to 28 days, Table 3).

Table5. Duration of Therapy (Days) for the Phase 1 Multiple-Dose Studies
Duration of  Placebo Maraviroc Dose (mg) Maraviroc
Therapy <100 100 150 300 600 600 900 900 1200 only"
BID BID BID QD BID QD BID QD

N 57 19 149 12 81 18 17 9 8 9 297

Mean (Days) 13.4 11.6 11.4 8.0 144 8.5 6.6 7.0 7.0 7.0 11.3
Minimuem 1 5 1 8 3 7 1 7 7 7 1
Maximum 28 12 28 ] 28 12 7 7 7 7 28

Source: SCS Table 1.2.2

* Subjects who received one or more doses of maraviroe without interactant for a period of the study
Includes Studies A4001002, A4001005, A4001006, A4001008, A4001011, A4001012, A4001013, A4001018, A4001019,
A4001020, A4001021, A4001022, A4001025 and A4001042

2.7.4.1.2.2. Phase 2a Studies — Overall Extent of Exposure

During the Phase 2a Studies (A4001007 and A4001015) a total of 66 HIV-1 infected patients
received maraviroc as monotherapy for 10 days in doses ranging from 50 to 300 mg BID or
25 to 300 mg QD, except 2 patients who discontinued (1 male in Study A4001007 who
decided not to participate further in the study 3 days after starting maraviroc 25 mg QD, and
1 patient receiving maraviroc 100 mg QD in Study A4001015 who discontinued prior to
dosing on day 3 due to a moderate headache that was not considered treatment-related) (see
Section2.7.4.2.1.4.1.1).

2.7.4.1.2.3. Phase 2b/3 Studies in TE Patients (Studies A4001027, A4001028 and
A4001029) - Overall Extent of Exposure

A total of 964 TE patients received at least 1 dose of maraviroc (QD or BID) in the Phase 2b/3
studies (Table 6), including 840 RS TE patients in the pivotal Studies A4001027 and
A4001028.

The duration of treatment with maraviroc QD and BID is much greater than that with placebo
in studies in the Phase 3 R5 TE population (Studies A4001027 and A4001028). In contrast,
the duration of exposure for the non-R5 TE population (Study A4001029) was similar for the
3 treatment groups (Table 6).
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Table 6. Exposure to Maraviroc during the Phase 2b/3 Studies in TE Patients (Studles
A4001027, A4001028 and A4001029)

Duration Categories Maraviroc QD Maraviroc mg BID Placebo

{Days) R5" Non-R5" R5" Non-R5" R5" Non-R5"
N 414 63 426 61 209 62
<1 0 0 1 0 0 1
2-14 5 0 5 1 2 2
15-28 1 0 11 2 2 1
25-90 51 19 53 12 64 20
01-180 104 19 o2 17 60 14
181-364 248 25 262 28 80 24
>365 5 0 2 0 1 0
Median (Days) 2355 119.0 238.5 176.0 145 127.0
Range (Days) 2-381 64-317 1-366 11-326 7-427 1-318
Total Exposure 258.7 26.4 266.8 27.9 99.3 25.0
{patient-years)‘

Source: Tables 3.2.1.1 and 3.2.1.2 Summary of Clinical Saftey, A4001029 Week 24 Clinical Study Report
Table 13.3.1.1 and Risk Management Plan Tables 0.1.1 and Table 0.1.2.

*RS5 Tropic = Patients included in Studies A4001027 and A4001028

®Non RS = Patients included in Study A4001029

"The sum of all subjects” duration of treatment, expressed in years.

Between 80 and 90% of patients dosed with maraviroc in these studies received unit doses of
150 mg, because their OBT included a PI (other than tipranavir/ritonavir) or delavirdine (sce
Section 2.7.4.1.3.3.1). The calculation of duration of therapy represents data collected to the
patient’s Week 24 visit and any subsequent exposure to a maximum of 48 weeks for each
individual (see Section 2.7.4.1.1.3.3). This therefore, is an under-representation of exposure
when considering the SAE and death data, but is accurate for the AE and laboratory data
presented.

2.7.4.1.3. Demographic and Other Characteristics of Study Population

The demographic characteristics were recorded at the screening visit in all studies; refer to the
individual clinical study reports (CSRs) for further details.

Maraviroc studies have not been conducted in children or adolescents <16 years.
2.7.4.1.3.1. Phase 1 Studies — Demography
Of the 674 subjects exposed to treatment in these studies, 529 were male and 145 were female.

Phase 1 Single-Dose Studies

The demographic characteristics of the single-dose studies were comparable between
treatment groups and were similar to those of the multiple-dose studies (Table 1.3.1 Summary
of Clinical Safety). A total of 241 males and 58 females were evaluated in these studies, of
which 205 males and 57 females received maraviroc alone.
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Phase 1 Multiple-Dose Studies

During the multiple-dose studies, 288 males and 87 females were evaluated. Of these
subjects, 230 males and 67 females received maraviroc alone for a period of the study. Most
subjects in these studies were aged 18-44 years and were white (Table 7). The demographic
characteristics were comparable between treatment groups.

Table 7. Demographics for the Phase 1 Multiple-Dose Studies

Characteristic  Placeb MVC Dose (mg) MVC
0 <100 100 150 300 600 600 9200 900 1200 only”
BID BID BID QD BID QD BID QD
N N N N N N N N N N
N () (W) (%) (W) (W) (W) (W) (%) (W) (%R)

(%)
N 57 19 149 12 81 i8 17 9 8 9 297
Sex
Male 34 19 117 6 60 18 9 5 4 5 230
(59.6) (100) (78.5) (50.00 (741) (100) (529) (55.6) (50.00 (55.6) (71.4)
Age
18-44 55 19 144 12 81 18 17 9 8 9 292
(96.5) (100)  (96.6) (100) (100} (100) (100) (100) (100) (100)  (98.3)
Race
White 55 17 138 11 52 17 17 9 8 9 253
(96.5) (89.5) (926 (91.7) (64.2) (%44) {100) (100) (100) (100) (85.2)
Black 1 2 6 (4.0} 1] 5(6.2) 1(5.6) 0 0 0 0 14
(1.8) (10.5) @.7
Asian 0 0 3(2.0) 0 23 0 0 0 0 0 26
28.4) (8.8)
Other 1 0 2(1.3) 1(83) 1 0 0 0 0 0 4
(1.8) (1.2) (1.3)

Source: Table 1.3.2 Summary of Clinical Safety

Key: MVC — maraviroc

* Subjects who received one or more doses of maraviroe without interactant for a period of the study .

Includes Studies A4001002, A4001005, A4001006, A4001008, A4001011, A4001012, A4001013, A4001018,
A4001019, A4001020, A4001021, A4001022, A4001025 and A4001042

2.7.4.1.3.2. Phase 2a Studies — Demography

A total of 80 males and 2 females were evaluated in Studies A4001007 and A4001015

(SCS Table 2.3.1). The baseline demographics and disease characteristics were similar across
all treatment groups, with a mean baseline viral load of 4.62 log;o HIV-1 RNA copies/mL
(range 3.56-5.64 log;, copies/mL) and a mean CD4 cell count of 544 cells/uL (range
205-1137 cells/uL).

2.7.4.1.3.3. Phase 2b/3 Studies — Demography

The treatment-experienced study population was predominantly male (85-90%) and white
(~80%), which is consistent with other recently conducted clinical trials in this population.
Very few patients fell outside the age range of 16 to 64 years, with a similar racial mix for all
treatment groups (Table 8).

i, i
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"Table 8. Demographics for the Phase 2b/3 Studies in TE Patients (Studies A4001027,
A4001028 and A4001029)
Characteristic Maraviroc QD Maraviroc BID Placebo
RS Non-R5 R5 Non-R5 RS Non-R5
N 414 63 426 61 209 62
Sex
Male 363 (87.7)  53(84.1) | 382(89.7)  55(90.2) | 185(88.5)  53(85.5)
Female 51 (12.3) 10 (15.9) 44 (10.3) 6(9.8) 24 (11.5) 9(14.5)
Age (years)
<16 or <18 0 2(3.2) 0 2(3.3) 0 0
16 or 18-44 203 (49.0) 33(52.4) | 196(46.0)  3557.4) 99 (47.4) 34 (54.8)
45-64 201 (48.5) 28 (44.4) 225(52.8) 24 (39.3) 107 (51.2) 27 (43.5)
>65 10 (2.4) 0 5(1.2) 0 3(1.4) 1(1.6)
Mean 45.6 42.7 46.3 42.5 45.7 44.6
Range 17-75 16-59 21-73 16-62 . 2972 23-65
Race
White 336(81.2)  46(73.0) | 363(852)  44(721) | 178(852) 40 (64.5)
Black 70 (16.9) 17 (27.0) 51 (12.0) 13 (21.3) 26 (12.4) 18 (29.0)
Asian 3(0.7) 0 5(1.2) 1(1.6) 1(0.5) 3 (4.8)
Other 4(1.0) 0 7(1.6) 3 (4.9) 4(1.9) 1(1.6)
Unspecified 1(0.2) 0 0 0 0 0

Source; SCS Table 3.3.1.2 and A4001029 24 Week Clinical Study Report Table 13.2.1.1

Key: MVC — maraviroc

R5 = Studies A4001027 and A4001028

Non-R35 = Study A4001029

Age <16 years for CCR5-Tropic and All MVC and <18 for A4001029

The demographic characteristics were comparable between treatment groups for each
population, and were similar between R5 TE patients (Studies A4001027 and A4001028) and
non-R5 TE patients (Study A4001029).

For Studies A4001027 and A4001028, the duration since diagnosis and mean number of
antiretroviral treatments since diagnosis indicate that the study population was highly TE
(Table 9). The percentage of patients with screening multi-class resistance (GSS, PSS and
OSS < 2) was likewise consistent with a TE population and was similar between treatment

groups.

PFIZER. CONFIDENTIAL

Page 35




0100000623422V 1. 1 \Approved \01-Des-2006 11:39

Maraviroe: Submission for Treatment-Experienced Patients Infected with CCR5-Tropic HIV-1
2.7.4 Summary of Clinical Safety

Table 9. Characteristics for the Phase 2b/3 Studies in TE Patients (Studies A4001027,

A4001028 and A4001029)
Characteristic Maraviroc QD Maraviroc BID Placebo
N (%)" N (%) N (%)
RS Non-R5 R5 Non-R5 R5 Non-R5

N 414 63 426 61 209 62
Duration since first diagnosis
(years)

Mean 14.2 13.8 13.9 13.8 14.3 12.9

Range 1-28 6-21 2-26 5-24 3-25 2-20
ARVs taken

Median number 1 12 11 10 11 11

Median duration (years) 9.9 9.6 9.8 9.4 10 9.0
HIV-1 Exposure Category

Male to male sexual contact 291 40 289 35 146 40

Injection drug use 18 4 22 4 16 1

Other 5 1 16 4 15 2

Blood products 6 0 Il 2 3 4

Heterosexual 88 15 83 13 34 15

Perinatal 3 3 1 2 0 0
Hepatitis B surface antigen positive 22 (5.3) - 28 (6.6) - 17(8.1)

at baseline

Hepatitis C virus RNA positive at 16 (3.9) 5(7.9) 29(6.8) 4 (6.6) 19 (3.1 2(3.2)
baseline

Delta 32 status

Deletion/WT 32(7.7) 12(15.0) 28 (6.6) 5(8.2) 16 (7.7)  9(14.5)
WT/WT ' 357(86.2) 44(69.8) 373(87.6) 54(88.5) 176 46 (74.2)
(84.2)
Missing 25 (6.0) 7(1.1) 25(5.9) 2(33) 17(8.1) 7(11.3)
CD4 Cell count at baseline
(cells/pL) :
<50 85 31 85 27 37 29
=50 322 26 334 25 169 25
Missing 1 6 0 9 1 8
Mean 195.7 84.9 189.2 102.4 187.2 104.7
Median 171.0 40.8 166.8 59.0 1713 50.3
HIV-1 RNA baseline (mean of 3)
Mean 4.86 5.03 4.85 5.10 4.86 5.01
Median 4.89 5.10 4.86 5.17 4.89 5.10
{min, max) (2.5,6.8) (3.4-5.9) (3.0-69) (3.6-6.7) (357.1) (3.6-6.2)

Source: Summary of Clinical Safety Tables 3.3.3.3,3.3.3.4,3.4.98,3.4.94,3.49.14,3495,3.4.9.13,13.4.9.14
and Summary of Clinical Efficacy Tables 13.4.3.1.1 and 13.4.4.1.1; and A4001029 Clinical Study Report Tables
13.2.2,13.2.4,13,10.1, 13.7.8.1,

* N shown where applicable

WT — wild type

RS = Studies A4001027 and A4001028

Non-R5 = Study A4001029

The most common HIV exposure category in each treatment group was male-to-male sexual
contact, followed by heterosexual exposure. Baseline viral loads and CD4 counts were similar
between treatment groups and between populations. Relatively few patients were positive for
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hepatitis B surface antigen or hepatitis C virus (HCV) RNA. There was a similar frequency of
the CCR5A32 deletion genotype in the maraviroc QD, maraviroc BID and placebo groups.

2.7.4.1.3.3.1. Dose Adjustment

Patients whose OBT included a PI (except tipranavir/ritonavir) and/or delavirdine received a
maraviroc unit dose of 150 mg, because these drugs are CYP3A4 inhibitors and maraviroc is a
CYP3A4 substrate. Drug-drug interaction data indicated that this adjustment should ensure
that a maraviroc 300 mg equivalent maximum plasma concentration would not be exceeded.
Patients on all other OBT regimens received a maraviroc unit dose of 300 mg. Most patients
in the TE studies had an OBT regimen that included at least 1 PI. The percentage of patients
dosed with 150 mg maraviroc was similar between treatment groups within each study

(Table 10).

Table 10. Dose Adjustments for Concomitant OBT Containing PI (Except
Tipranavir/Ritonavir) and/or Delavirdine in Phase 2b/3 Studies in TE
Patients (Studies A4001027, A4001028 and A4001029)

Maraviroc QD Maraviroc BID Placebo

n/N (%) n/N (%) n/N (%)
A4001027 202/232 (87%) 191/235 (81%) 99/118 (84%)
A4001028 113/182 (65%) 144/191 (75%) 72/91 (79%)
A4001029 57/63 (91%) 57/61 (93%) 61/62 (98%)

0100000623421211.1 \Approved \Q4-Des-2008 11:38

Source: A4001027, A4001028 and A4001029 Week 24 Clinical Study Reports.
QD = Once daily dosing; BID = Twice daily dosing.

2.7.4.2. Adverse Events
2.7.4.2.1. Analysis of Adverse Events

In general, the AE profile for unit doses <300 mg in Phase 1 resembled that observed with
placebo. The dose-limiting AE identified by the Phase 1 clinical programme was postural
hypotension. Few patients discontinued due to postural hypotension during the Phase 2b/3
studies. Potential safety issues identified pre-clinically or during the Phase 1 clinical
programme such as postural hypotension and effects on QTc interval are discussed further in
Section 2.7.4.2.1.5.

2.7.4.2.1.1. Common Adverse Events

The Investigator rated the maximum intensity of each AE reported in the Phase 2b/3 studies as
MILD, MODERATE, SEVERE or VERY SEVERE. Provided in the protocol were both the
standard grading of AE severity by the Sponsor and the more specific ACTG grading, which
includes a general description but also, for many AEs, a clear definition of specific features
required for each grade of severity:
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Pfizer standard Grading

MILD Events which are usually transient, requiring no special treatment, do not interfere with
the patient’s daily activities,

MODERATE  Events which introduce a low level of inconvenience or concern patient and may interfere
with daily activities, but are usually ameliorated by simple therapeutic measures.

SEVERE Events that interrupt the patient’s usual daily activity and traditionally require systemic
drug therapy or other treatment.

VERY Events which are unacceptable and intolerable or which are irreversible or cause the

SEVERE patient to be in imminent danger of death.

The ACTG toxicity table was used to grade severity for the AEs; for abnormalities not
explicitly defined, the following scale was used to attribute grade of severity:

ACTG toxicity table

GRADE | MILD Transient or mild discomfort; no limitation in activity; no medical intervention/
therapy required.

GRADE 2 Mild to moderate limitation in activity - some assistance may be needed; no or
MODERATE minimal medical intervention/therapy required

GRADE 3 Marked limitation in activity, some assistance usually required; medical
SEVERE intervention/therapy required, hospitalizations possible

GRADE 4 LIFE Extreme limitation in activity, significant assistance required; significant medical

THREATENING  intervention/therapy required, hospitalization or hospice care probable

2.7.4.2.1.1.1, Phase 1 Studies — Adverse Events
The incidence of AEs in these studies was low for unit doses less than 600 mg,
2.7.4.2.1.1.1.1. Phase 1 Single-Dose Studies

A total of 250 all-causality AEs were reported by 135 of the 262 subjects who received
maraviroc in the Phase 1 single-dose studies. The AE profile reported for the single-dose
studies is similar to that of the multiple-dose studies. Most AEs reported during these studies
were classified as treatment-related (177 AEs, reported by 100 of the 262 patients)

(SCS Tables 1.4.1.1 and 1.4.1.2), Postural hypotension was the dose-limiting AE in these
studies.

2.7.4.2.1.1.1.2. Phase 1 Multiple-Dose Studies

All-Causality Adverse Events

A total of 790 all-causality AEs were reported by 188 of the 297 individual subjects who
received 1 or more doses of maraviroc alone (without interactant) in any period of the Phase 1
multiple-dose studies. Most were mild or moderate in severity.

The most frequent all-causality AEs of maraviroc-treated subjects (occurring in 22%)
following multiple doses are presented in Table 11.
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Table 11. All-Causality Adverse Events Reported in 22% of Subjects in the Phase 1 Multiple-Dose Studies

System Organ Class Placebo Dose of MVC (mg) a AIIMYVC
Preferred Term <100 100 BID 150 BID 300 BID 600 QD 600 BID 900 QD 900 BID 1200 QD Daoses ®
N (%) N (%) N (%) N (%) N (%) N (%) N (%) N (%) N (%) N (%) N (%)
N 57 19 149 12 81 18 17 9 8 9 297
Eye Disorders
Ocular hyperaemia 0 0 0 0 0 0 0 5 (55.6) 5(62.5) 5(55.6) 11(3.7)
Visual blurred 1(1.8) 0 3(2.0) 0 0 3(16.7) 3(17.6) 3(33.3) 3(37.5) 0 14 @47
Gastrointestinal Diserders
Abdominal discomlori 2(3.5) 0 2(1.3) 4(33.3) 0 0 1(5.9) 0 ¢ 0 7(2.4)
Abdominal pain 1(1.8) 2 (10.5) 0 0 4 (4.9) 1(5.6) 0 0 0 2(22.2) 9(3.0)
Diarrhoea 3(5.3) 1(5.3) 3(2.0) 0 4 (4.9) 1(5.6) 0 0 0 0 9(3.0)
Dry Mouth 0 0 32.0) 0 2(2.5) 0 2(11.8) 2(22.2) 1(12.5) 3(33.3) 12 (4.0)
Dyspepsia 3(5.3) 1(5.3) 2(1.3) 1(8.3) 337 1{5.6) 0 0 0 0 8 (27
Flatulence 6 (10.5) 1(5.3) 427 3(25.0) 8(9.9) 6 (33.3) 1(5.9) 1(11.1) 0 0 24 (8.1)
Nausea 6 (10.5) 2(10.5) 6 (4.0) 0 7 (8.6) 1(5.6) 6(35.3) 4 (44.4) 3(37.5) 2(22.2) 26 (8.8)
Vomiting 1(1.8) 1(5.3) 2(1.3) 0 2(2.5 1(5.6) 0 0 0 0 6 (2.0)
General Disorders and Administration Site Conditions
Fatigue 4(7.0) 0 8(5.4) 1(8.3) 4(4.9) 2 (111 3(17.6) 6 (66.7) 1(12.5) 3(33.3) 25(8.4)
Infections and Infestations
Nasopharyngitis 5(8.8) 1(5.3) 74.7) 0 2(2.5) 1{5.6) 1(5.9) 0 0 0 12 (4.0)
Musculoskeletal and Connective Tissue Disorders
Back Pain 3(5.3) 1(5.3) 3(2.0) 0 1(1.2) 2(11.1) 1(5.9) 0 0 0 3N
Pain in extremity 2(3.5) 0 2(1.3) 0 4(4.9) 0 0 0 1(12.5) 0 724
Nervous System Disorders
Dizziness 6(10.5) 0 7(47) 1(8.3) 5(6.2) 5(027.8) 6353  3(33.3) 7(87.5) 3(33.3) 32 (10.8)
Dizziness postural 1(1.8) 2(10.5) 0 0 0 4(222) 3(17.6) 0 2(25.0) 0 1HEn
Headache 15 (26.3) 2 (10.5) 16 (10.7) 3(25.0) 24(29.6) 5(27.8) 3(17.6) 3(33.3) 5(62.5) 3(33.3) 60 (20.2)
Somnolence 2(3.5) 0 0 0 0 2(11.1) 4(23.5) 0 6(75.0) - 0 827D
Respiratory, Thoracic and Mediastinal Disorders
Cough 2(3.5) 0 3(2.0) 0 2(2.5) 0 1(5.9) 0 1(12.5) 0 724
Epistaxis 1(1.8) 2(10.5) 1(0.7) 0 0 1(5.6) 2(11.8) 0 2(25.0) 1(1L.1) 9 (3.0)
Nasal Congestion 0 1(5.3) 3(2.0) 0 1(1.2) 1(5.6) 4(23.5) 2(22.2) 3(37.5) 1(1L1) 15(5.1)
Pharyngolaryngeal pain 3(5.3) 1(5.3) 5(3.4) 0 7(8.6) 1 (5.6} 1(5.9) 0 0 0 14 (4.7)
Skin and Subcutaneous Tissue Disorders
Dry skin 0 0 5(3.4) 0 1¢1.2) 0 0 0 1{12.5) 0 724
Vascular Disorders
Orthostatic hypolension 1(1.3) 0 2(1.3) 0 3.7 3(16.7) 0 5(55.6) 0 6 (66.7) 14 (4.7)

Source: SCS Table 1.4.2.1; ® Subjects who received maraviroc without interactant for a period of the study; * Subjects who have received >1 dose of maraviroc in
crossover studies, are counted once for each dose they received. AEs are counied for each dose; ° subjects who have received > I dose of maraviroc in the
crossover studies, are counted only once. AEs are counted only once '
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Some AEs were reported exclusively or more frequently at higher doses, suggesting a dose-
response relationship (although often the total number of events was small). Orthostatic
hypotension, ocular hyperaemia and blurred vision showed a clear dose-response, with a
distinct threshold above which they occur more frequently than with placebo. Though this
threshold differed among these AEs, in all cases it was above the proposed clinical dose of
300 mg BID. Other AEs that showed some evidence for a dose-response relationship include
dry mouth, nausea, fatigue, dizziness, headache and nasal congestion. Postural hypotension in
particular was noted to be temporally associated with Cmax.

There was no apparent difference between the AE profiles for males and females in these
multiple-dose studies.

Treatment-Related Adverse Events

Most AEs reported during the Phase 1 multiple-dose studies were classified as treatment-
related. A total of 637 treatment-related AEs were reported by 145 of the 297 individual
subjects who received maraviroc alone (SCS Table 1.4.2.2).

The most frequent (=5%) treatment-emergent, treatment-related adverse events occurring in
maraviroc-treated subjects from the Phase 1 multiple-dose studies were: headache (18.2%),
dizziness (10.1%), fatigue (8.1%), nausea (7.4%), flatulence (7.4%), vision blurred (4.7%) and
orthostatic hypotension (4.7%).

2.7.4.2.1.1.2. Phase 2a Studies — Adverse Events

All-Causality Adverse Events

A total of 124 all-causality AEs were reported by 46 of the 66 individual patients who
received 1 or more doses of maraviroc in Phase 2a Studies A4001007 and A4001015
(SCS Table 2.4.1.1).

The AE profile in these studies was similar to that seen in the Phase 1 studies. The most
frequently reported events were: headache (25.8%, 17/66), dizziness (10.6%, 7/66) fatigue
(10.6%, 7/66), nausea (7.6%, 5/66) and flatulence (6.1%, 4/66). The majority of the AEs were
mild or moderate. The AE profile for all treatment groups (including placebo) was similar,
with no evidence of a dose relationship for any AE at the doses studied in the Phase 2a
population; however, the doses studied are below the threshold at which dose relationships
became apparent in the healthy volunteer Phase 1 database (i.e., unit doses of 600 mg).

Treatment-Related Adverse Events

A total of 67 treatment-related AEs were reported by 30 of the 66 individual subjects who
received 1 or more doses of maraviroc in the Phase 2a studies. The most frequently reported
treatment-related AEs were headache, dizziness and fatigue (SCS Table 2.4.1.2).
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2.7.4.2.1.1.2.1. Adverse Events in Phase 2b/3 Studies

2.7.4.2.1.1.2.2, Phase 3 Studies in RS TE Patients (Studies A4001027 and A4001028) -
Adverse Events

All-Causality Adverse Events

Altogether, 749 of the 840 TE R5 patients (89.2%) who received at least 1 dose of maraviroc
in the Phase 3 studies reported at least 1 AE. The proportion of patients reporting AEs was
similar between the 2 maraviroc regimens, and only slightly higher than that in the placebo
group (Table 12). Of note, these rates do not take into account duration of treatment, which
was considerably longer for both maraviroc treatment groups (Table 6).

The most common AEs (occurring in >5% of patients in the combined maraviroc treatment
group) reported during the Phase 3 studies, in decreasing order of frequency, were: diarrhoea,
nausea, headache, fatigue, cough, upper respiratory tract infection, pyrexia, dizziness,
vomiting, rash, nasopharyngitis, injection site reaction, insomnia, bronchitis, back pain and
constipation {Table 12).

Most AEs that were reported at incidences of 22% in either maraviroc regimen were reported
at similar incidences in the placebo group. AEs that occurred at 22%, and at a higher
incidence than placebo (differing by at least 3% or by 3-fold), were: pyrexia, cough, upper
respiratory tract infection, rash, herpes simplex, myalgia, dysuria, dyspnoea, ALT increased,
AST increased, blood creatine phosphokinase increased and influenza (Table 12),
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Table 12. All-Causality Adverse Events Reported in >2% of Patients in the Phase 3
Studies in RS TE Patients (Studies A4001027 and A4001028)

System Organ Class Maraviroc Maraviroe Placebo Combined
MedDRA Preferred Term QD BID N (%) Maraviroc
N {%) N (%)* Doses N (%)
Subjects Evaluable for AEs 414 426 209 840

Subjects With AEs 366 (88.4) 383 (89.9) 175 (83.7) 749 (89.2)
Blood and Lymphatic System Disorders
Anaemia 9(2.2) 12 (2.8) 6(2.9) 21(2.5)
Gastrointestinal Disorders
Abdominal distension 14 (3.4) 10 (2.3) 6(2.9) 24 (2.9)
Abdominal pain 18 (4.3) 19 (4.5) 7(3.3) 37 (4.4)
Abdominal pain upper 20 (4.8) 14 (3.3) 7(3.3) 34 (4.0}
Constipation 19 (4.6) 23 (5.4) 6(2.9) 42 (5.0)
Diarrhoea 94 (22.7) 89 (20.9) 45 (21.5) 183 (21.8)
Dyspepsia 10 (2.4) 11 (2.6) 5(2.4) 21(2.5)
Flatulence 14 (3.4) 16 (3.8) 9 (4.3) 30(3.6)
Nausea 75 (18.1) 73 (17.1) 39 (18.7) 148 (17.6)
Vomiting 38 (9.2) 31(7.3) 20 (9.6) 69 (8.2)
General Disorders and Administration Site Conditions
Asthenia 16 (3.9) 11 (2.6) 5(2.4) 27 (3.2)
Fatigue 45 (10.9) 54 (12.7) 31(14.8) 99 (11.8)
Injection site reaction 28 (6.8) 31(7.3) 18 (8.6) 59 (7.0)
Oedema peripheral 14 (3.4) 9(2.1) 6(2.9) 23(2.7)
Pain 5(1.2) 921 4(1.9) 14(1.7)
Pyrexia 30 (7.2) 51 (12.0) 17(8.1) 81 (9.6)
Infections and Infestations
Brorchitis 23 (5.6) 23 (5.4) 8(3.8) 46 (5.5)
Condyloma acuminatum 6 (1.4) 9(2.1) 2(1.0) 15(1.8)
Folliculitis 7(1.7) 14 (3.3) 4(1.9) 21(2.5)
Herpes simplex 14 (3.4) 26 (6.1) 6(2.9) 40 (4.8)
Influenza 14 (3.4) 6(1.4) 0 20(2.4)
Nasopharyngitis 30(7.2) 30(7.0) 9(4.3) 60(7.1)
QOesophageal candidiasis 12(2.9) 2(0.5) 2(1.0) 14 (1.7
Oral candidiasis 13(3.1) 10(2.3) 7(3.3) 23(2.7)
Pneumonia 1127 6(1.4) 7(3.3) 17 (2.0
Rhinitis 9(2.2) 4(0.9) 2(1.0) 13 (1.5)
Sinusitis 15 (3.6) 25 (5.9) 7(3.3) 40 (4.8)
Upper respiratory tract infection 38(9.2) 44 (10.3) 11 (5.3) 82 (9.8)
Investigations
Alanine aminotransferase increased 70.7) 10 (2.3) 1{0.5) 17 2.0)
Aspartate aminotransferase increased 7.7 15(3.5) 1(0.5) 22(2.6)
Blood creatine phosphokinase increased 501.2) g(2.1) 1(0.5) 14 (1.7
Weight decreased 17 (4.1) 13(3.1) 4(1.9) 30 (3.6)
Metabolism and Nutrition Disorders
Anorexia 17 (4.1) 16 (3.8) 2(3.8) 33339
Decreased appetite 10(2.4) 14 (3.3) 524 24(2.9)
Musculoskeletal and Connective Tissue Disorders
Arthralgia 18 (4.3) 22 (5.2) 6(2.9) 40 (4.8)
Back pain 22(5.3) 21 (4.9) 6(2.9) 43 (5.1)
Muscle spasms 13(3.1) 9(2.1) 9(4.3) 22 (2.6)
Myalgia 19 (4.6) 12 (2.8) 1(0.5) 31 (3.7)
Pain in extremity 12 (2.9) 11 (2.6) 5(2.4) 23 (2.7)

Neoplasms Benign, Malignant and Unspecified {(Including Cysts and Polyps)
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Table 12. All-Causality Adverse Events Reported in >22% of Patients in the Phase 3
Studies in R5 TE Patients {(Studies A4001027 and A4001028)

System Organ Class Maraviroc Maraviroc Placebo Combined
MedDRA Preferred Term QD BID N (%) Maraviroc
N (%) N (%)* Doses N (%)
Skin papilloma 1127 8(1.9) 3(1.4) 19 (2.3)
Nervous System Disorders
Dizziness 39 (9.4) 34(8.0) 14 (6.7) 73 (8.7)
Dysgeusia 3(0.7) 12 (2.8) 2(1.09) 15(1.8)
Headache 61(14.7) 54 (12.7) 32(15.3) 115(13.7)
Hypoaesthesia 10(2.4) 11 (2.6) 2(1.09) 21(2.5)
Neuropathy peripheral 9(22) 921 4(1.9) 18(2.1)
Paraesthesia 1127 11 (2.6) 5(2.4) 22(2.6)
Psychiatric Disorders
Anxiety 8(1.9) 12 (2.8) 5(2.4) 20(2.4)
Depression 13(3.1) 14 (3.3) 6(2.9) 27(3.2)
Insomnia 23 (5.6) 29 (6.8) 9(4.3) 52(6.2)
Sleep disorder 9(2.2) 6(1.4) 3(1.4) 15(1.8)
Renal and Urinary Disorders
Dysuria 6(1.4) 11 (2.6) 1(0.5) 17(2.0)
Respiratory, Thoracic and Mediastinal Disorders
Cough 35(8.5) 48 (11.3) 10 (4.8) 83 (9.9)
Dyspnoea 13(3.1) 11 (2.6) 2(1.0) 24(2.9)
Nasal congestion 10(2.4) 12(2.8) 5(2.4) 22 (2.6)
Pharyngolaryngeal pain 17(4.1) 10 (2.3) 6(2.9) 27(3.2)
Skin and Subcutaneous Tissue Disorders
Night sweats 13(3.1) 16 (3.8) 6(2.9) 29(3.5)
Pruritus 11 2.7) 13 (3.1) 3(1.4) 24 (2.9
Rash 27 (6.5) 34 (8.0) 8(3.8) 61 (7.3)
Vascular Disorders
Hypertension 8 (1.9 13 (3.1) 3(1.4) 21 (2.5)

Source: Tables 3.4.3.1, 3.4.3.3,3.4.5.1 and 3.4.5.3 Summary of Clinical Safety
*Does not include AEs experienced by patients who switched to open label BID treatment.

All analyses of AEs in the SCS are based on tables at the Preferred Term level. All-causality
AEs in Studies A4001027 and A4001028 by MedDRA Higher Level Terms are presented in
Table 3.4.3.4 Summary of Clinical Safety.

An apparent imbalance in cardiac events related to coronary artery disease (CAD) was noted,
with cardiovascular ischaemic events (including myocardial infarctions) occurring
infrequently in the maraviroc groups but not at all in the placebo group. Six maraviroc treated
subjects (4 QD, 2 BID) reported 8 SAEs suggestive of coronary artery disease (CAD). These
are discussed in more detail in Section 2.7.4.2.1.5.1.

Hepatic and eye-related AEs and postural hypotension are discussed in more detail in
Section 2.7.4.2.1.5.

Laboratory abnormalities were occasionally reported as adverse events, but Investigators did
not do so consistently. Therefore, assessment of laboratory data is best accomplished with
reference to the laboratory data presented in Section 2.7.4.3.
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After adjusting for duration of exposure (see Table 6), the disparity between maraviroc
treatment groups and the placebo group with respect to frequency of certain AEs, already
relatively unremarkable, diminishes further and often disappears altogether. Although events
of upper respiratory tract infection, influenza, cough, rash, herpes simplex (although when
combined with herpes virus, the rate in either maraviroc group does not exceed that in the
placebo group by > 3%), myalgia, dysuria, dyspnoea, AST increased, ALT increased and
blood creatine phosphokinase remained more frequent in at least 1 of the maraviroc groups
than in the placebo group, the incidences of dizziness, insomnia, arthralgia and back pain
become quite similar to placebo (<2-fold different) following adjustment for exposure

(Table 13). .

Table 13. Adverse Events Reported In Either Maraviroc Treatment Group At 22% At
A Rate Exceeding That In The Placebo Treatment Group By 3% Or 3-Fold,
Adjusted For Exposure Per 100 Patient Years, In The Phase 3 Studies In RS
TE Patients (Studies A4001027 And A4001028)

Incidences per 100 Years of Patient Exposure

Maraviroc QD Maraviroc BID Placebo
N=414 N=426 N=209
Upper respiratory tract infection 15.8 17.7 11.6
Cough 14.3 194 10.5
Rash 11.1 13.5 8.5
Herpes simplex 5.6 10.2 6.1
AST increased 27 58 1.0
Myalgia 7.6 4.6 1.¢
Dysuria 23 42 1.0
Dyspnoea 5.1 42 2.0
ALT increased 27 38 1.0
Blood creatine phosphokinase increased 1.9 3.4 1.0
Influenza 5.5 23 0.0

Source: Table 3.4.4.4 Summary of Clincal Safety.
QD = Once daily dosing; BID = Twice daily dosing.

The incidence of Grade 3 AEs was similar between the 2 maraviroc and placebo treatment
groups, though more Grade 4 AEs were reported in the maraviroc BID group (Table 15).

Subgroup analysis of treatment emergent AE data was performed by gender

(SCS Table 3.4.9.1), age (SCS Table 3.4.9.2), race (SCS Table 3.4.9.3), HIV-1 exposure
category (SCS Table 3.4.9.4), baseline CD4 cell count (SCS Table 3.4.9.5), screening HIV-1
RNA level (SCS Table 3.4.9.6), CCR5A32 status (SCS Table 3.4.9.13), previous AIDS
defining illness (SCS Table 3.4.9.7), hepatitis B or hepatitis C infection at baseline (SCS Table
3.4.9.8), inclusion of saquinavir/ritonavir in OBT (SCS Table 3.4.9.9), concomitant anti-
hypertensive/PDES3-inhibitor/nitrate/alpha-blocker use (§CS Table 3.4.9.12) and treatment
failure status (SCS Table 3.4.9.11). In general, there were few differences between subgroups
in AE frequency, although in most cases (exceptions being age and concomitant
antihypertensive/PDES inhibitor use) subgroups numbers were small and therefore often
imbalanced between treatment groups, making any apparent differences difficult to interpret.
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Treatment-Related Adverse Events

During the Phase 3 studies, approximately 50% of maraviroc patients reported at least
1 treatment-related AE. The incidence of treatment-related AEs was similar between the
treatment groups, as summarised in Table 14.

The most common treatment-related AEs (occurring in 25% of patients in the combined
maraviroc treatment group) reported during the Phase 3 studies were diarrhoea, nausea,
headache and fatigue. Most treatment-related AEs reported at incidences of 2% in either of
the 2 maraviroc regimens were reported at similar incidences in the placebo group.

Treatment-related AEs that occurred at 22% and at a higher incidence than placebo (2% or 2-
fold) are rash, abdominal pain, dyspepsia, constipation, cough, muscle spasms, myalgia and
dysgeusia. No correction has been applied for duration of treatment.
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Table 14. Treatment-Related Adverse Events Réported in 22% of Patients in the
Phase 3 Studies in R5 TE Patients (Studies A4001027 and A4001028)

System Organ Class Maraviroc Maraviroc Placebo All
MedDRA Preferred Term QD BID N (%) Maraviroe
N (%) N (%)* Doses N (%)
Subjects Evaluable for AEs 414 426 209 840

Subjects With AEs 205 (49.5) 213 (50.0) 93 (44.5) 418 (49.8)
Gastrointestinal Disorders
Abdominal pain 1127 11 (2.6) 2(1.0) 22(2.6)
Abdominal pain upper 11 2.7 - 8(1.9) 5(24) 19 (2.3)
Constipation 10 (2.4) 13(3.1) 3(1.4) 2327
Diarrhoea 54 (13.0) 37(8.7) 25(12.0) 91 (10.8)
Dyspepsia 2{0.5) 10 (2.3) 2(1.0) 12(1.4)
Flatulence 10(2.4) 10(2.3) 7(3.3) 20024)
Nausea 39(54) 51(12.0) 24(11.5) 90 (10.7)
Vomiting 18 (4.3) 17 (4.0) 8(3.8) 35(4.2)
General Disorders and Administration Site Conditions
Fatigue 24 (5.8) 31 (7.3) 16 (71.7) 55(6.5)
Pyrexia 9(2.2) 7(1.6) 7(3.3) 16 (1.9)
Metabolism and Nutrition Disorders
Anorexia 12 (2.9) 9(2.1) 5(2.4) 21(2.5)
Musculoskeletal and Connective Tissue Disorders '
Muscle spasms 9(2.2) 6(1.4) 2(1.0) 15(1.8)
Myalgia 12 (2.9) 2 (0.5) 0 14 (1.7)
Nervous System Disorders
Dizziness 20(4.8) 21(4.9) 8(3.8) 41 (4.9}
Dysgeusia 1(0.2) 92D 2(1.0) 10(1.2)
Headache 41 (9.9) 30 (7.0) 21(10.0) 71 (8.5)
Psychiatric Disorders
Insomnia 10(2.4) 14 (3.3) 4(1.9) 24(2.9)
Respiratory, Thoracic and Mediastinal Disorders
Cough 9(2.2) 8(1.9) 1(0.5) 17(2.0)
Skin and Subcutaneous Tissue Disorders
Rash 12 (2.9) 18 (4.2) 3(1.4) 30(3.6)

Source: SCS Tables 3.4.4.1,3.4.4.3,3.46.1and 3.4.6.3
*Does not include AEs experienced by patients who switched to OL BID treatment.

A slightly greater number of Grade 3 treatment-related AEs were reported on maraviroc QD
and BID, and Grade 4 AEs on maraviroc BID, than on placebo during these studies
(Table 15).

2.7.4.2.1.1.2.3. Phase 2b Study in Non-R5 TE Patients (Study A4001029)--Adverse
Events

Among maraviroc-freated patients in Study A4001029, the all-causality AE profile was similar
between the 2 maraviroc treatment groups and placebo. For further details on the AE profile
in this population, please refer to the individual CSR, Module 5.3.5.1 Study Reports of
Controlled Clinical Studies Pertinent to the Claimed Indication.
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In Study A4001029, the AE profile was comparable to that of the R5 TE population in Studies

Reports of Controlled Clinical Studies Pertinent to the Claimed Indication).

- A4001027 and A4001028; for further details please refer to the CSR (Module 5.3.5.1 Study

2.7.4.2.1.1.3. Phase 2b/3 Studies in TE Patients (Studies A4001027, A4001028 and
A4001029) - Adverse Events

During the Phase 2b/3 studies, 1089 of 1235 patients (88.2%) reported at least 1 AE. The
number of patients reporting an AE was similar between the 2 maraviroc regimens and the
placebo group, as summarised in Table 15.

Table 15. Incidence of Adverse Events Reported during the Phase 2b/3 Studies in TE

Patients (Studies A4001027, A4001028 and A4001029)

Number (%) of Maraviroc QD Maraviroc BID Placebo
Subjects RS Non-R5 RS Non-R5 R5 Non-R5
N 414 63 426 61 209 62
All-causality 366 (88.4) 54 (85.7) 383 (89.9) 56 (91.8) 175 (83.7) 55(88.7)
Grade 3 77 (18.6) 9(14.3) 92 (21.6) 8 (13.1) 43 (20.6) 10 (16.1)
Grade 4 33 (8.0) 7(11.1) 42 (9.9) 6(9.8) 13 (6.2) 6(9.7)
Treatment-related 205 (49.5) 28 (44.4) 213 (50.0) 30 (49.2) 93 (44.5) 38(61.3)
Grade 3 24 (5.8) 1(1.6) 23(54) 2(3.3) 7(3.3) 3(4.8)
Grade 4 5(1.2) 0 14 (3.3) 0 4(1.9) 1(1.6)

Source: SCS Tables 3.4.3.1 and 3.4.4.1 and A4001029 24 Week CSR Tables 13.6.2.1 and 13.6 3.1,
Module 5.3.5.1 Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication.
R5 = Studies A4001027 and A4001028

Non R5 = Study A4001029

The incidence of AEs was evenly distributed between the treatment groups. The frequency of
severe AEs was slightly higher in the maraviroc-treated groups than in the placebo group for
the RS population; however, these numbers are not adjusted for duration of treatment, which
was longer for the maraviroc treatment groups (Table 6). The incidence of AEs reported for
the Phase 2b Study A4001029 was similar across the dosing groups.

2.7.4.2.1.1.3.1. Open Label Maraviroc BID Treatment in RS TE Patients (Studies
A4001027 and A4001028)

Patients who experienced protocol-defined treatment failure at any time during therapy but
whose virus remained CCR35-tropic had the option of changing to OL treatment with
maraviroc BID. One hundred and nine (109) patients have received OL BID treatment with
maraviroc within Studies A4001027 and A4001028. Of these, 64 (58.7%) reported at least
1 AE (Table 16).
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Table 16. Adverse Events Reported in >22% in the Open Label Maraviroc BID
Treatment in R5 TE Patients (Studies A4001027 and A4001028)

System Organ Class All Maraviroc Doses
MedDRA Preferred Term N (%)
N=109
All-Causality Treatment-Related

Number of Subjects with AEs 64 24
Blood and Lymphatic System Disorders
Anaemia 3(2.8) 0
Gastrointestinal Disorders
Diarrhoea 7(6.4) 1(0.9)
Dyspepsia 3(2.8) 0
Nausea 6(5.5) 3(2.8)
Vomiting 6(5.5) 1(0.9)
General Disorders and Administration Site Conditions
Chiils : 3(2.8) 0
Fatigue 6 (5.5) 3(2.8)
Pyrexia 3(2.8) 0
Infections and Infestations
Condyloma acuminatum 5(4.6) 1(0.9)
Folliculitis 4(3.7) 2(1.8)
Herpes simplex 3(2.8) 2(1.8)
Nasopharyngitis 5(4.6) 2(1.8)
Sinusitis 3(2.8) 1(0.9)
Investigations
Blood triglycerides increased 6(5.5) 3(2.8)
Gamma-glutamyltransferase increased 4(3.7) 0
Weight decreased 3(2.8) 0
Neoplasms Benign, Malignant and Unspecified (Including Cysts and Polyps)
Skin papilloma 3(2.8) 1(0.9)
Nervous System Disorders
Headache 6(5.5) 2(1.8)
Psychiatric Disorders
Depression 4(3.7) 1(0.9)
Skin and Subcutaneous Tissue Disorders
Dermatitis 3(2.8) 1(0.9)
Rash 4(3.7) 2(1.8)

Source: SCS Tables 3.4.7.1,3.4.7.3,3.48.1 and 3.48.3

Fewer patients reported AEs whilst on OL therapy for Studies A4001027 and A4001028 than
during blinded therapy on these studies. However, the spectrum of AEs reported during OL
treatment was similar to that reported on blinded therapy. Less than half of the OL AEs were
considered to be treatment-related by the Investigator (Table 16).

Fewer Grade 3 AEs (all-causality and treatment-related) were reported during treatment with
OL maraviroc BID than with blinded maraviroc BID, but Grade 4 AEs were reported at
similar frequencies in Ol and blinded therapy (Tables 3.4.7.1 and 3.4.8.3 Summary of
Clinical Safety).
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2.7.4.2.1.1.3.2. Discontinued QD Arm from Phase 2b/3 study in RS treatment-naive
patients (Study A4001026)

Atleast 1 all-causality AE was reported by 85% of subjects in the maraviroc 300 mg QD
treatment group. The most frequently reported was nausea, followed by headache, fatigue and
diarrhoea. Most AEs were graded as mild or moderate (Abbreviated CSR A4001026 Tables
13.6.2.2.1, 13.6.2.3.1, Module 5.3.5.4 Other Study Reports).

2.7.4.2,1.2, Deaths in the Maraviroc Clinical Programme

Deaths are recorded in the SAE database, which includes all treatment-related deaths
regardless of time post therapy, and all other deaths (not necessarily treatment-related) up to a
standard capture time of 28 days after discontinuation of therapy. In addition, all other deaths
reported to the Sponsor have been listed regardless of duration of time since the patient
discontinued from therapy or study. Narratives for all deaths are included in the individual
clinical study reports.

No deaths were reported from the Phase 1 or Phase 2a clinical programmes.

2.7.4.2.1.2.1. Deaths in the Phase 2b/3 clinical programme (Studies A4001027, A4001028,
A4001029 and A4001026)

As of the database cut-off date of 15 September 2(. a total of 42 deaths have been reported
in the maraviroc Phase 2b/3 programme (Studies A4001027, A4001028, A4001029 and
A4001026)., However, this figure includes 12 deaths reported during the 5-6 week period
between the screening and randomisation visits. These deaths resulted from a variety of
causes associated with HIV-1 disease progression, and underscore the advanced nature of
HIV-1 disease in patients recruited into these studies (discussed in Section 2.5.5.3 Module 2.5
Clinical Overview). Of the remaining 30 deaths, reported in patients who had received at least
I dose of blinded study drug, 11 occurred in the maraviroc QD treatment group, 9 in the
maraviroc BID group, 5 in the placebo group, 2 in the efavirenz treatment group of

Study A4001026, 2 in patients receiving OL maraviroc BID after initial treatment failure in
Study A4001027, and 1 patient was designated as ISOD. Additional narratives for the deaths
described in Table 17 below are provided in the relevant study reports as appropriate and may
include additional information than is provided in the source tables. The table reflects the
relevant information available from all sources. Table 17 provides the details of the 30 deaths
occurring after start of study treatment (post-randomisation) for Studies A4001027, A4001028
and A4001029 and A4001026.
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Table 17 Deaths Occurring Post-Randomisation in the Marawroc Phase 2b/3 Clinical

Programme
PID Unblinded Treatment Cause of Death Total Days on Days Post-  Related
Therapy Therapy
Study A4001026 — Treatment-Naive Patients Infected with CCRS Tropic HIV-1a
140006  Maraviroc QD Suicide 34 7 No
10003  Maraviroc QD Non-Hodgkin's lymphoma (confirmed) 35 92 No
100006 Maraviroc BID Liver failure; preumonia. 11 120 No
1(M0002  Efavirenz Castleman’s Disease. 30 15 No
1 o006 Efavirenz Hodgldn's lymphoma (confirmed). 1 180 No
Study A4001027 — Treatment-Experienced Patients Infected with CCRS Tropic HIV-1 )
1(@B0010  Maraviroc QD Right cerebrovascular accident 11 2 No
190011  Maraviroc QD Respiratory failure. 84 19 No
1@ 0007  Maraviroc BID Stroke 142 2 No
1040022  Maraviroc BID Open HIV disease progression. 153 73 No
Label fincliding 50
[Randomised to days blinded
maraviroc BID] therapy]
i '0002 Maraviroc BID Open Large B cell lymphoma (confirmed) 143 39 Yes
Label [74 days on
[Randomised 1o placebo] blinded placebo]
I @0006 isop® Treatment-resistant giardiasis and end- 82 >6 months No
[Randomised to stage AIDS.
maraviroc BID]
1(.50007 Placebo Pneumonia 88 On No
Treatment
1 t.' 0001  Placebo Neck mass (Large Cell hmphoma) 298 : 84 No
Study A4001028 — Treatment-Experienced Patients Infected with CCRS Tropic HIV-1.
0002  Maraviroc QD Anorexiz 198 26 No
1 0032  Maraviroc QD Septic shock 79 2 No
1(@po018  Maraviroc QD Myocardial infarction/acute heart 206 On No
failure/coronary artery atheroma. Treatment
140011  Maraviroc QD Bacterial pneumonia, 63 25 No
10001  Maraviroc 0D End stage HIV-1 disease. 56 249 No
1(@m0012  Maraviroc BID Death (found dead) 62 1 No
13gp0o004  Maraviroc BID Paneumonia/endocarditis 190 18 No
bacterial/multiple organ failure.
10001  Maraviroc BID HIV disease progression 18 1 No
1%0009 Maraviroc BID Worsening chronic obstructive 35 On No
pulmonary disease (COPD}) Treatment
) ' 0011  Maraviroc BID Central nervous system lymphoma 62 48 No
Study A4001029 — Treatment-Experienced Patients Infected with Non~-CCRS Tropic HIV-1°
10001  Maraviroc QD Pneumonia, possible chest mass. 63 6 No
130003  Maraviroc QD Advanced HIV/AIDS Infection : 195 19 No
1380005  Maraviroc BID Preumocystis carinii Pneumnonia 31 23 No
100002  Maraviroc BID Bacterial pneumonia 88 29 No
14g¥0001  Placebo ‘Worsening renal failure/ ascites/ 92 On No
haemothorax/ disease progression. Treatment
130004  Placebo Muliiple cerebral lesions Unknown? Unknown No
10003 Placebo Multifocal leucoencephalopathy. 36 29 No

Source; SCS Tables 3.8.1.3 and 3.8.4.3. CSR A4001029 Table 13.6.6, Table 13.6.5 and Table B1.2 CSR 1028,

Those deaths italicised in this table are those that occurred more than 28 days after discontinuation of treatment.

* Study A4001026 is an ongoing stady and therefore treatments remain blinded except for deaths and patient management. The marviroc
QD treatment gronp was unblinded due to efficacy, as described previously.

® Patient in-study-off-drug, previously randomised to receive maraviroc BID.,

© Patients were infected with dual/mixed, CXCR4-tropic or non-phenotypable HIV-1.

4 This patient died on day 85 but dosing data is not available.

PFIZER CONFIDENTIAL
Page 50



0100000623421211.1 \Appraved\01-Dec-2006 11:38

Maraviroc; Submission for Treatment-Experienced Patients Infected with CCR5-Tropic HIV-1
2.7.4 Summary of Clinical Safety

A summary of deaths that occurred during the studies in TE patients only (Studies A4001027,
A4001028 and A4001029) is presented in Table 18. There were a total of 25 deaths in these
3 studies (2.0% of treated subjects [N= 1235]), including 2 patients receiving OL maraviroc
BID and 1 patient designated as ISOD. Of these 25 deaths, 17 (1.4%) occurred in patients
who were still on treatment or who had discontinued study drug, but died within 28 days of
drug discontinuation (Table 18). The proportion of deaths, irrespective of whether patients
were on or off study drug, was similar between treatment groups.

Table 18.Summary of All Deaths and Deaths on Treatment Occurring in the Phase 2b/3
Treatment Experienced Studies

Study Maraviroc QD Maraviroc BID Placebo Maraviroc BID 1SOD*
(N=477) (N=487) (N=271) Open Label

All Deaths Irrespective of Time on or Off Study Treatment

A4001027 2 1 2 2 1
A4001028 5 5 0 0 0
A4001029 2 2 3 0 0
Total 9 (1.9%) 8 (1.6%) 5 (1.8%) 2 1
Deaths Occurring on Study Drug or Within 28 Days of Discontinuing Study Treatment"

A4001027 2 1 1 0 0
A4001028 4 4 0 0 0
A4001029 2 1 2 0 0
Total 8§ (1.7%) 6 (1.2%) 3 (1.1%) 0 0

* Patients in-study-off-drug.
® Standard 28-day post-treatment capture period for serious adverse events and deaths.

Details of these deaths, by patient population, are included as brief narratives in the following
sections of this summary document.

2.7.4.2.1.2.1.1, Studies in RS TE Patients (Studies A4001027 and A4001028)
Brief Narratives for Study A4001027

There were 4 deaths in A4001027, which occurred on treatment or within 28 days of
discontinuing study drug (2 on maraviroc QD, 1 on maraviroc BID and 1 on placebo). An
additional 4 deaths occurred after the 28 day capture period (2 in patients who received
maraviroc BID OL, 1 in patients receiving placebo and 1 ISOD patient).

Maraviroc QD Treatment Group:

Patient 100010, a 'year old-male, received maraviroc QD for a total of 11 days; he
died 2 days after stopping study drug because of a cerebrovascular accident secondary to
cavernous sinus thrombosis. The patient was also found to be bacteraemic with
Mycobacterium avium intracellulaire. The cerebrovascular accident was considered by the
Investigator to be due to HIV infection and not related to study drug.
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Patient 1 .001 1,a 'year old-fema]e, received maraviroc QD for a total of 84 days
and died 19 days after stopping study drug from respiratory failure. The respiratory failure
was considered due to HIV infection and not related to study drug by the Investigator.

Maraviroc BID Treatment Group:

Patient I(.OOO?, a é.year old-male, received maraviroc BID for a total of 142 days.
The drug was discontinued when the patient suffered a stroke; he died 2 days later. This event
was not considered related to study drug by the Investigator.

Patient 1(&0022, a A.year old-male, received maraviroc BID for a total of 50 days and
then OL maraviroc for a combined total of 153 days. The patient died from advanced HIV-
related disease 73 days after stopping open-label treatment. This event was not considered
related to study drug by the Investigator.

Maraviroc BID Open Label Treatment Group:

Patient 1(.0002, a 'year old male, received placebo as blinded therapy, then OL maraviroc
for 143 days, and died from a large B cell lymphoma approximately 6 weeks after stopping
treatment. The large B cell carcinoma had been diagnosed 3 days after the end of maraviroc
treatment. This event was considered related to maraviroc by the Investigator; of note is that
this investigator attribution occurred after the reports of lymphoma in vicriviroc treated
patients were made public."

Placebo Treatment Group:

Patient 1(*0007, a 4.year old-female, received placebo for a total of 88 days and died
from pneumonia while still on treatment. This event was not considered related to study drug
by the Investigator.

Patient 1(..0001 ,a 'year old male, received placebo for a total of 298 days and died

79 days after stopping study drug from a mass on the left side of the neck. This mass had
appeared on Day 121 of treatrnent and was diagnosed as a large cell lymphoma. This event
was not considered related to study drug by the Investigator.

Patients In-Studyv-Off-Drug (ISOD):

One death in Study A4001027 occurred whilst the patient was in study but had been off drug
for >28 days and was therefore assigned to the ISOD treatment group. This patient

( 1(&0006) stopped maraviroc BID in May 2(. was lost to follow-up, but was reported to
have died in 2(@(date unknown).

Brief Narratives for Study A4001028

There were 8 deaths in Study A4001028, which occurred on treatment or within 28 days of
discontinuation of study drug (4 on maraviroc QD and 4 on maraviroc BID). An additional 2
deaths occurred after the 28 day capture period (1 patient who received maraviroc QD and 1
patient who received maraviroc BID).
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Maraviroc QD Treatment Groun:

Patient 1(.10002, a ’.year old-male, received maraviroc QD for approximately

7 months and died approximately 3 weeks after stopping study drug from AIDS after his
weight decreased and he developed anorexia and coronary artery occlusion. He had
discontinued study drug because he was no longer willing to participate in the study. None of
the events was considered related to study drug by the Investigator.

Patient 1(.0032, a ’year old-male, received maraviroc QD for a total of 79 days.
Study drug was temporarily discontinued on Day 79 because of the development of septic
shock, from which he died 2 days later (Day 81). This event was not considered related to
study drug by the Investigator.

Patient 1(&001 8 a t.year old-male, received maraviroc QD for approximately
7 months and died on Day 206 from myocardial infarction, acute heart failure and coronary
artery atheroma, These events were not considered related to study drug by the Investigator,

Patient 1 .1001 1,a 'year old-male, received maraviroc QD for a total of 65 days and
died approximately 3 weeks after stopping study drug from end-stage AIDS after developing
neutropaenia (recurrent) and sepsis secondary to bacterial pneumonia, Study drug had been
discontinued as the subject did not wish to continue with aggressive treatment. These events
were not considered related to study drug by the Investigator,

Subject 1 tOOOl ,a 'year old-male, received maraviroc QD and died 249 days after
the end of treatment due to end stage HIV. On Study Day 31, his haemoglobin decreased to
9.2 g/dL., and he was diagnosed with aplastic anaemia. Inresponse to the aplastic anaemia,
maraviroc treatment was permanently discontinued on Study Day 56. The aplastic anaemia
was considered resolved on Post-Therapy Day 133. In the opinion of the Investigator, the
aplastic anaemia was possibly related to maraviroc.

Maraviroc BID Treatment Group:

Patient 100012, a 'year old-male, received maraviroc BID for a total of 62 days and
died suddenly on Day 63. The Investigator suspected pulmonary embolism as the cause of
death. This event was not considered related to study drug by the Investigator.

Patient 1 QOOOKL, a Oyear old-male, received maraviroc BID for a total of 190 days
and died approximately 2 weeks after stopping treatment from pneumonia, aortic valve
endocarditis and multiple organ failure. Study drug had been discontinued as the subject
required intubation due to worsening aortic valve endocarditis. These events were not
considered related to study drug by the Investigator.

Patient 1 .5000] ,a 'year old-male, received maraviroc BID and died on Day 19 from
cholestatic jaundice, acute haemolytic anaemia and cardiac arrhythmias. On Day 11, he
presented with mild rash (immacular eruption on trunk) and mild jaundice. Cholestatic jaundice
was considered due to opportunistic infection. Following an upper endoscopy, a cardiac
arrhythmia was reported (supraventricular tachycardia). Acute hacmolytic anaemia was also
suspected and attempts were made to contact the patient urgently to no avail. On Day 19, the
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subject was found dead at home. The events were not considered related to study drug by the
Investigator.

Patient ]t0009, a A.year old-male, received maraviroc BID and died on Day 35 from
end stage chronic obstructive pulmonary disease. This event was not considered related to
study drug by the Investigator.

Patient 1'001 1,a A.year old-male, received maraviroc BID for a total of 62 days and
died 48 days after the end of treatment. The cause of death was listed as central nervous
system lymphoma, following identification of an intracranial mass on CT and MRI, which was
suggestive of an infectious process, although a tumour could not be excluded. No autopsy was
performed. He reportedly experienced altered mental status from approximately Day 40 of
treatment. This event was not considered related to study drug by the Investigator.

Deaths Occurring During the Pre-Randomisation Period in Studies A4001027 and
A4001028:

There were 11 additional deaths that occurred during the 5-6 week period between screening
and randomisation visits (4 during A4001027 and 7 during A4001028), 2 of which were
screen failures. This highlights the background morbidity of the study population and is
discussed in Section 2.5.5.3 Module 2.5 Clinical Overview.

2.7.4.2.1.2.1.2. Phase 2b Study in Non-RS5 TE Patients (Study A4001029)

There were 5 deaths in Study A4001029, which occurred on treatment or within 28 days of
discontinuing study drug (2 on maraviroc QD, 1 on maraviroc BID and 2 on placebo). An
additional 2 deaths occurred after the 28 day capture period (1 patient who received maraviroc
BID and 1 patient who received placebo).

Maraviroc QD Treatment Group:

Patient 1(’0001, a é.year—old-male, received maraviroc QD for 63 days and died

6 days after receiving his last dose. Maraviroc was temporarily discontinued in the setting of
Preumocystis pneumonia but was restarted on study day 32. It was discontinued permanently
when he was re-admitted to hospital with pneumonia and possible chest mass; the patient
suffered a cardiac arrest and died while awaiting mediastinoscopy. It is not known whether an
autopsy was performed.

Patient 1'0003, a A.year-old-male, received maraviroc QD for 195 days and died

19 days after receiving his last dose. The patient was admitted to hospital on study day 185 for
histoplasmosis. Ten days later the patient elected to discontinue all his HIV medication,
including study drug, and he went under hospice care. He required transfusions for
HIV-related anaemia. The reported cause of death was HIV disease progression.
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Maraviroc BID Treatment Group:

Patient 1’10005, a t.year—old-male, received maraviroc BID for 31 days. Maraviroc
was discontinued in the setting of Preumocystis pneumonia and Clostridium difficile colitis.
He died 50 days after his last maraviroc dose from Preumocystis pneumonia.

Patient 1(’0002, a t.year-o]d-rnale, received maraviroc BID for 88 days at which
point it was discontinued for lack of efficacy. He died 29 days later of bacterial pneumonia.

Placebo Treatment Group:

Patient 1{. 0001, a 'year-old-male, died after 92 days of receiving placebo with
causes of death reported as worsening renal failure, ascites, haemothorax and HIV disease
progression.

Patient 1. 0004, a 'year—old-male, received placebo. The patient was admitted to
hospital for multiple cerebral lesions (which was also reported as the cause of death), which
may have spread from a fungal sinusitis that had extended into bone, and may have been
associated with thrombosis of the internal jugular vein,

Patient 1.50003, a 'year-old-male, received placebo for 36 days, which was
permanently discontinued after a diagnosis of progressive multifocal leukoencephalopathy,
from which the patient died 29 days later.

2.7.4.2.1.2.1.3. Discontinued QD Treatment Group from Phase 2b/3 study in RS
treatment-naive patients (Study A4001026)

There were 2 deaths reported on treatment or within 28 days of discontinuation of study
treatment in Study A4001026 (1 on maraviroc QD and on efavirenz). There were an
additional 3 deaths reported after the 28 day capture period (1 patient who received maraviroc
QD, 1 patient who received maraviroc BID and 1 patient who received efavirenz). None of
these deaths was considered related to study treatment.

Maraviroc QD Treatment Group:

Patient 1 . 0006 received 34 days of treatment with maraviroc QD. She died 7 days post-
therapy with a cause of suicide.

Patient 1 .70003 discontinued treatment with maraviroc QD after 35 days of treatment. He
died on post-therapy Day 127 with a cause reported as Non-Hodgkin’s lymphoma.

Maraviroc BID Treatment Group:

Patient 100006 received 11 days of maraviroc BID and then discontinued because of nausea
and vomiting. Screening Hepatitis C antibody had been reactive. She died on post-therapy
Day 120 with cause of death reported as liver failure and pneumnonia.
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Efavirenz Treatment Group:

Patient 1 '0006 received efavirenz 600 mg QD, also for 11 days, before treatment was
discontinued in the setting of sepsis, acute renal failure, pancytopenia, fever and diarrhoea, He
was later diagnosed with Hodgkin’s lymphoma, which was reported as the cause of death
(post-therapy Day 180).

Patient I(.)0002 discontinued treatment with efavirenz after 30 days of treatment. He died
post-therapy on Day 45 of study with a cause of death reported as Castleman’s disease.

2.7.4.2.1.3. Other Serious Adverse Events

The definition of an SAE used for the maraviroc clinical programme is outlined in
Section 2.7.4.1.1.3. The safety narratives for treatment-related SAEs can be found in the
individual CSRs Module 5.3,

2.7.4.2.1.3.1. Phase 1/2a Studies — Serious Adverse Events

Two SAEs were reported during Phase 1 studies, both unrelated to treatment
(Study A4001040, Subject 1(. 1019 - vasovagal syncope, A4001042, Subject 6 - severely
burned hands in a house fire).

No SAEs were reported during the conduct of the Phase 2a studies. However, a case of large

B-cell non-Hodgkins lymphoma was diagnosed more than 3 years after completion of 10 days
of maraviroc dosing. The investigator causality was “possibly study drug related’; this event
was reported following the publication of the vicriviroc data.

2.7.4.2.1.3.2. Phase2b/3 TE Studies — Serious Adverse Events

The safety narratives for the SAEs can be found in the individual CSRs in Section 15.2
Module 5.3.5.1 Study Reports of Controlled Clinical Studies Pertinent to the Claimed
Indication.

2.7.4.2.1.3.2.1. Phase 3 Studies in RS TE Patients (Studies A4001027 and A4001028) -
Serious Adverse Events

A total of 162 subjects reported SAEs during the two Phase 3 trials. Fifty-six subjects
reported at least 1 SAE on maraviroc QD, 70 subjects on maraviroc BID and 36 on placebo
(Table 3.8.3.1 Summary of Clinical Safety)1 (2 subjects are still recorded as “blinded
therapy’;1 with increased nausea and increased vomiting, the other with pregnancy

[Table 3.8.4.2 Summary of Clinical Safety]). :

! In some of the Summary of Clinical Safety Tables, up to 3 of these 162 patients from R5 TE Studies
A4001027 and A4001028 who experienced SAEs are recorded as having ‘blinded therapy’, but unblinded
information is available in the CSRs. These patients are: Patient 1(.)0001 (Study A4001028), increase in
vomiting and increase in nausea; Patient 1 .0015 (Study A4001027, maraviroc QD), pregnancy; and Patient
1@0014 {Study A4001028, maraviroc QD), pregnancy.
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For 19 of these subjects, the Investigator judged the SAEs to be at least possibly treatment-
related [8 (1.9%) receiving maraviroc QD, 9 (2.1%) receiving maraviroc BID and 2 (1.0%)
receiving placebo]. Table 19 provides brief details of these treatment-related SAEs.

Table 19. Treatment-Related Serious Adverse Events Reported During Phase 3 Studies in RS TE
Patients (Studies A4001027 and A4001028)
Study Drug Study PID SAE Action (re study drug)
Maraviroc QD A4001027 1(.30003 Hypersensitivity reaction and Discontinued
acute renal [ailure
Maraviroc QD A4001027 1‘0002 Epigastric pain and vomiting Discontinued
Maraviroc QD A4001027 150006 ‘Worsening anaemia Discontinued
Maraviroc QD A4001027 1 gB0008 Pancreatitis Temporarily discontinued; the
subject later withdrew”
Maraviroc QD A4001027 1['0006 Abdominal pain and nausea Continued dosing and event
resolved on therapy®
Maraviroc QD A4001028 1(@R0007 Myositis Discontinued
Maraviroc QD A4001028 10001 Aplastic anaemia Discontinued
Maraviroe QD A4001028 1 gp0001 Thrombosis (Chest pain) Discontinued On Day 128
(chest pain Day 43) duetoc a
number of none serious AEs.
Thrombosis diagnosed approx
8 months post discontinuation
Maraviroc BID A4001027 1dfpoo1s Heat exhaustion with Discontinued
rhabdomyolysis and elevated
transaminases
Maraviroc BID A4001027 1 0003 Generalised rash Discontinued
Maraviroc BID A4001027 1‘0050 Mucormycosis myositis Continued dosing event
resolved
Maraviroc BID® A4001028 1(.)000] Increased nausea and vomiting Temporary discontinuation
No further episodes following
. recommencing therapy
Maraviroc BID A4001028 10006 - Transaminase elevations Discontinued
Maraviroc BID A4001028 119p0002 Syncope and pancytopaenia Discontinued
Maraviroc BID A4001028 14F0010*  Diarrhoea Temporary discontinued.
Restaried therapy with no
further events
Maraviroc BID A4001028 1'0004 Syncope and orthostalic Discontinued
hypotension
Maraviroc BID A4001028 1'0004 Increased hepatic enzymes Temporary discontinuation No
further episodes after restarting
therapy
Placebo A4001028 1(.)0005 Fever, worsening of dyspnoea Temporary discontinuation
and acute renal failure
Placebo A4001027 1 '0012 Transient ischaemic atiack Continued

Source: Table 3.8.4.2 and Table 3.1.3.2 Summary of Clinical Safety.
* Further clarification provided in clinical study report narrative.
b Information regarding unblinding can be found in A4001028 Clinical Study Report Table B 3.1,

* Patient subsequently permanently discontinued due to lack of efficacy.

2.7.4.2.1.3.2.2. Phase 2b Study in Non-RS TE Patients (Study A4001029) - Serious
Adverse Events

During Study A4001029 there were 30 subjects with at least 1 SAE: 10 on maraviroc QD,
9 on maraviroc BID and 11 on placebo. Five subjects in this study had SAEs which occurred

whilst they were still in study but had been off drug for >28 days, and their SAEs were
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assigned to ISOD as treatment group. There were 2 subjects who experienced SAEs during
the period between screening and maraviroc treatment.

None of these SAES was considered related to maraviroc treatment. The SAEs for this study
are presented in the A4001029 24 Week Clinical Study Report and SCS Table 3.8.2.3.

2.7.4.2.1.3.2.3. Phase 2b/3 Studies in TE Patients (Studies A4001027, A4001028 and
A4001029) :

One hundred ninety-two (192) patients in the Phase 2b/3 TE population were reported as
having at least 1 SAE. Further details are provided in the sections above.

2.7.4.2.1.3.2.4. Discontinued QD Arm from Phase 2b/3 study in RS treatment-naive
patients (Study A4001026)>—Serious Adverse Events

During Study A4001026 there were 21 subjects with SAEs among patients in the discontinued
QD arm. Four were considered treatment-related:

25 April 2 On 30 July the subject experienced fever, aches/myalgias and
arthralgias. On 07 August the subject’s condition worsened and he was taken to the
emergency room. He developed a diffuse erythematous rash on his abdomen and hips.
On 08 August he experienced increased weakness and all study medications were
withheld including maraviroc 300 mg QD, which was permanently discontinued on
this day. The patient was hospitalised twice in August for fever of unknown origin
with associated myalgias, arthralgias, cough, mild headache, enlarged tonsils, and
morbilliform rash. Weakness was considered resolved on 10 August 2(. fever was
considered resolved on 06 September 2 and myalgias and arthralgias were
considered resolved on 15 May 2 All the events were considered related to
maraviroc and background therapy by both the Investigator and the Sponsor.

¢ Subject ](8009 — This Z.year old maie subject initiated maraviroc 300 mg QD on

o Subject 10005 — Toxic hepatitis, described below in Section 2.7.4.2.1.5.3.

» Subject 100006 — This Z.year old female had been receiving concurrent therapy
with TM8 for Preumocystis jiroveci pneumonia prophylaxis, which was changed
to dapsone from 14 November 2 On 16 December, the subject developed Stevens-
Johnson syndrome with a skin biopsy diagnosis of erythema multiforme exudativum.
Dapsone and all study medications were permanently discontinued. The Investigator
causality was maraviroc; however, the Sponsor considers dapsone the most probable
causative agent.

9 August 2 On 5 December (Day 119), results of laboratory tests revealed
anaemia and leucopaenia, with a haematocrit of 0.26, hasmoglobin of 8.6 g/dL and
white blood cell count of 3.07/uL.. The subject was admitted to the hospital on

9 December with general asthenia, malaise, dyspnoea during normal activity and
retrosternal pain. Maraviroc 300 mg QD was temporarily interrupted that day. The
Investigator considered the anaemia and leucopaenia to be related to maraviroc and

ISR R MINCERR .
TMEA( T sulfamethoxazolatrimethoprim¥%ET g o

e Subject 1?03 — This A.year old male subject initiated maraviroc 300 mg QD on

PFIZER CONFIDENTIAL
Page 58



Maraviroc; Submission for Treatment-Experienced Patients Infected with CCR5-Tropic HIV-1
2.7.4 Summary of Clinical Safety

lopinavir/ritonavir®. On 16 December 2(. the following haematology results

were obtained: haemoglobin 10.5 g/dL, neutrophil count 2.84 /uL. and WBC count
5.85 /uL. Treatment with zidovudine/lamivudine was substituted with tenofovir
300 mg once daily and lamivudine 300 mg once daily which was restarted together
with maraviroc 300 mg QD on 19 December 2(. On 5 January 2(.(follow1'ng
rechallenge), the following haematology results were obtained: haemoglobin

13.2 g/dL, neutrophil count 1.67 /uL. and WBC count 3.87 /uL.

Six SAEs resulted in discontinuation, including 3 of the treatment-related events summarised
above (see A4001026 24 Week CSR, Module 5.3).

Ten patients in the ongoing OL BID extension arm experienced SAEs as of
15 September 2(.(see A4001026 24 Week CSR, Module 5.3).

2.7.4.2.1.4. Other Significant Adverse Events
2.7.4.2.1.4.1. Adverse Events Assoctated with Discontinuations
2.7.4.2.1.4.1.1. Phase 1/2a Studies — Adverse Events Associated with Discontinuations

The treatment-related AEs associated with discontinuation from the Phase 1 studies are
summarised in Table 20. There were 14 discontinuations due to treatment-related AEs, 1 from
a single-dose study and 13 from multiple-dose studies. Of these discontinuations, 5 subjects
were receiving maraviroc treatment alone, 7 subjects were receiving maraviroc in combination
with interactants and 2 subjects were receiving placebo alone.

Table 20. Discontinnations Due to Treatment-Related Adverse Events — Phase 1
Single- and Multiple-Dose Studies

0100000623421211.1\Approved\01-Dec-2006 11:39

Study Number Dose of Maraviroc N Adverse Event Leading to Discontinuation
Phase 1 Single Dose-Studies
A4001040 300 mg 1 Dizziness
Phase 1 Multiple-Dose Studies
A4001002 <100 mg BID 1 Transaminases increased
600 mg QD 2 Orthostatic hypotension
Placebo 1 Orthostatic hypotension
A4001018 Maraviroc + Interactant 1 Vomiting
A4001019 Placebo 1 Rash Pruritic
A4001020 Maraviroc + Interactant 1 Arthralgia
Headache
Influenza like illness
Myalgia
Nausea
A4001021 300 mg BID 1 Alanine aminotransferase increased
Maraviroc + Interactant 5 Blood triglycerides increased (1)
Malaise (1)
Nausea (1)

" Blood bilirubin increased (2)

* | HEFRSEHRR AN CERA .
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In addition, in Study A4001021, treatment with maraviroc 100 mg BID with saquinavir
1000 mg BID, TM2* BID and efavirenz 600 mg QD was not tolerated because of
gastrointestinal AEs; this arm of the study (12 subjects) was therefore discontinued by the
Sponsor.

There were no discontinuations due to treatment-related AEs in the Phase 2a clinical
programme. One patient, in the 100 mg QD fasted dosing arm of A4001015, withdrew due to
headache of moderate severity, but the events were judged by the Investigator to be unrelated
to study drug.

2.7.4.2.1.4.1.2. Phase 2b/3 Studies — Adverse Events Leading to Discontinuations

2.7.4.2.1.4.1.2.1. Phase 3 Studies in R5 TE Patients (Studies A4001027 and A4001028) -
Adverse Events Leading fo Discontinuations

Permanent Discontinuations

There were 414 discontinuations during Studies A4001027 and A4001028 (Table 21). Most
were due to lack of efficacy and, as such, were over-represented in the placebo arm. Full
details are reported in the individual CSRs Module 5.3.5.1 Study Reports of Controlled
Clinical Studies Pertinent to the Claimed Indication.

Table 21. Discontinuation from Study in the Phase 3 Studies in RS TE Patients.(Studies

A4001027 and A4001028)
System Organ Class Maraviroc QD Maraviroc BID Placebo
MedDRA Preferred Term N (%) N (%) N (%)
N 414 426 209

Subject Died on Therapy 3007 5(1.2) 1(0.5)
Related to study drug

Due to adverse events 12 (2.9) 10 (2.3)* 524

Due to lack of efficacy 81 (19.6) 91 (21.4) 106 (30.7)
Unrelated to study drug

Due to adverse events 4(1.0) 6(1.4) 3(1.4)

Due to other 12 (2.9) 4(0.9) 524

Subject defaulted 31(7.5) 22 (5.2) 13 (6.2)
Total 143 (34.5) 138 (32.4) 133 (63.6)

Source: SCS Table 3.1.4.1

Subject defauited = patient no longer willing to participate or lost to follow-up.

One subject’s disposition was given as discontinued due to treatment related AE but the adverse event was not
attributed to study drug. This subject was initially temporarily discontinued before permant discontinuation, see
CSR A4001028, in text table 68 and Section 9.2.3

During these studies, 40 patients permanently discontinued due to AEs: 16 (3.9%) from the
maraviroc QD treatment group, 16 (3.8%) from the maraviroc BID group and 8 (3.8%) from
the placebo group. For discontinuations due to AEs that were not related to study drug, please
refer to the individual CSRs, Module 5.3.5.1 Study Reports of Controiled Clinical Studies
Pertinent to the Claimed Indication.

~ENERIR PR IS AR
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For 26 of these patients, the AEs that led to discontinuation were considered to be treatment-
related (12 maraviroc QD [2.9%], 9 maraviroc BID [2.1%] and 5 placebo [2.4%]). These are
presented in Table 22, '

Table 22. Permanent Discontinnations Due to Treatment-Related Adverse Events
for the Phase 3 Studies in RS TE (Studies A4001027 and A4001028)

Dose Study Subject Number  Adverse Event(s) Leading to Permanent
Discontinuation (severity)
Maraviroc QD A4001027 1080001 Abdominal distension (Grade 2)
Maraviroe QD A4001027 1 0002 Abdeminal pain upper (Grade 3)*°
Maraviroc QD A4001027 1 0006 Anaemia (Grade 2)"
Maraviroc QD A4001028 1 50001 Anaemia (Grade 3)
Maraviroc QD A4001027 1(§F0003 Renal failure (Grade 3)*
Rash (Grade 3)*
Maraviroc QD A4001028 1(.0035 ALT increased (Grade 2)

AST increased (Grade 2)
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Maraviroc QD A4001027 10008 AST increased (Grade 3)
Maraviroc QD A4001028 1 0003 Diarrhoea (Grade 2)
Maraviroc QD A4001028 10011 Myalgia (Grade 3)
Maraviroc QD A4001028 1 0001 Myalgia (Grade 1)
Maraviroc QD A4001028 1(@e0007 Muscular weakness (Grade 3)
Maraviroc QD A4001028 1 0001 QOedema peripheral (Grade 1)
Maraviroc BID A4001027 10g0016 Transaminases increased (Grade 4)°
Hear exhaustion (Grade 3)°
Rhabdomyolysis (Grade 3)°
Maraviroc BID A4001027 1(.10021 Abdominal pain upper (Grade 2)
LFT abnormal {Grade 4)
Maraviroc BID A4001028 1(&0006 ALT increased (Grade 4)*
AST increased (Grade 4) "
Maraviroc BID A4001027 1090003 Convulsion (Grade 4)°
Maraviroc BID A4001028 13 0004 Orthostatic hypotension (Grade 3)*
Maravirec BID A4001027 10009 Pyrexia (Grade 2)*
Maraviroc BID A4001027 10003 Rash generalised (Grade 3)*
Maraviroc BID A4001028 10002 Syncope (Grade 4)*
Maraviroc BID A4001028 100003 Viral load increased (grade 1)
Placebo A4001027 1080004 Pyrexia (Grade 1)
Placebo A4001027 104 0001 LFT abnormal (Grade 4)
White blood cell count decreased (Grade 1)
Placebo A4001027 1090019 Gingivitis (Grade 2)
Placebo A4001028 100003 Hepatic cytolysis (Grade 2)
Placebo A4001028 109 0034 Dizziness (Grade 2)

Source: Individual Clinical Study Report Table 13.6.1.1 and Appendix B6.1
® Serious adverse event
Terms in italics were recorded in the SAE case but were not considered treatment-related -

AEs that led to discontinuations in 2 or more patients are: LFTs increased/abnormal (2 on
maraviroc QD, 3 on maraviroc BID and 1 placebo), myalgia/muscle weakness (3 on maraviroc
QD), abdominal pain upper (1 on maraviroc QD and 1 on maraviroc BID), rash (1 on
maraviroc QD and 1 on maraviroc BID), and pyrexia (1 on maraviroc BID and 1 on placebo).
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AEs potentially related to postural hypotension2 (2 on maraviroc BID and 1 placebo).
Narratives for these events are located in Module 5.3.5.1 Study Reports of Controlled Clinical
Studies Pertinent to the Claimed Indication.

Overall, the frequency of permanent discontinuations for treatment-related AEs was lower in
the maraviroc arms. There were no differences between the numbers of males or females who
discontinued treatment during these studies. The numbers and types of AEs leading to '
discontinuation are summarised in SCS Table 3.1.3.2 and Table 3.1.5.1; these were also
comparable between males and females. Similarly, there was no apparent relationship
between age or race and discontinuations (SCS Table 3.1.7.1, Table 3.1.7.2 and Table 3.1.7.3).

Dose Reductions or Temporary Discontinnations

Sixty-one patients underwent a reduction in dose or temporarily discontinued from study drug
due to AEs (20 [4.8%)] receiving maraviroc QD, 28 [6.6%] receiving maraviroc BID and 13
[6.2%] receiving placebo). In addition, 6 patients (2 maraviroc QD, 3 maraviroc BID,

1 placebo) temporarily discontinued and later permanently discontinued. The AEs leading to
temporary discontinuation were considered treatment-related by the Investigator for 25 of
these patients (7 [1.7%] receiving maraviroc QD, 16 [3.8%] receiving maraviroc BID and

2 [1.0%] receiving placebo). Details of the AEs leading to temporary discontinuation are
provided in the individual CSRs (Module 5.3.5.1 Study Reports of Controlled Clinical Studies
Pertinent to the Claimed Indication).

Further details are provided below for subjects who were rechallenged following temporary
discontinuation due to study drug-related rash, dizziness or an AE related to laboratory test
abnormalities (Table 23). In the majority of cases the event resolved or stabilised and the
subject either continued treatment until cut-off date or discontinued for another reason.

Table 23. Re-challenge Following Temporary Discontinuations Due to Adverse Events
in Phase 3 Studies in RS TE (Studies A4001027 and A4001028)

Dose Study Patient Adverse Event(s) Comment
Leading to
Temporary
Discontinuation
Maraviroc ~ A4001027 1('0004 Rash This AE started on Day 1 of treatment and
QD reselved on Day 29. Study drug was restarted

and no further AEs of rash were reported. The
subject had taken study drug up to Day 349 at
. the date of cut-off.

Maraviroe ~ A4001027 1(.0005 Rash This AE started on Day 8 of treatment and

QD resolved on Day 16. Study drug was restarted
and no further AEs of rash were reported. The
subject had taken study drug up to Day 339 at
the date of cut-off,

? Includes syncope, orthostatic hypotension and dizziness.
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Table 23. Re-challenge Following Tempofary Discontinuations Due to Adverse Events
in Phase 3 Studies in RS TE (Studies A4001027 and A4001028)

Dose

Study

Patient

Adverse Event(s)
Leading to
Temporary

Discontinuation

Comment

Maraviroc

QD

Maraviroc

QD

Maraviroc

QD

Maraviroc

QD

A4001027

A4001027

A4001028

A4001028

1dJpooos

14fRooos

1{fpoo11

10002

Dizziness

Pancreatitis

Neutropaenia

Increased ALT
and AST

This AE started on Day 125 of treatment and
reselved on Day 128, Study drug was restarted
and no further AEs of dizziness were reported.
The subject had taken study drug up to Day 183
at the date of cut-off.

This AE started on Day 89 of treatment. The
subject was told to restart study drug but he was
no longer willing to participate in the study so
study drug was permanently discontinued, The
pancreatitis resolved. This event was reported
as an SAE.

The neutropaenta started on Day 19. Maraviroc
was discontinued for 15 days. Thirteen days
after restarting therapy, the patient developed
pneumonia, sepsis and neutropaenia. Two days
later, maraviroc was stopped for 9 days again,
and then restarted. Nine days later the subject
withdrew from the study and ultimately died of
end stage AIDS 23 days later.

Elevated ALT and AST were present at
baseline and ALT had increased from Day 59 to
65. The abnormalities resulting in temporary
discontinuation started on Day 85 and resolved
on Day 93. Study drug was restarted, ALT and
AST had decreased on Day 93 but remained
above normal limits for the remainder of the
study. The subject had taken study drug up to
Day 164 and was then lost to follow up.

Maraviros
BID

Maraviroc
BID

Maraviroc
BID

A4001027

A4001027

A4001028

100003

1fpocos

10fpooo3

Increased AST

Increased ALT,

AST and GGT

Increased ALT,
AST and GGT

Increased AST started on Day 15 of treatment
and resolved on Day 27. Study drug was
restarted and no further increases in AST were
reported. The subject had taken study drug up
to Day 334 at the date of cut-off,

These elevations were first reported on Day 147
and did not reselve. Study drug was restarted.
The subject had taken study drug up to Day 173
at the date of cut-off.

This AE started on Day 283 and did not
resolve. The subject had taken study drug up to
Day 323 at the date of cut-off.
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Table 23. Re-challenge Following Temporary Discontinuations Due to Adverse Events
in Phase 3 Stadies in RS TE (Studies A4001027 and A4001028)

Dose Study Patient Adverse Event(s) Comment
Leading to
Temporary
Discontinnation
Maraviroc ~ A4001028 1'0004 Increased hepatic  This patient experienced increased hepatic
BID enzymes enzymes from Day 150 of treatment. This was

considered related to study drug by the
Investigator. Study drug and OBT were
temporarily discontinued. ALT and AST
normalised and remained within normal levels
after study drug was restarted. The patient took
study drug up to Day 191 when it was
permanently discontinued and the patient later
died due to aortic valve endocarditis with
Streptococcus pnenmonia. These events were
not considered related to study drug by the

Investigator.
Maraviroc  A4001028 1260004 Increased AST Study drug was temporarily stopped due to
BID and blood increased AST from Day 15 to 22 and increased
creatine creatine phosphokinase from Day 15 to 22 and

phosphokinase Day 29 to 37. These resolved and the subject
had taken study drug up to Day 182 at the time
of cut-off. The subject had increased creatine
phosphokinase on a number of other cccasions
during treatment; these all resolved with study
drug continued unchanged .
Maraviroc ~ A4001027 1'0025 Skin eruptions The AE started on Day 158 of treatment and
BID resolved on Day 179. Study drug was restarted
and no further AEs of skin eruptions or rash
were reported. The subject had taken study
drug up to Day 273 at the date of cut-off.
Maraviroc ~ A4001028 1(.0005 Rash The rash started on Day 13 of treatment and
BID resolved on Day 20. Study drug was restarted
and no further AEs of rash were reported. The
subject had taken study drug up to Day 338 at
the date of cut-off.
Maraviroc  A4001027 1(.0022 Pancreatitis This AE started on Day 57 and did not resolve.
BID The patient was asymptomatic and study drug
was restarted. The subject had taken study drug
up to Day 337 at the date of cut-off.
Maraviroc  A4001027 1(&0014 Blood creatine These laboratory abnormalities started on
BID ) phosphokinase Day 335 and did not resolve when study drug
and increased was stopped. Study drug was restarted. The
hepatic enzymes  subject had taken study drug up to Day 347 at
the date of cut-off,
Maraviroc ~ A4001027 100061 Decreased Decreased haemoglobin started on Day 19 of
BID haemoglobin treatment and resolved on Day 36. Study drug
was restarted before the decreased haesmoglobin
resolved. The subject had taken study drug up
to Day 214 at the time of discontinuation due to
insufficient clinical response.
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Table 23. Re-challenge Following Temporary Discontinuations Due to Adverse Events
in Phase 3 Studies in R5 TE (Studies A4001027 and A4001028)

Dose Study Patient Adverse Eveni(s) ' Comment
Leading to
Temporary
Discontinunation

Five patients temporarily discontinued due to treatment-related rash (or skin eruptions). Four
(2 maraviroc QD and 2 maraviroc BID) were re-challenged with maraviroc, without further
episodes of rash being reported.

Seven patients were re-challenged after temporary discontinuation for treatment-related raised
LFTs (1 on maraviroc QD and 6 on maraviroc BID). Five were re-challenged with maraviroc
and remained on drug. The other patient (Patient 1'0004 from Study A4001028) was re-
challenged with maraviroc BID and later permanently discontinued because of pneumonia and
aortic valve endocarditis, and later died from pneumonia, aortic valve endocarditis and
multiple organ failure.

2.7.4.2.1.4.1.2.2. Phase 2b Study in Non-R5 TE Patients (Study A4001029) - Adverse
Events Leading to Discontinuations

There were 6 discontinuations related to AEs in Study A4001029 (out of a total study
population of 186). The discontinuations for this study are presented in the A4001029 Module
5.3.5.1 Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication. In
this study, lack of efficacy was the most common reason for discontinuation, accounting for
35, 24 and 24 subjects in the maraviroc QD, maraviroc BID and placebo groups, respectively.
Otherwise, the number and types of AEs leading to discontinuation in this study were similar
to those observed in the 2 Phase 3 studies.

2.7.4.2.1.4.1.2.3, Phase 2b/3 Studies in TE Patients (Studies A4001027, A4001028 and
A4001029) - Adverse Events Leading to Discontinuations

Forty-six patients discontinued because of AEs in the 3 TE studies. Further detail is provided
in the sections immediately above.

2.7.4.2.1.4.1.2.4. Open Label Maraviroc BID Treatment in RS TE Patients (Studies
A4001027 and A4001028) — Adverse Events leading to Discontinuation

Of the 109 patients who were receiving OL maraviroc BID just 1 had discontinued due to an
AE at the time of data cut-off (Table 3.4.7.1 Summary of Clinical Safety).

2.7.4.2.1.4.1.2.5. Discontinued QD Treatment Group of the Phase 2b/3 Study in
Treatment-Naive Patients (A4001026)

Thirteen of 174 patients (7.5%) discontinued due to AEs from the maraviroc 300 mg QD
treatment group in Study A4001026. For 8 of these subjects, the AEs that led to
discontinuation were considered to be treatment-related. Just 1 patient discontinued during the
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OL maraviroc BID follow on, due to a treatment-related AE. Full details are reported in the
individual CSR in Module 5.3.5.4 Other Study Reports.

2.7.4.2.1.5. Analysis of Adverse Events by Organ System or Syndrome

This section highlights the clinical experience with safety issues that were raised as potential
concerns the development programme, including cardiovascular safety (QT¢ prolongation,
postural hypotension, myocardial ischaemic events), eye-related events, hepatic safety,
infections and development of malignancies are discussed.

2.7.4.2.1.5.1. Cardiovascular Safety

In pre-clinical studies, in vitro, maraviroc was shown to inhibit binding of dofetilide to the
hERG channel at a concentration of 1541 ng/fmL (15% inhibition) and 5316.8 ng/mL

(43% inhibition). These concentrations represent approximately 10-fold and 35-fold the free
Cmax concentrations observed with the target 300 mg BID dose regimen. In toxicology studies
in dogs and monkeys, QTc prolongation was observed at concentrations equivalent to 6- and
12-fold the free Cmax concentrations of maraviroc with the target dose regimen of 300 mg
BID. No arrhythmias were observed in these studies at up to 43-fold concentrations in studies
in monkeys (see Section 2.4.5.3 Module 2.4 Non-clinical Overview).

In pre-clinical studies in vitro, maraviroc was shown to bind to alpha 2a adrenergic receptors,
and was associated with 24% inhibition of yohimbine binding at 5316.8 ng/mL. Exploratory
evaluation of human saphenous vein contraction mediated by MIP-1B3, a CCRS5 ligand,
demonstrated that maraviroc at clinically relevant concentrations inhibited contraction. A
reduction in blood pressure together with a reduction in heart rate was observed in macagues
at concentrations approximately 10-fold the huian Cmax concentration seen at 300 mg BID
(Module 2.4 Non-clinical Overview).

Prior to commencing the Phase 2b/3 programme with maraviroc an extensive programme of
investigations was undertaken. Most importantly, Study A4001016 was conducted to evaluate
QTc prolongation, Study A4001033 was conducted to evaluate the impact of maraviroc on
systemic vascular resistance and cardiac index, and all Phase 2b/3 studies incorporated
monitoring of postural blood pressure.

2.7.4.2.1.5.1.1. QTc Interval Analyses

Study A4001001 evaluated single doses of maraviroc, escalating to a maximum of 1200 mg.
This dose was associated with spontaneously observed postural hypotension in 4 of 9 subjects
with associated changes in heart rate. ECG data collected in this study 2 hours after the

1200 mg dose showed a mean increase in QTcP (corrected for the specific population due to
heart rate variability at this dose) of 7.8 msec; the corresponding QTcF value was 10.7 msec.
The QTc observations from this study prompted the design of Study A4001016, a thorough
QTc study.
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2.7.4.2.1.5.1.1.1. QTc Study A4001016

This was a single-dose, 5-way crossover study using 3 doses of maraviroc (100, 300 and

900 mg) and both a placebo and an active (moxifloxacin) control. Thirty male and 31 female
subjects were enrolled. ECGs were recorded at 75 and 45 minutes pre-dose and immediately
before dosing; a mean of these 3 readings was considered the “baseline” QT value. Post-dose
ECGs were recorded and blood was drawn for maraviroc concentration measurement at 1, 2,
3, 4, 8 and 12 hours post-dose. All ECGs were sent for independent central analysis. Based
on resting and post-exercise data coliected during a “run-in” day, a non-linear mixed effect
model was used to estimate an individual correction factor (&) for each patient; the resulting
individually corrected QT (QTcI=QTxRR™) values were used as the primary analysis.
Fridericia’s and Bazett’s corrections (QTcF=QT xRR™, QTcB=QT XRR'V’) were also
calculated (Clinical Study Report A41001016 Section 13 Table 19.1).

As suggested by regulatory guidance', the study analysis paid particular attention to (1) central
tendency (mean change for each dosing group in QTc) in relation to Cmax, (2) categorical
increase in QTe¢, and (3) categorical magnitude of QTc change. A single dose study was
regarded as adequate because of limited, if any, accumulation observed with multiple dosing
at 300 mg BID in healthy volunteers and in HIV-1 infected patients in Phase 2a Study
A4001007 (see Module 2.7.2 Summary of Clinical Pharmacology).

The mean individual correction factor & for all 60 patients was 0.3304 (£ SD 0.05006), quite
close to Fridericia’s factor (0.33), with a range of 0.233 to 0.466 (Clinical Study Report
Section 11, Item 11, Table 3.3).

The individual (total) Cp,y ranged from 17.7 ng/mL to 2360 ng/ml across the 60 subjects (for
comparison, in Study A4001007 the mean total Cmex observed after maraviroc 300 mg BID
was 618 ng/mL). Table 24 summarises the changes in QT¢I data from this study.
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Table 24. Pharmacokinetic Parameters and Pre- and Post-Dose QTc in Study

A4001016
Endpoint Comparison N | Adjusted Means Mean Difference
(milliseconds) (90% CI)
Active Placebo
QTcl at median Maraviroc 100 mg vs Placebo 59 | 399.67 400.39 -0.72 (-3.03, 1.59)
Tmax Maraviroc 300 mg vs Placebo 58 | 400.84 400.59 0.24 (-1.85,2.34)
Maraviroc 900 mg vs Placebo 58 | 402.76 399.15 3.61(1.01,6.21)
Moxifloxacin 400 mg vs Placebo | 58 | 412.67 398.71 13.96 (11.43, 16.44)
Maximum Maraviroc 100 mg vs Placebo 59 | 5.00 7.33 -2.33 (-4.44/-0.22)
Increase in QTel | Maraviroc 300 mg vs Placebo 58 | 6.87 7.46 -0.59 (-2.55/1.37)
from 1-4 hours Maraviroc 900 mg vs Placebo ~ | 58 | 8.68 7.70 0.98 (-0.85/2.80)
after dosing Moxifloxacin 400 mg vs Placebo | 58 | 21.11 8.18 12.93 (10.88/14.97)
Average QTcl Maraviroc 100 mg vs Placebo 59 | 399.44 401,12 -1.68 (-3.29, -0.06)
from 1-4 hours Maraviroc 300 mg vs Placebo 58 | 401.46 401.38 0.08 (-1.35, 1.50)
post-dose Maraviroc 900 mg vs Placebo 58 | 401.95 400.76 1.1% (-0.30, 2.68)
Moxifloxacin 400 mg vs Placebo | 58 | 412.44 400.32 12.11 (10.68, 13.55)

Source: A4001016 Clinical Study Report Table 5.4.

" Difference between active and placebo

® Median Tmax for Maraviroc 100 mg = 3 hours, for Maraviroe 300 mg = 3 hours, for Maraviroc 900 mg =
2 hours, for Moxifloxacin 400 mg = 2 hours.

No clinically meaningful differences were seen compared to placebo for any of the

3 maraviroc doses. The upper limit of the 90% confidence interval for change in QTcl of the
difference from placebo at the 900 mg dose was less than 7 msec excluding a clinically
meaningful effect at a supratherapeutic dose and concentration (x2) of maraviroc.

An exposure-response analysis of the study data (Exposure-Response Modelling Report for
UK-427.857 Exposure on QT interval corrected for heart rate. Phase 1 Data (Protocol
A4001016) Module 5.3.4.1. Healthy Subject PD and PK/PK Study Reports) concluded that
there was a small mean increase in QTcI (less than 3 msec) at 1 and 2 hour post-dose in
subjects who received 900 mg maraviroc, but not in those who received 100 mg and 300 mg.
The estimate of the slope describing the QT-concentration relationship within the
concentration range studied (up to 2360 ng/mL) was 0.00097; thus, an increase of 1000 ng/mL
in maraviroc concentration (unbound) might be expected to be associated with an increase in
QTc interval duration of 0.97 msec.

No maraviroc-treated subjects experienced increases in QTcl into the >450 msec (male) or
>470 msec (female) (Table 25). The number of maraviroc patients whose QTecl increased into
the 430-450 (male) /450-470 (female) msec range was comparable to that in the placebo

group.
Table 25, Categorical Summary of Numbers of Patients with Abnormal QTecl

Males Females
2430 to =450 to
> >
Treatment N <430 msec <450 msec >450 msec N <450 msec <470 msec 2470 msee
100 mg 30 27 3 0 30 29 1 ¢
300 mg 30 29 1 0 29 28 1 ¢
900 mg 30 23 2 0 28 27 1 0
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Moxifloxacin 30 25 4 1 28 25 2
Placebo 30 28 2 0 29 28 1

L I

Source: CSR A4001016 Tables 5.5.1 and 5.5.2.

Similarly, few maraviroc-treated subjects experienced post-dose QTc increases from baseline
of 30-60 msec, and none >60 msec (Table 26).

Table 26. Number of Patients with Categorical Increase in QTcl

Treatment N <Omsec Oto<lOmsec 10to<30msec 30to<60msec =60 msec
100 mg 60 12 29 1% 0 0
300 mg 59 9 28 21 1 0
900 mg 58 7 25 24 2 0
Moxifloxacin 400 mg 58 0 3 41 14 0
Placebo 59 7 28 23 1 0

Source: CSR A4001016 Table 5.5.3.

2.7.4.2,1.5.1.1.2. Study A4001019

In Phase 1 dose escalation study (A4001019), 3 cohorts of patients were enrolled and received
an initial dose (or placebo) for 7 days, with a further dose 7-day period escalation for non-
placebo patients commencing on Day 8. The highest doses studied were 600 mg BID, 300 mg
BID and 1200 mg QD. Apart from Study A4001001, no other study in the clinical programme
used doses as high as 1200 mg. This is of particular relevance because of an increase in mean
QTcF and QTcI duration demonstrated in Study A4001001. Twice-daily ECGs were recorded
(prior to dosing and 4 hours post-dose) throughout each of the two 7-day dosing periods.

Mean QTcF, categorical QTcF values and categorical increases in QTcF are summarised in:
CSR A4001019 Tables 9.1 and Table 10.4.1, Table 10.5.2 and Table 10.4.3. With 1
exception, described below, no subject had a QTcF of >430 msec (male) or >450 msec
(female), or a QTcF increase from baseline of >30 msec.

e Subject 1(. 1039, a .year-old male, had a QTcF >450 msec while receiving 600 mg
BID and an increase = 60 msec over baseline while receiving 900 mg BID. This
subject had QTcF values of 445 and 450 msec at screening and 397, 400, and 383 msec
at baseline. On Day 2 of 600 mg BID, a QTcF of 455 msec was observed; on Day 3,
450 msec. The greatest increase in QTcF from baseline was a 69 msec increase to
462 msec (study Day 13, which was Day 6 on 900 mg BID), which actually represents
a change from his average screening value of <15 msec (CSR A4001019 Table 10.4.1;
CSR A4001019 Section 13 Table 19.1).

2.7.4.2.1.5.1.1.3. Phase 2b/3 QTc¢ Data

In the Phase 2b/3 treatment-experienced population (Studies A4001027, A4001028 and
A4001029), ECGs were to be recorded at baseline, at Weeks 24 and 48, and at early
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termination. ECGs were transmitted to a central laboratory (eResearch Technology, US) for
semi-automated reading of QTc.

Mean change in QTc interval duration from baseline was similar between maraviroc groups
and the placebo group at all timepoints (Table 27).

Table 27. Mean Baseline QTcF Intervals and Changes from Baseline (+ SD) (msec) in
Phase 2b/3 Studies in TE Patients (Studies A4001027, A4001028 and

A4001029)
Maraviroc QD Maraviroc BID Placebo
Baseline 360 4046 £19.8 386 404.5£21.1 186 4036 +21.0
Week 24 156 1.7+ 184 159 1.31186 63 22 176
Week 48 117 -0.5£19.7 136 0.6%163 31 521205
Early Term 67 -1.9%19.9 73 -3.6x20.1 82 0.5%+19.0
Unplanned 20 -2.0%144 18 281146 10 1.7+ 14.2

Source: Table 3.7.7.1. Includes data from Studies A4001027, A4001028 and A4001029,

Among males, the numbers of patients with categorical change in maximum QTc was similar
across all treatment groups (Table 28).

Table 28. Numbers of Patients by QTcF Category, Phase 2b/3 Studies in TE Patients
(Studies A4001027, A4001028 and A4001029)

Males Females
2‘;‘;’:}'}““‘ N <430 msec <450 msec >450msec | N <450 msec <470 msec >470 msec
maraviroc 329 204 30 5 47 45 0 2
QD
maraviroc
mar 361 318 35 8 38 35 3 0
Placebo 169 148 14 7 24 2 2 0

Source: Tables 3.7.7.2 and 3.7.7.3. Includes data from Studies A4001027, A4001028 and A4001029,

For males, the numbers of patients with 2450 msec were evenly distributed and when
corrected for randomisation there are fewer in the maraviroc arms. Among females, whose
numbers were lower, there were 2 patients (both in Study A4001027) with maximum QTc
values 2470 msec:

e Patient 1(&0006, a ‘.year old-female in the maraviroc QD treatment group,
with a past medical history of diabetes mellitus, hypertension, renal insufficiency and
anaemia, was receiving atazanavir, delavirdine, emtricitabine/tenofovir and ritonavir as
OBT and was also treated with azithromycin, sulphamethoxazole/trimethoprim,
diltiazem, erythropoietin, fosinopril, gabapentin, glibenclamide, glibomet, loratadine,
ondansetron, tamsulosin, valganciclovir. Her QTcF intervals were 483 msec and
484 msec on study Days 170 and 344 (at Weeks 24 and 48) respectively. The changes
from baseline QTcF at these visits were 46 and 47 msec respectively. No cardiac
SAEs were reported at the time of the elevated QTcF interval.
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e Patient 1(.001 l,a 'year old female in the maraviroc QD treatment group with
minimal past medical history other than that related to HIV infection, was receiving
atazanavir, ritonavir, and (zidovudine/lamivudine/abacavir) and was also
treated with atovaquone, calcium carbonate, cyproheptadine, loratadine, oxandrolone
and zolpidem. Her QTcF interval was 474 msec on study Day 339 (at the Week 48
visit), representing a change from baseline QTcF of 11 msec. No cardiac SAEs were
reported at the time of the elevated QTcF interval.

Categorical changes to >30 msec were similar between all 3 treatment groups. Three of the
399 patients (0.8%) in the maraviroc BID treatment group had values 260 msec.

Table 29. Numbers of Patients by Categorical Change in QTcF from Baseline, Phase
2b/3 Studies in TE Patients (Studies A4001027, A4001028 and A4001029)

Treatment Group =30 msec to

N <30 msec <60 msec 260 msec Missing
Maraviroc QD 376 332 28 (7.4%) 0 16
Maraviroc BID 399 363 20 (5.0%) 3 (0.8%)" 13
Placebo 193 171 13 (6.7%) 0 7

Source: Table 3.7.7.4. Includes data from Studies A4001027, A4001028 and A4601029,

? This value includes subject 1(.0008 (Study A4001028), who was erroneously reported to have a maximum increase from
baseline in QTcF > 60 msec (data error). See CSR A4001028 Section 9.5.2. Another patient, Patient 1'0004 (A4001028),
was not included in the database but is described in text below.

Missing values are subjects missing baseline or 24 week or end of treatment ECG

There were 3 patients with an increase in QTcF from baseline of =60 msec, although 1 was
later found to have been identified as such in error:

e Patient ](.30021 (A4001027), a 'year old-male in the maraviroc BID

treatment group, with a past medical history of coronary artery disease, hypertension,
and a previous myocardial infarction, received emtricitabine/tenofovir, enfuvirtide, and
(lopinavir/ritonavir) as OBT and also received aspirin,
sulphamethoxazole/trimethoprim, gemfibrozil, and metoprolol. His QTcF interval was
457 msec on study Day 171 (at the Week 24 visit), representing a change from baseline
QTcF of 79 msec. No cardiac SAEs were reported at the time of the elevated QTcF
interval.

* Patient 1(&0038 (A4001027), a 'year old-male in the maraviroc BID
treatment group, with a past medical history of hypothyroidism and tobacco use,
received atazanavir, enfuvirtide, lamivudine, ritonavir and tengfovir as OBT and also
received bupropion, gabapentin, ibuprofen, levothyroxine, loperamide, minocycline,
pentamidine, tocopherol, tretinoin and valciclovir. A change from baseline QTcF of
68 msec on Study Day 83 (at the early termination visit) was noted. The QTcF interval
at the baseline visit was 358 msec and on Day 83 the QTcF interval was 426 msec.
Study drug was stopped on Day 83 due to insufficient clinical response. No cardiac
SAEs were reported at the time of the elevated QTcF interval.

PFIZER CONFIDENTIAL
Page 71



0100000623421241,1\Approved\01-Dec-2006 11:39

Maraviroc: Submission for Treatment-Experienced Patients Infected with CCRS-Tropic HIV-1
2.7.4 Summary of Clinical Safety .

e Patient 1(. 0008 from the maraviroc BID treatment group (Study A4001028) was
erroneously reported to have a 260 msec increase from baseline in QTcF. The error
was identified after database lock.

Another patient, who was reported as having an AE of ‘Electrocardiogram QT prolonged’ but
was not identified as having QT prolongation on the centrally read ECGs, is discussed below.

Sparse sampling was conducted during the Phase 3 programme to derive population
pharmacokinetic parameters. Inspection of the these maraviroc plasma concentration data
(from the first 500 patients recruited into Studies A4001027 and A4001028, and from all
patients recruited into Study A4001029 collected from the maraviroc BID dosing arm)
revealed only 1 concentration that was outside of the range seen in Phase 1/2a studies utilising
the 300 mg dose. This suggests that the selected clinical doses and dose adjustments for
maraviroc are appropriate and that the thorough QT study has evaluated an appropriate range
of concentrations (See Module 2.7.2 Summary of Clinical Pharmacology).

2.7.4.2.1.5.1.1.4. Adverse Events

No AEs of torsade de pointes (TdP) were reported in the programme. A search of the Phase 3
database was conducted for AE terms that may reflect either an increased risk for the
arrhythmia (e.g., QT interval prolonged) or its unrecognised occurrence (e.g., sudden death).
A Standard MedDRA Query (SMQ) was used for this purpose, which is summarised in

Table 30,

Table 30, Events Possibly Associated with TdP (per SMQ®) Occurring in Phase 2b/3
Studies in TE Patients (Studies A4001027, A4001028 and A4001029)

Maraviroc QD Maravirec BID Placebo
N=477 N= 487 N=271
Electrocardiogram QT prolonged 0 1(0.2) 0
Loss of consciousness 0 1{0.2) 0
Syncope 2(0.5) 5(1.0) 2 (0.7)

Death - - -

Source: SCS Tables3.1.4.2,3.4.2.5,343.3,3.8.3.1and 3.8.4.3.

" Standard MedDRA Query for Torsade de pointes : Loss of consciousness, Sudden cardiac death, Sudden death,
Syncope, Syncope vasovagal, Ventricular arrhythmia, Ventricular fibrillation, Ventricular flutter,
Electrocardiogram QT corrected interval prolonged, Electrocardiogram QT interval abnormal, Electrocardiogram
QT prolonged, Long QT syndrome, Long QT syndrome congenital, Torsade de pointes, Ventricular
tachyarrhythmia, Ventricular tachycardia, Cardiac arrest, Cardiac death, Cardiac fibrillation, Cardio-respiratory
arrest, Electrocardiogram repelarisation abnormality, Electrocardiogram U-wave abnormality, Electrocardiogram
U-wave biphasic. s

The patient reported with an AE of ‘Electrocardiogram QT prolonged’ (uncorrected QT

537 msec, local laboratory result) was Patient 1 g 0004 from Study A4001028, who had a
past medical history of chronic renal failure and HIV-associated neuropathy, and received
delavirdine, ritonavir ancl-(zidovudine/lamivudine/abacavir) as OBT as well as
azithromycin and sulphamethoxazole/trimethoprim. The QT prolongation was reported as
occurring on Day 99 and was considered treatment-related by the Investigator. From Day 90
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he had experienced syncope, fatigue and orthostatic hypotension and study drug was
permanently discontinued. He took his last dose on Day 98. However, this subject had a
prolonged QTcF at baseline (466 msec), and the QTcF remained prolonged after
discontinuation of study drug (474 and 463 msec on Day 128 and 479 msec on Day 163)
(CSR A4001028, Appendix B6.1; Narrative for Patient 1 . 0004).

The loss of consciousness and 4 of the cases of syncope (1 maraviroc QD, 2 maraviroc BID
and 1 placebo) were considered SAEs (Section 8 App B 6.1 in CSRs A4001027 and
A4001028).

Events potentially related to TdP were infrequent, and occurred with similar frequency across
the 2 maraviroc and the placebo groups. No AEs with potential association to TdP have been
reported from the 109 TE R5 patients who began OL maraviroc after initial failure on blinded
therapy in Studies A4001027 and A4001027 (SCS Table 3.4.7.3). :

2.7.4.2.1.5.1.1.5, Conclusions regarding QTc¢ prolongation

Although pre-clinical studies suggest a potential for maraviroc to prolong QT at high
concentration, at clinically relevant concentrations no clinically significant effect on QTc has
been seen in the clinical studies. Few outliers are observed in the Phase 3 clinical programme.
Furthermore, on inspection of AE terms there is no evidence of an excess of AEs suggestive of
a potential of maraviroc to cause ventricular arrrhythmias.

2.7.4.2.1.5.1.2. Postural Hypotension and Dizziness

The dose-limiting AE in the initial first-in-human single-dose Study A4001001 was postural
hypotension, which occurred at 1200 mg in 4 of 9 subjects. In the next study conducted,
multiple-dose Study A4001002, dosing was halted in 1 cohort when clinically significant
postural hypotension occurred in 2 of 9 subjects receiving maraviroc 600 mg QD and 1 of 3
subjects receiving placebo. When, however, another subject cohort was dosed at 600 mg QD,
only 1 subject experienced transient postural hypotension, described as mild by the
Investigator. These events prompted further non-clinical investigation into the physiologic
mechanism of this finding (Module 2.4 Non-clinical Overview) and inclusion of specific
measurements of postural vital signs in subsequent protocols. A Phase 1 Study A4001033 was
conducted specifically to investigate the effects of a single maraviroc 900 mg dose on
haemodynamic parameters, especially cardiac index.

2.7.4.2.1.5.1.2.1. AEs relating to Postural Hypotension: Phase 1/2a Studies

Most of the postural events reported as AEs in the Phase 1/2a studies occurred during
protocol-defined postural blood pressure measurements. Events were coded as the Preferred
Term postural hypotension’ if the subject complained of symptoms of dizziness or light-
headedness on standing and had a recorded postural drop in blood pressure of greater than

20 mmHg systolic or 10 mmHg diastolic. If the subject was symptomatic without a recordable
drop in blood pressure, this was recorded as ‘dizziness on standing’, which was coded as the
Preferred Term ‘dizziness’. If the subject was dizzy and could not stand for a BP reading, but
the Investigator felt that postural hypotension was the most likely cause, the AE was recorded
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as ‘symptomatic postural hypotension’, which was coded as the Preferred Term ‘posttiral
hypotension’.

These postural events were managed with supportive care, which in some instances included
placing the subject in the Trendelenberg position. These AEs were usually temporally
associated with Cmax and lasted from a few minutes to a few hours. The all-causality AEs of
postural hypotension and dizziness for the Phase 1 multiple-dose studies are presented in
Table 31. A similar pattern was seen in the Phase 1 single-dose studies (SCS Table 1.5.1.1).

Table 31. Adverse Events of Postural Hypotension and Dizziness — Phase 1 Multiple-Dose
Studies (All Causality) ‘ '

Placebo MYVC Dose (mg) MVC
<100 100 150 300 600 600 200 200 1200  only
BID BID BID QD BID QD BID Qb

N N N N N N N N N N N

(6) (%) (%) (%) (%) (%) (%) (%) (%) (%) (%)

Total N 57 19 149 12 §1 13 17 9 8 9 297
Postural 1 0 2 0 3 3 c 5 0 6 14

Hypotension (1.8) (1.3) 3.7 (167 (55.6) (66.7) 4.T)
Dizziness 7 2 7 1 5 7 7 3 7 3 36

(12.3) (105 (47 (83) (62) (389) (412) (333) (87.5) (33.3) (12.1)

Source: SCS Table 1.5.2.1.

‘Postural hypotension” includes preferred terms of *hypotension” and “orthostatic hypotension’,

‘Dizziness’ includes preferred terms of ‘dizziness’ and ‘dizziness postural’.

Includes Studies A4001002, A4001005, A4001006, A4001008, A4001011, A4001012, A4001013, A4001018,
A4001019, A4001020, A4001021, A4001022, A4001025 and A4001042 :

All of the AEs of postural hypotension were considered treatment-related by the Investigator.
Most events of dizziness were also considered treatment-related in both the single-dose (18 of
20) and the multiple-dose studies (34 of 36) (SCS Table 1.5.1.2 and Table 1.5.2.2).

Eight AEs of postural hypotension were reported as severe in subjects receiving maraviroc
alone; 1 at 300 mg and 2 at 1200 mg in single-dose studies, and 2 at 600 mg QD, 1 at 900 mg
QD, 1 at 1200 mg QD and 1 on placebo in multiple-dose studies. Three of these 8 severe
events resulted in discontinuation (2 subjects receiving 600 mg QD and the subject on placebo
at Day 7 in Study A4001002).

In Phase 2a Studies A4001007 and A4001015, ‘orthostatic hypotension’ was reported in 1 of
16 (6.3%) placebo subjects and “dizziness’ in 7 of 66 (10.6%) maraviroc subjects (including
3 who were receiving a dose of 25 mg) (SCS Table 2.4.1.1).

The relationship between unit dose and AEs of postural hypotension is schematised in
Figure 2. These events were rare at the therapeutic dose, with a similar rate to placebo;
however, a dose response was demonstrated with the frequency increasing at unit doses
>600 mg.
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Figure 2. Observed Occurrence of Postural Hypotension by Unit Dose of Maraviroc in

Phase 1/2a Studies
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Source: SCS Figure 1.1.
Subjects are counted at every exposure level that they had evaluable data. As such, a subject may appear more than once.

Phase 1 Single-Dose Haemodynamic Study A4001033

Phase 1 Study A4001033 was designed to study the haemodynamic effects of oral maraviroc
in healthy male subjects. The study consisted of a single dose comparison of the
haemodynamic effects of a single 0.4 mg dose of glyceryl trinitrate (GTN) with GTN placebo,
followed (at least 5 days later) by a similar comparison of a single dose of maraviroc 900 mg
with maraviroc placebo. Impedence cardiography (ICG) was conducted to non-invasively
measure stroke index, cardiac index and systemic vascular resistance in supine positions, and
12-lead ECGs and postural vital signs were measured at specified intervals. Cardiac
monitoring via telemetry was also conducted.

Maraviroc at 900 mg did not cause a clinicaily significant change in supine systolic or
diastolic blood pressure but did (to a lesser extent than GTN) decrease systemic vascular
resistance (largest mean decrease —3.9%) and stroke index (largest mean decrease —5.6%) and
increase cardiac index (largest mean increase 6.8%) and heart rate. These effects were mostly
sustained over the 4 hours post-dose measurement period.

These effects are consistent with a mild vasodilator with a compensated haemodynamic
response maintaining supine blood pressure. However, 3 of 16 subjects experienced postural
hypotension, suggesting that there was not always complete compensation for orthostatic
changes. No relationship was detected between maraviroc plasma concentration and change
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from baseline in ECG parameters or change from baseline in supine blood pressure and pulse
rate.

One Subject (7) had 3 hours 4 minutes of moderate and approximately 22 minutes of mild
orthostatic hypotension from 2.68 and 8.35 hours post-dose, respectively. He also had
outlying pharmacokinetic parameters and a high outlying cardiac index value 2.5 hours after
maraviroe 900 mg (4.9 L/min/m?, compared with a range of 2.0 to 3.3 L/min/m? for the other
subjects).

Conclusions from the Phase 1/2a Programme

At maraviroc concentrations approximating to Cpay at 300 mg, the risk of postural hypotension
was similar to that of placebo. The 300 mg dose was therefore selected as the nominal dose for
the Phase 2b/3 programme, with dosing adjustments for interacting medications aimed at
maintaining a Cmax equivalent to 300 mg.

2.7.4.2.1.5.1.2.2. Postural Blood Pressure Measurements Phase 2b/3 Studies

In the Phase 2b/3 studies, supine and standing blood pressure and pulse rate measurements
were recorded at screening, Day 1, Weeks 2, 24 and 48 and (if applicable) at early termination.
As in the Phase 1/2a studies, supine measurements were recorded after 5 minutes in the supine
posture; subjects sat for 2 minutes and then stood for 2 minutes before standing measurements
were recorded. -

Results for the Phase 2b/3 studies are summarised in Table 32. Postural hypotension at these
timepoints was slightly more frequent in the 2 maraviroc treatment groups than in the placebo

group.

Table 32. Number (%) of Patients with Postural Hypotension® in Phase 2b/3 Studies in
TE Patients (Studies A4001027, A4001028 and A4001029)

Maraviroc QD Maraviroc BID Placebo
(N=477) (N=487) (N=271)
Baseline 15/399 (3.8) 14/423 (3.3) 6/235 (2.6)
Week 2 27/446 (6.1) 33/462 (7.1) 11/251 (4.4)
Week 24 16/311 (5.1) 19/323 (5.9) 5117 (4.3)
Unplanned 0/11 1/17 (5.9} 1711 (9.1)
Early Term 4/79(5.1) 8/93 (8.4) 6/89 (6.7)

Source: Table3.7.2.1 Summary of Clinical Safety.
£ Includes patients who experienced any of these criteria; decrease in supine to standing blood pressure of
= 10 mmHg (diastolic) or = 20 mmHg (systolic), or a standing systolic blood pressure of < 90 mmHg,

When the analysis was restricted to patients who were taking concomitant antihypertensives,
nitrates, alpha blockers, and PDES inhibitors that are expected to lower blood pressure, the
incidence of postural hypotension was likewise similar across treatment groups. At Week 2,
for example, among patients who were receiving at least 1 of these concomitant agents,
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10/147 (6.8%) patients receiving maraviroc QD, 9/172 (5.2%) receiving maraviroc BID and
4/75 (5.3%) receiving placebo met criteria for postural hypotension (Table 3.7.3).

2.7.4.2.1.5.1.2.3. Adverse Events Possibly Associated with Postural Hypotension:
Phase 2b/3 Studies

AEs reported in Studies A4001027 and A4001028 with potential relationship to blood
pressure arc summarised in Table 33. Except perhaps for ‘dizziness’, where there was a slight
trend towards a greater incidence in maraviroc treated patients, these AEs occurred with
similar frequencies across all 3 treatment groups. Interestingly, AEs relating to blood pressure
elevation were reported more commonly than those relating to low blood pressure. This
analysis includes Studies A4001027 and A4001028 and is not adjusted for differential
duration of follow up.

Table 33. Number (%) of Patients with All-Causality AEs with Potential Relationship to
Orthostatic Hypotension in Phase 3 Studies in RS TE Patients
(Studies A4001027 and A4001028)

Maraviroc QD Maraviroc BID Placebo
N=414 N=426 N=209
Hypotension 5(1.2) 1(0.2) 1(0.5)
Orthostatic hypotension 2(0.5) 2(0.5) 1(0.5)
Hypertension g8(1.9) 13 (3.1) 3(14)
Blood pressure diastolic increased 0 0 1(0.5)
Blood pressure increased 3 (0.7) 1 (0.2) 0
Dizziness 39 (9.4) 34 (8.0) 14 (6.7)
Dizziness postural 5(1.2) 1{0.2) 2(1.0)
Circulatory collapse 1(0.2) 0 0
Loss of consciousness 0 1(0.2) 0
Syncope 2 (0.5) 3(0.7) 2(1.0)

Source: SCS Table 3.4.3.3. Includes data from Studies A4001027 and A4001028

Few of these AEs were of Grade 3/4 severity (Table 3.4.3.3). In the placebo group, none of
these AEs with a potential relationship to postural hypotension was reported as an SAE. From
the maraviroc treatment groups, 1 episode of hypotension (BID group), the circulatory
collapse, the loss of consciousness, and 3 of the episodes of syncope (1 maraviroc QD,

2 maraviroc BID) were reported as SAEs (SCS Table 3.8.3.1).

Saquinavir/ritonavir was noted in the Phase 1 drug-drug interaction programme to have the
greatest impact on maraviroc Cmax (SCP Module 2.5.2). Therefore an analysis (Table 3.4.9.9)
was conducted to identify hypotension-related AEs reported in patients with saquinavir in their
OBT. Dizziness was observed among maraviroc-treated patients receiving saquinavir, but not
among placebo-treated patients who received saquinavir (Table 34). These findings are of
questionable significance, as (given the small numbers of this subpopulation) the incidence of
dizziness reported among these maraviroc-treated patients who were also receiving saquinavir
is consistent with that in maraviroc-treated population as a whole.
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Table 34. Number (%) of Patients with AEs possibly related to Postural Hypotension
in Phase 3 Studies in TE Patients (Studies A4001027 and A4001028), by

Presence or Absence of Saquinavir in OBT

Maraviroc QD Maraviroc BID Placebo

N=56 N=47 N=25
Hypotension 1(1.8) 1(2.1) 1(4)
QOrthostatic hypotension 0 2{4.3) 0
Hypertension 0 1(2.1) 0
Blood pressure diastolic increased 0 0 0
Blood pressure increased 0 0 0
Dizziness 7(12.5) 3(6.4) 0
Dizziness postural 0 1(2.1) 0
Circulatory collapse 1(1.8) 0 0
Loss of consciousness 0 1(2.1) 0
Syncope 0 1(2.1) 0

Source: SCS Table 3.4.9.9

In Study A4001029, which was conducted in non-R5 TE patients and in which duration of
exposure to study drug was similar between the maraviroc treatment groups and the placebo
group, AEs related to postural hypotension occurred at a similar frequency as in the Phase 3
R5 TE studies (CSR A4001029 Table 13.6.2.3).

One AE of hypotension (Grade 3 severity) has been reported from the 109 RS TE patients who
began OL maraviroc after initial failure on blinded therapy in Studies A4001027 and
A4001028 (SCS Table 3.4.7.3).

Postural hypotension was thus reported infrequently in the Phase 2b/3 programme, consistent
with the observation from the Phase 1 studies that this event tended to occur at unit doses of
>300 mg. Therefore, during the conduct of the Phase 3 studies and while recruitment was still
underway, the DSMB recommended that the protocols be amended to allow enrolment of
patients with severe cardiovascular and cerebrovascular co-morbidities, who had initially been
excluded.

In Study A4001026 12.1% of patients reported dizziness during the double-blind maraviroc
QD phase, and just 0.6% reported dizziness on OL maraviroc BID. One patient reported
syncope on maraviroc QD and 1 patient had hypotension reported on maraviroc BID, (See
A4001026 CSR Module 5.3.4 Other Study Reports)

2.7.4.2.1.5.1.2.4. Postural Hypotension: Conclusions

Maraviroc QD and BID dose regimens of 300 mg (adjusted where appropriate to 150 mg) are
associated with a slightly greater incidence of measured postural hypotension and related
adverse events than placebo. However few patients discontinued, and the difference in event
rate from placebo is not enhanced by the background use of drugs known to reduce blood
pressure.
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2.7.4.1.1.1.2.3 Cardiac Adverse Events associated with Ischaemia

Table 35 details the AEs possibly linked to cardiac and cerebrovascular ischaemia. More such
events were reported for patients on maraviroc than on placebo. Six subjects reported 8 SAEs
that may be linked to coronary artery disease (4 maraviroc QD and 2 maraviroc BID). None
of these events led to permanent or temporary discontinuation of study drug.

Table 35, Cardiovascular Adverse Events (All-Causality) Reported for the Phase 3
Studies in RS TE Patients (Studies A4001027 and A4001028)

Maravirec QD Maraviroc BID Placebo
N=414 N=426 N=209
Exposure Exposure Exposure
N (%) adjusted” | N(%) adjusted® | N(%) adjusted”
Angina pectoris 2 (0.5 08 1(0.2) 0.4 0 0
Angina unstable 1(0.2) 0.4 1(0.2) 0.4 0 0
Coronary artery disease 2 {0.5) 08 o 0 0 0
Coronary artery occlusion 2 (0.5) 08 0 0 0 0
Myocardial infarction™ 2(0.5) 0.8 0 0 0 0
Myocardial ischaemia 0 0 2(0.5) 0.8 0 0
Prinzmetal angina 0 0 1(0.2) 0.4 0 0
CVA 1(0.2) 04 1(0.2) 0.4 0 0
TTA 0 0 0 0 304 3.0
Stroke 0 0 0 0 0 0
Cerebrovascular haemorrhage 1(0.2) 0.4 0 0 0 0

Source: SCS Tables 3.4.3.3 and 3.4.4.4

CHD - coronary heart disease; CAD — coronary artery disease; CAQ coronary artery occulsion

“Events per 100 patients years

P Includes terms acute MI and MI

“2 AEs are reported but 3 SAEs for the same category. PID 1(.2001 8 - acase of acute heart failure that was
also reported an SAE/death of MI

One of the myocardial infarctions, reported as an SAE only, was reported for a subject found
dead (Subject 1 (’001 8, A4001028). The post-mortem examination concluded that the most
likely cause of death was acute heart failure due to atherosclerosis. Coronary arteries had
severe atheroma with near 100% occlusion but no acute thrombus.

None of the remaining subjects experienced cardiac AEs that led to permanent or temporary
discontinuation of study drug.

One myocardial infarction was reported in the screening period, prior to dosing with study
drug.

All patients reported for cardiovascular events had significant risk factors for cardiac disease.
The past medical histories of these subjects included diabetes mellitus, hypertension, previous
myocardial infarction, known coronary artery disease, hyperlipidaemia and smoking.
Dyslipidaemia, insulin resistance and altered fat distribution are common in HIV infected
adults who are receiving highly active antiretroviral therapy [HAART]), which appears to
increase their risk of cardiovascular disease.
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Of note, there was an imbalance between the maraviroc-treated groups and the placebo group
in Studies A4001027 and A4001028 with respect to past history of myocardial ischaemia.
Fourteen patients in the maraviroc QD group and 15 in the maraviroc BID group reported a
previous myocardial infarction, compared to just 1 in the placebo group. Other risk factors are
typical for this advanced HIV population and balanced across treatment groups.

These data are broadly similar to those from published cohort studies which include all HIV-1
patients, which report adjusted rates of myocardial infarction in the range of 3.5/1000 patient-
years (PY)"‘ to 3.6/1000 PY™. The observed rate of myocardial infarction in the combined
maraviroc QD and BID treated patients (Table 35) was 3.80 per 1000 patient-years (PY) (2
events); with inclusion of the Patient 10018 (Study A4001028), whose death at home was
attributed after autopsy to acute heart failure, coronary atheroma, and myocardial infarction,
the observed rate was 5.70/1000 PY (3 events).

The only cardiovascular or cerebrovascular ischaemic event reported in Study A4001029 was
a myocardial infarction in Patient 1'0003 in the maraviroc BID treatment group. Study
drug was continued and the event was described as unrelated to treatment,

No AEs relating to myocardial ischaemia have been reported from the 109 R5 TE patients
who began OL maraviroc after initial failure on blinded therapy in Studies A4001027 and
A4001028. One cerebral infarction and 1 cerebrovascular accident have been reported from
that population (SCS Table 3.4.7.3). No notable cardiac events were reported in

Study A4001026 (see A4001026 CSR, Module 5.3.4 Other Study Reports).

Overall, ischaemia-related events were rare in these studies, but have been reported more
frequently in the maraviroc treatment groups. This is possibly due to imbalance in medical
history between groups, and may also be related to the longer follow-up on maraviroc
compared to placebo with concomitant longer exposure to other OBT, including drugs (PIs
and NNRTIs) that have been associated with cardiovascular risk.

Cardiovascular safety overall conclusions

Both maraviroc treatment groups appear well-tolerated from a cardiovascular perspective.
Systematic evaluation of QTc and postural blood pressure changes have shown no clinically
relevant differences from placebo. Reported cardiac AEs are infrequent and rarely led to
discontinuation. There is an imbalance between ischaemic events reported in patients
receiving maraviroc, but no dose response is noted and rates for rare events such as
myocardial infarction are consistent with publlshed cohorts. See further discussion in the Risk
Management Plan.

2.7.4.2.1.5.2. Eye-Related Adverse Events

During review of the data from the Phase 1 multiple-dose Study A4001019, it was noted that
at higher doses episodes of events coded to ‘conjunctivitis’ (which could include the
Investigator terms red eye, bloodshot eye and conjunctival infection) and ‘abnormal vision’
(which could include the Investigator terms blurred vision, blurred peripheral vision, difficulty
focusing and abnormality of accommodation) occurred. These findings appeared to have a
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dose relationship. It seems likely that these events were related to the mechanism (still
unknown) of vasodilation and postural hypotension.

Phase 1/2a Studies

In the high-dose multiple dose Study A4001019, episodes of ‘conjunctivitis’ were noted at
unit doses of 2900 mg, and ‘abnormal vision’ at unit doses of 2600 mg. Most events coded to
‘conjunctivitis’ were bloodshot eyes and did not appear to be infectious in origin. Most of
these findings were considered treatment-related. Abnormal vision was not reported after

4 days of dosing at any dose.

Phase 2b/3 Studies

Eye-related events reported during the TE studies (A4001027, A4001028, A4001029 and OL
treatment in A4001027 and A4001028) were sporadic and the numbers were small. The
events occurred at similar rates in all treatment groups, including placebo, and there have been
no discontinuations due to eye-related AEs during these studies. The exposure adjusted
incidences for “conjunctivitis” was 1.9/100PY, 3.0/100PY and 3.0/100PY and for blurred
vision were 2.3/100PY, 1.5/100PY and 4.1/100PY for maraviroc QD, maraviroc BID and
placebo, respectively (SCS Tabies 3.4.4.4). '

2.7.4.2.1.5.3. Hepatic Safety

Hepatic safety was monitored with regular LFT evaluations throughout the Phase 1/2a and the
Phase 2b/3 maraviroc clinical programme.

2.7.4.2.1.5.3.1.1.1. Phase 1/2a

Hepatic Adverse Events

The Phase 1 and Phase 2a AE data have been scrutinised for hepatic-related AEs falling within
the “hepatobiliary disorders™ and “investigations” SOCs of the MedDRA dictionary.

No such hepatic AEs were reported during the Phase 1 single-dose studies. No symptomatic
AEs were reported during Phase 1 multiple dose studies. One subject (Subject 1§ 1009) who
received maraviroc and atazanavir in interaction Study A4001025 was reported with jaundice,
which is known to be associated with atazanavir,"™

In Phase 2a Study A4001007, 1 subject (1 (’1424) who had an elevated ALT level at baseline
(86U/L) had a maximum ALT of 180U/L, which was recorded as an AE on Day 5 of taking
maraviroc 300 mg BID. His final value while receiving study drug was also abnormally high
(153U/L). The event did not lead to discontinuation and he continued on study drug until the
end of the dosing period. His ALT and AST concentrations started to reduce while still on
study drug, reaching baseline levels by Day 45. On Day 12 he was IgM negative, but antigen
positive and IgG positive, for Epstein Barr virus, which may have played a role in the event.

No SAEs relating to hepatotoxicity were reported. There were no episodes of transaminase
abnormalities associated with hyperbilirubinaemia. Two subjects discontinued due to liver
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function test abnormalities: a subject with abnormal LFTs in the placebo run-in period
(A4001008), and a subject in Study A4001021 who had an ALT 3.7 x ULN at discontinuation
on Day 10 of maraviroc 300 mg BID.

Liver Function Tests

LFT abnormalities were observed during 4 of the Phase 1 studies, but these were sporadic in
nature and these transaminase elevations were not associated with hyperbilirubinaemia. The
incidences of increased LFTs relative for the Phase 1 multiple-dose studies are summarised in
Table 36.

Table 36. Incidences of Increase in Liver Function Tests Relative to ULN (Normal
Baseline) for the Phase 1 Multiple-Dose Studies (subjects only receiving
maraviroc or placebo)

Maximum value on Treatment

<ULN >ULN to >2 ULN to >3 ULN to >5ULN Total
=2 ULN <3 ULN <5 ULN
ALT (IU/L})
Placebo 39 3 0 0 0 42
Maraviroc 240 23 6 2 1 272
AST (IU/L)
Placebo 41 1 0 0 0] 42
Maraviroc 266 11 2 1 1 281
Alkaline phosphatase (IU/L)
Placebo 41 0 0 0 0 41
Maraviroc 274 4 0 1 0 279
Gamma GT (IU/L)
Placebo 41 1 0 0 ¢ 42
Maraviroc 270 4 0 2 1 277
<ULN >ULN to >1.25 ULN >2 ULN Total

=1.25ULN to <2 ULN

Total bilirubin (mg/dL)
Placebo 41 0 0 0 41
Maraviroc 263 6 3 0 272

Source: 8CS Tables 1.6.2.1.1,1.6.2.2.1,1.6.2.3.1, 1.6.2.4.1 and 1.6.2.5.1

There were very few subjects with an abnormal baseline, therefore this data is not summarised here

Key: AST — aspartate aminotransferase GOT; ALT — alanine aminotransferase GPT; Gamma GT — gamma
glutamyltransferase

In Study A4001002, a multiple dose study of maraviroc in healthy subjects, 8 of 55 (15%)
subjects receiving maraviroc had 1 or more abnormal liver enzyme values. All 8 had
elevations in ALT without an associated elevation in bilirubin. There was no dose
relationship. Sporadic elevations in bilirubin were also noted, with no associated increase in
transaminases.
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During study A4001042, a drug interaction study with tipranavir/ritonavir, there were no
clinically relevant changes in hepatic enzymes during treatment with maraviroc (150 mg BID)
and placebo. However, 5 subjects, all receiving maraviroc and tipranavir/ritonavir in
combination, had elevation in hepatic transaminases, which were not associated with changes
in bilirubin. All resolved spontancously following the end of dosing. Tipranavir/ritonavir is
known to cause elevations in LFTs."™

No elevations in liver enzymes or bilirubin were noted during the healthy volunteer 28-day
safety study (A4001008) at doses up to 300 mg BID. Likewise, no unexplained abnormalities
in liver enzymes, or dose effect up to doses of 1200 mg maraviroc, were seen in the high dose
study (A4001019}.

In Phase 2a Studies A4001007 and A4001015, no hepatic abnormalities were observed except
for the single patient in Study A4001007, described above, who experienced elevated ALT
concentrations.

In summary, the Phase 1 and 2a studies (including a safety study of 28 days duration in
healthy volunteers) provided no evidence of an association between maraviroc and clinically
significant LFT abnormalities in healthy volunteers or HIV-infected subjects.

2.7.4.2.1.5.3.1.2. Phase 2b/3 Studies

The Phase 2b/3 programme was designed to allow patients with limited treatment options and
a degree of hepatic compromise access to maraviroc, which also allowed for the generation of
safety data in a population that realistically represented the target population. Given the high
background rates of elevated liver enzymes in this population and in view of the unmet
medical need, exclusion criteria of >5x ULN for transaminases and >2.5x ULN for bilirubin
were used. However, for the treatment-naive study, patients with transaminase values >3x
ULN and bilirubin >1.5% ULN were excluded.

2.7.4.2,1.5.3.1.2.1. Hepatic Adverse Events

The Phase 2b/3 AE data were scrutinised for AEs relating to hepatic safety using a standard
MedDRA query (SMQ) for hepatic disorders. This search included possible hepatic disorders
likely to be drug-related, but excluded “liver neoplasms benign” and “chronic active
hepatitis”, which were included in searches for malignancies and infections.

The incidence of Grade 3/4 AEs that might be linked to the hepatobiliary system from the
Phase 3 RS TE studies is summarised in Table 37. In the maraviroc QD, maraviroc BID and
placebo arms of the studies 26, 37 and 13 all causality Grade 3 or 4 hepatic AEs were reported
respectivily. These slight differences may be explained by the difference in exposure
(exposure adjusted 1.2, 3.5 and 5.3 events per 100 PY for maraviroc QD, BID and placebo,
respectively). Of these AEs 9, 19, 5 (maraviroc QD, maraviroc BID and placebo,
respectively) were considered freatiment-related by the Investigator. The incidence of
exposure-unadjusted AEs is slightly higher for the maraviroc BID arm than the maraviroc QD
and placebo arms.
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The imbalance is mainly the result of laboratory results being on occasion reported as AEs.
The actual laboratory values are discussed later in this section.

Table 37. Grade 3 and 4 Hepatic Adverse Events in Phase 3 Studies in TE Patients
(Studies A4001027 and A4001028)

Event Maraviroc QD Maraviroc BID Placebo
All Treatment- All Treatment- All Treatment-

causality related causality related causality related
Number of subjects 414 426 209
Alanine aminotransferase 6 (1.4%) 3 (0.7%) 6 (1.4%) 4 (0.9%) 0 -0
increased
Aspartate aminotransferase 6 (1.4%) 4 (1.0%) 11 (2.6%) 7 (1.6%) 1(0.5%) 0
increased
Blood alkaline phosphatase 1(0.2%) 1(0.2%) 0 0 0 0
increased
Blood bilirubin increased 3 (0.7%) 0 2 (0.5%) 0 1(0.5%) 0
Cholecystitis 0 0 1(0.2%) 0 0 0
Cholecystitis acute o 0 1(0.2%) 0 0 0
Cholelithiasis 0 0 0 0 1(0.5%) 0
Cytolytic hepatitis 0 0 0 0 1(0.5%) 1 (0.5%)
Gamma-glutamyltransferase | 5 (1.2%) 2 (0.4%) 4 (0.9%) 4 (0.9%) 3(1.4%) 0
increased
Hepatic cirrhosis 0 0 2 (0.5%) 1(0.2%) 0 0
Hepatic enzyme increased 0 0 1(0.2%) 1(0.2%) 0 0
Hepatic failure 1{0.2%) 0 0 0 0 0
Hepatomegaly 0 0 0 0 1(0.5%) 0
Hyperbilirubinaemia 2 {0.5%) o 4 (0.9%) 0 1 (0.5%) 0
Jaundice cholestatic 0 0 1(0.2%) 0 0 0
Liver function test abnormal | 1 (0.2%) 1(0.2%) 2 (0.5%) 1(0.2%) 2 (1.0%) 1(0.5%)
Portal vein thrombosis ] 1(0.2%) 0 0 0
Hepatitis toxic 0 c 0 0 1 (0.5%) 0
Transaminases increased 1 {0.2%) 0 1 (0.2%) 1{0.2%) 0 0
Total number of Events 26 11 37 19 13 2

Source: Tables 3.4.3.3 and 3.4.4.3 Summary of Clinical Safety.

Five cases of ocular icterus were reported (3 Grade 1 and 2 Grade 2); 2 in the maraviroc QD
group and 3 in the maraviroc BID group. Three of these cases were attributed to atazanavir, 1
to study drug and 1 to disease under study. Nine events of jaundice were reported by

8 patients (5 in maraviroc QD, 3 in maraviroc BID and 1 in placebo). All the patients on
maraviroc QD received concomitant atazanavir, as was the placebo patient and 1 of the

3 patients receiving maraviroc BID, The only case of treatment-related jaundice occurred in
Patient 1 {0011 (maraviroc BID), who reported jaundice on Day 2; no abnormal bilirnbin
was recorded and the patient withdrew consent on Day 15. The third maraviroc BID patient
(Patient 1 ‘0001) had an AE of cholestatic jaundice on Day 19, which was attributed to an
opportunistic infection.

One AE each of ‘liver tenderness’, ‘hepatitis C* and ‘hepatic enzyme increased’ and 4 AEs of
‘GGT increased’ have been reported from the 109 R5 TE patients who began OL maraviroc
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after initial failure on blinded therapy in Studies A4001027 and A4001028
(SCS Table 3.4.7.3).

SAEs and Discontinuations in Phase 2b/3 studies related to Hepatic Events
Serious Adverse events

A total of 15 SAEs (13 cases) that might be linked to the hepatobiliary system were reported
by 13 TE patients (Table 38). Three (including 1 case reported 20 days post-dose), 8 and 2 of
these cases were reported in the maraviroc QI2, maraviroc BID, and placebo groups,
respectively. Three of these cases, all on BID maraviroc, were described as possibly
treatment-related.

Table 38. Hepatobiliary SAEs Related to Maraviroc During the Phase 2b/3 Studies in
TE Patients (Studies A4001027, A4001028 and A4001029)

Drug Dose Study PID Event Start Outcome
or Placebo Sex/ date Action
Age(yrs)/R Stop Investigator Causality
ace date
Maraviroe =~ A4001028  1@gp0024 Bloed bilirubin 82 Still present
QD M/ increased >112 No action
Concomitant treafment-
atazanavir freatment
Maraviroc ~ A4001029 1%04 Hepatitis 20 days Recovered
QD M/ (also pancreatitis) post Not related
therapy-  Disease under study
Maraviroc  A4001027 1 (@B 0008 Hepatic failure 35/42  Resolved
QD M/ Permanently discontinued

Other event — possibly related
to recreational drug use or
inferaction with
antirelrovirals, also
Campylobacter septicaemia.

Discussed below
Maraviroc ~ A4001028  1(gB0006 ALT 127 Resolved
BID MY 135 Permanently discontinued
Study Drug
AST 127 Resolved
134 Permanently discontinued
Study Drug
Maraviroc  A4001027  1(gB0053 ALT increased 53 Resolved
BID MY/ 77 No action taken
related to Hepatilis B
AST increased 55 Resolved
77 No action taken
related to Hepatitis B
Maraviroc ~ A4001028 10004 Hepatic enzyme 150 Still present
BID M/ increased >150 Study drug stopped
temporarily
Study drug
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Table 38. Hepatobiliary SAEs Related fo Maraviroc During the Phase 2b/3 Studies in
TE Patients (Studies A4001027, A4001028 and A4001029)

Drug Dose Study PID Event Start Outcome
or Placebo Sex/ ) date Action
Age(yrs)/R Stop Investigator Causality
ace date

Maraviroc ~ A4001027 1 W? Hyperbilirubinaemia 42 Still present

BID M/, >42 Permanently discontinued
Other event — other illness —

) HCV7alcoho!

Maraviroc ~ A4001027 1(EM0016 Transaminase increased 187 Resolved

BID MY/ 193 Permanently discontinued
Study drug

Maraviroc A4001028 1 0001 Jaundice Cholestatic 11 Resolved

BID M/ 19 No action taken
Other event — opportunistic
infection.

Maraviroc  A4001027 1(gB0002 Hepatic cirrhosis 18 Still present

BID M% >18 No action taken
Other event — portal vein
thrombosis

Maraviroe ~ A4001027 1@po0o4 Cholecyctitis 134 Resolved

BID M/ 206 No action taken

Other event — other illness

PBO A4001027 1 0012 Hepatomegaly 96 Resolved
F/ 101 No action taken
Other event — rule out

malignancy
PBO A4001027  10§@0012 Gamma- 1 Resolved
F/ Glutamyltransferase 14 No action taken

Other event - hepalitis

0100000623421211,1\Approved\01-Cec-2006 11:39

Source: A4001027 and A4001028 Clinical Study Report Table 3.8.4.2.

The 3 treatment-related SAEs occurred at Day 127, 150 and 187 of therapy. Two of these
subjects permanently discontinued study drug and the other temporarily discontinued study
drug:

o Subject 100006, a é.year old male, experienced Grade 4 transaminase elevations on
Day 127 of treatment with maraviroc BID. This subject was also receiving OBT,
which included enfuvirtide, lamivudine, abacavir, tipranavir, ritonavir. He was
clinically stable and well. Study drug and OBT were discontinued as the consulting
hepatologist indicated that the abnormalities were compatible with drug hepatotoxicity.
These events were considered related to study drug, tipranavir and ritonavir by the
investigator. The transaminases subsequently normalised, but the subject permanently
discontinued from the study because of treatment (virologic) failure.

e Subject 1(.10016, a ayear old male, received maraviroc BID for a total of 177 days.
He had elevated transaminases on 2 separate occasions. On Day 3 he had a Grade 3
elevation in transaminase which occurred at the time of a nevirapine hypersensitivity
reaction. On Day 184 he experienced heat exhaustion with rhabdomyolysis, which
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was still ongoing when on Day 187 he had another SAE of elevated transaminases, at
which point he was discontinued from the study. Although the transaminase elevation
was reported separately and ascribed to study drug by Investigator, it seems likely that
it was related to the previously reported event. He was dlagnosed with hepatic
cirrhosis on Day 190.

¢ Subject 1 00004, a ayear old-male, experienced increased hepatic enzymes
from Day 150 of treatment with maraviroc BID. This was considered related to study
drug by the Investigator, Study drug and OBT were temporarily discontinued. ALT
and AST subsequently normalised and remained within normal levels after study drug
was restarted. The subject later developed aortic valve endocarditis with Streptococcus
preumoniae and died (see CSR Module 5.3.5.1 Study Reports of Controlled Clinical
Studies Pertinent to the Claimed Indication).

The case of hepatic failure was unrelated to study drug and is described below.

e Subject 1(’0008 (maraviroc QD) experienced hepatic failure on Day 35 of treatment.
This event was Grade 4 and it was considered related to another factor (possible
interaction between a recreational drug and antiretrovirals) by the Investigator. The
subject was also septic from Campylobacter jejuni with disseminated intravascular
coagulation and subsequently admitted to crystal methamphetamine use. Study drug
was permanently discontinued and the event resolved. This event was not managed by
the study Investigator and the laboratory tests with abnormal results were performed at
a different hospital to the admitting institution, and so are not captured in the study
database. The results of these tests are documented in the narrative.

Detailed narratives of these related cases are located in the individual CSRs Module 5.3.5.1
Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication.

No SAE of potential relationship to liver toxicity was reported in the non-R5 TE patients
infected (CSR A4001029).

No SAEs of a hepatobiliary nature (including laboratories) have been reported from the
109 TE RS patients who began OL maraviroc after initial failure on blinded therapy in Studies
A4001027 and A4001028 (SCS Table 3.8.3.1).

Discontinuations for Hepatobiliary Events in the Phase 2b/3 Studies in TE Patients
(Studies A4001027, A4001028 and A4001029)

There were 2 discontinuations due to liver-related SAEs in the TE studies, as described above.

Overall, 9 patients receiving maraviroc treatment (including the 2 subjects described above)
discontinued due to liver-related AEs in Phase 3 Studies A4001027 and A4001028. The
discontinuation rate is evenly balanced across the treatment arms (Table 39). There were no
liver-related discontinuations in Study A4001029,
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Table 39. Summary of Discontinuations due to Hepatic-Related AEs Reported in the
Phase 3 Studies in RS TE Patients (Studies A4001027 and A4001028)

Maraviroc QD Maraviroc BID Placebo
N (%) N (%) N (%)
N 414 426 209
Hepatic Failure 1 0 0
ALT increased 2 1 0
AST increased 2 2 0
LFT abnormalities (LFT increased) 0 1 1
Transaminase increased 0 1 0
Hepatic cytolysis 0 0 1
Hyperbilirubinaemia 0 1 0

Total number of subjects 4{1.0%) 5(1.2%) 2 (1.0%)

0100000623421241.1 \Approved \01-Dec-2008 11:39

Source: SCS Table 3.1.4.2
Hepatic including liver abnormalities

Temporary discontinuations for Hepatobiliary Events in the Phase 2b/3 Studies in TE
Patients (Studies A4001027, A4001028 and A4001029)

There were 11 temporary discontinuations due to hepatic events (maraviroc QD 4, maraviroc
BID 5 and placebo 2) (Table 3.1.3.3). Six of these subjects were rechallenged and are
described below. The LFT abnormalities resolved for 3 subjects; for a further 3, LFT
abnormalities persisted but patients were able to continue study drug to time of data cut or
discontinuation due to other causes.

e Subject 1(. 0003/A4001027 (maraviroc BID) temporarily discontinued study drug
due to increased AST. Increased AST started on Day 15 of treatment and resolved on
Day 27. Study drug was restarted and no further increases in AST were reported. The
subject had taken study drug up to Day 334 at the date of cut-off.

e Subject 1‘0004/}\4001 028 (maraviroc BID), a dear old-male, experienced
increased hepatic enzymes from Day 150, which was considered related to study drug
by the investigator. Study drug and OBT were temporarily discontinued. ALT and
AST normalised and remained within normal levels after study drug was restarted. The
subject subsequently developed aortic valve endocarditis with Streptococcus
preumoniae and died.

s Subject 1'0004/A4001 028 (maraviroc BID) temporarily discontinued study drug
due to increased AST and blood creatine phosphokinase. Study drug was temporarily
stopped due to increased AST from Day 15 to 22 and increased creatine phosphokinase
from Day 15 to 22 and Day 29 to 37. These resolved and the subject had taken study
drug up to Day 182 at the time of cut-off.

e Subject 1.’0002/A4001028 (maraviroc QD) temporarily discontinued study drug due
to increased ALT and AST. This subject had elevated ALT and AST at baseline and
had increased ALT from Day 59 to 65. The abnormalities resulting in temporary
discontinuation started on Day 85 and were lower on Day 93. Study drug was restarted.
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Although ALT and AST had decreased on Day 93 these parameters remained above
ULN for the remainder of the study. The subject had taken study drug up to Day 164 at
time of loss to follow up.

e Subject 1 .)0009/A400] 027 (maraviroc BID) temporarily discontinued study drug
due to increased ALT, AST and GGT. These elevations were first reported on Day 147
and did not resolve. Study drug was restarted. The subject had taken study drug up to
Day 173 at the date of cut-off.

* Subject 100003/A4001028 (maraviroc BID) temporarily discontinued study drug
due to increased ALT, AST and GGT. This adverse event started on Day 283 and did
not resolve. The subject had taken study drug up to Day 323 at the date of cut-off.

The negative rechallenge in these patients illustrates the difficulty in definitively assessing the
causality of hepatic enzyme abnormalities in a population that consists of patients being
treated with multiple medications for compiex and often serious conditions, many of which
might cause hepatic abnormalities.

There were no temporary discontinuations resulting from liver-related AEs in non-R5 TE
Study A4001029 (CSR A4001029 Table 13.6.1.2).

Discontinuation for Hepatobiliary Event in the Discontinued QD Arm from Phase 2b/3
study in RS treatment-naive patients (Study A4001026)

The most severe event of hepatotoxicity in the clinical programme occurred in this study and
is described below. This was a complicated case for which a contributory role of maraviroc
could not be excluded. However, following detailed review it is most likely to be due to
isoniazid and/or trimethoprim-sulphamethoxazole foxicity, compounded by ongoing therapy
with other known hepatotoxic drugs.

e Patient 1(&0005, a ‘year old-female who had increased LETs at baseline
(normal at screening) after having initiated trimethoprim-sulphamethoxazole and
isoniazid therapy 7 weeks prior to commencing maraviroc in Study A4001026. She
presented with pyrexia, rash and elevated liver function test on day 5 of dosing with
maraviroc (had erroneously been receiving 150 mg QD). Although maraviroc dosing
was discontinued, she continued to receive drugs that have been implicated in
hepatotoxicity for several more days (including infravenous paracetamol,
lopinavir/ritonavir, zidovudine/lamivudine and trimethoprim-sulphamethoxazole). Her
condition deteriorated and she received a liver transplant on Day 16. The abnormal
liver function tests at baseline (increased from normal values at screening) indicate that
trimethoprim-sulphamethoxazole and isoniazid (which were initiated at the screening
visit) are most likely to have been the cause of her hepatic dysfunction. Rash and fever
are typical of trimethoprim-sulphamethoxazole toxicity®, although the hepatic
abnormalities are less common. Of note is that the patient was rechallenged with
trimethoprim-sulphamethoxazole post-transplant without ensuing derangements in
transaminases or bilirubin, although the outcome of this rechallenge may be
confounded by the presence of immunosuppressive agents. This patient was found to

PFIZER CONFIDENTIAL
Page 89



010000062342 i211.1\Approved\01-Dec-2006 11:39

Maraviroc: Submission for Treatment-Experienced Patients Infected with CCR5-Tropic HIV-1
2.7.4 Summary of Clinical Safety

possess the NAT? alleles that are associated with slow acetylation phenotype and an
increased risk of isoniazid induced hepatitis, and CYP21E genotype that is also
associated with increased susceptibility to hepatoxicity in slow acetylators. Although
it is not possible to exclude a causative role for maraviroc in this case of '
hepatotoxicity, isoniazid and trimethoprim-sulphamethoxazole are thought the more
likely causal factors. The DSMB subsequently recommended that isoniazid use be
excluded from the Phase 2b/3 programme.

In the terminated 300 mg QD arm there were 3 subjects (including the subject with toxic
hepatitis described above) who permanently discontinued the study in the maraviroc

300 mg QD treatment group. Another subject discontinued from the OL maraviroc

300 mg BID group due to Grade 3 abnormalities in hepatic enzymes (ALT or AST).

Two cases of severe LFT abnormalities were reported in this study; 1(’0005 On maraviroc
QD (described above) and 1(&0013 on efavirenz treatment (unblinded for patient
management purposes); '

s Patient 1(.0013, a 1.year—01d male patient experienced a Grade 2 generalised
macular rash and Grade 3 elevations of ALT/AST 30 days after randomisation to
efavirenz 600 mg QD. Bilirubin was within the normal range, ALT and GGT
increased to Grade 4 three days later. The case was diagnosed as efavirenz
hypersensitivity. One month after discontinuation of therapy, the rash resolved and
LFTs returned to normal. A causal relationship between the occurrence of the reported
events in this patient and the administration of efavirenz cannot be excluded.

One subject discontinued from OL maraviroc 300 mg BID in Study A4001026 dueto a
Grade 3 increase in ALT, which was considered related to study drug

Summary of Hepatic AEs, SAEs and Discontinuations

There have been no deaths related to hepatic AEs in the clinical programme. Although there is
a higher number of liver-related SAEs in the maraviroc BID group, only 3 of these cases were
thought by the Investigator to be possibly related to study drug. Two of these 3 cases had
alternative explanations for the observed liver enzyme abnormalities (tipranavir usage and
rhabdomyolysis), and the third had a negative rechallenge. The single case of severe
hepatotoxicity in Study A4001026, which was considered possibly related to maraviroc, is
more likely to be due to isoniazid and/or trimethoprim-sulphamethoxazole toxicity. Grade 3
and 4 hepatobiliary AEs are infrequent but occur more commonly in the maraviroc BID
treatment group. There was no corresponding imbalance in the frequency of permanent and
temporary discontinuation related to hepatic events that might indicate that this imbalance in
liver-related SAEs is of clinical significance. For hepatic safety, the laboratory data provides
additional objective data for safety assessment.

2,7.4.2.1.5.3.1.2.1.1. Clinically significant (Grade 3/4) LFT abnormalities
LFTs were performed at screening, baseline and at the 2-week and 1-month visits, and then

monthly until 24 weeks. Thereafter they were assessed every 8 weeks.
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Table 40. Frequency of Grade 3 and 4 laboratory LFT values in Phase 3 Studies in RS
TE Patients (Studies A4001027 and A4001028)

Maraviroc QD (N= 408) Maraviroc BID (N=421) Placebo (N=207)
Gr3 [ Gr4 | Gr3+4 Gr3 | Gr4 | Gr3+4 Gr3 | Grd | Gr3H4
AST 11 2 13 (3.2%) 13 0 19 (4.5%) 6 0 6 (2.9%)
ALT 14 1 15 (3.7%) 6 4 10 (2.4%) 6 1 7 (3.4%)
Bilirubin | 28 4 32(7.8%) {21 3 24/420 (5.7%) | 8 3 11/206 (5.3%)

Source: Tables 3.6.8.1,3.6.8.2, 3.6.8.3 Summary of Clinical Safety.
Patient 1('0008 with hepatic failure (maraviroc QD — Grade 4 ALT and AST and Grade 3 bilirubin) does not
appear in this table.

The numbers of subjects with grade 3 or 4 LFT abnormalities are very low and fairly evenly
distributed across the treatment groups (Table 40). Although there are slightly higher numbers
of Grade 3 and 4 AST abnormalities in the maraviroc BID treatment group, for ALT the
numbers of subjects with such abnormalities are higher in the placebo and maraviroc QD
groups. Most bilirubin abnormalities were associated with concomitant atazanavir use (Table
3.6.11.3 Summary of Clinical Safety).

Shifts in ALT levels, generally considered the most sensitive biomarker for hepatotoxicity
(since AST is also present in muscle), are presented in Table 41. Three patients with normal
or Grade 1 abnormal baseline ALT experienced an increase to a Grade 4 level, 1 in each
treatment group.

Table 41. Shift Table for Liver Function Test Maximum ALT Value on Treatment versus
Baseline, Phase 3 Studies in RS TE Patients (Studies A4001027 and A4001028)

Maximum Alanine Aminotransferase ALT (IU/L)
Ungraded Grade 1 Grade 2 Grade 3 Grade 4
N N N N N
Baseline | QD | BID | Pbo | QD | BID | Pbo { QD | BID | Pbo | QD | BID | Pbo | QD | BID | Pbe
Ungraded | 232:°4 241 |:110. | 71 57 35 g 21 3 6 1 2 0 1 1
Grade 1 25 23 14 370397 1214 ] 9 14 5 2 1 1 0 0
Grade 2 2 2 0 5 7 5 4 A2 4 4 2 0 2 0
Grade 3 0] 0 0 0 0 0 0 3 0 2 L 0 1 0
Grade 4 0 0 0 0 0 0 0 0 0 0 0 0 00000070
TOTAL 259 | 266 | 124 | 113 | 103 | 61 21 42 15 14 6 6 1 4 1

Source — SCS Table 3.6.8.2

Pbo — placebo

Ungraded - <1.25 ULN; Grade 1 - >1.25 ULN to <2.5 ULN; Grade 2 - >2.5 ULN to <5.0 ULN; Grade 3 ->5.0 to
<10.0 ULN; Grade 4 - >10.0 ULN.

Shading represents no ¢hange in grade from baseline to last on treatment value.

ULN — upper limit of normal :

Only subjects with both a valid baseline and an on-treatment value for the parameter were included in the table.
PID IOOOOS with hepatic failure (maraviroc QD — Gr 4 ALT and AST and Gr 3 bilirubin) does not appear in this
table

In each maraviroc treatment group, 101 subjects increased their ALT by a Grade or more
compared with 54 subjects on placebo. For normal baseline ALT the frequency of subjects
with a Grade 3 or 4 ALT abnormality is equivalent to placebo for QD dosing but slightly
lower than placebo for BID dosing. For an abnormal baseline ALT the frequency of subjects
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with a Grade 3 or 4 ALT abnormality is equivalent to placebo for BID maraviroc but slightly
higher for QD maraviroc. In summary, there is no evidence of a greater shift from baseline in
subjects receiving maraviroc and there does not appear to be a clinically significant difference
between the BID and the QD doses.

In Study A4001029 in non-R3 tropic patients, the incidence of LFT abnormalities was low,
and similar between treatment groups (CSR A4001029).

No Grade 3 or 4 LFT abnormalities have been identified from among 99 TE RS patients
evaluable for laboratory data who began OL maraviroc after initial failure on blinded therapy
in Studies A4001027 and A4001027 (SCS Table 3.6.4.1).

Eight patients were recorded to have Grade 3 or 4 ALT abnormalities during the double-blind
treatment phase of maraviroc QD in Study A4001026; just 2 patients were observed to have
Grade 3 or 4 elevations during the maraviroc BID open label phase (see Study A4001026).

Subjects with combined, clinically significant transaminase and bilirubin elevations

Analysis of those cases that showed an increase in either ALT or AST >3x ULN combined
with an increase in total bilirubin >3 mg/dL is presented in Table 42. Such elevations, without
evidence of biliary obstruction and in the absence of any other evident possible explanation
(“Hy’s Law,” first proposed in 1978 by Hyman Zimmerman*), are an ominous marker for
drug-induced liver injury.

Table 42. Cases with Episode of >3x ULN Transaminases and >3 mg/dL Total
Bilirubin in Phase 3 Studies in RS TE Patients (Studies A4001027 and

A4001028)
PID (study) Dose Time of event Alternative pathology Hy’s Law
(Week)
1(@P0014 (1027) MVC BID 48 Atazanavir No
10m¥ 0001 (1027) MVC QD 16 Atazanavir No
1 0018 (1027) MVCQD 2 Atazanavir No
1 @0007 (1027) MVC BID g Alcohol , active HCV Possible
10008 (1027) MVC QD 5 Campylobacteraemia, No
methamphetamine use
1090014 (1028) Placebo 4 Atazanavir No
1 J@B0001T (1028) MVC BID 2 Cholestatic jaundice No
13850010 (1028) MVC BID 8 Atazanavir No

Source CSR Table B3.1, B3.8, B6.1 and Appendix B Listing 2 Patient profiles
Key: MVC — maraviroc

Patients potentially meeting the criteria for Hy’s Law whilst on study drug in the Phase 3
studies were few and evenly distributed between treatment groups: 3 (0.7%) maraviroc QD,

4 (1.0%) maraviroc BID, 1 (0.5%) placebo. However, all the cases noted in these studies with
an increase of 23 XULN in ALT or AST and a simultaneous increase of 23 mg/dL in total
bilirubin had an identifiable cause for these abnormalities apart from study drug. Therefore no
subjects met the criteria for Hy’s Law.
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Summary

These data do not provide evidence that maraviroc has an adverse effect on hepatic function in
this heavily TE population.

2.7.4.2.1.5.3.1.2.2. HCV and HBYV co-infection

The numbers of subjects enrolled in the Phase 3 trials co-infected with HCV (HCV RNA
positive at baseline) and HBV (HBsAg positive at screening) were low. Co-infection rates
with HCV were 4%, 7% and 9% and for HBV were 5%, 7% and 3% for maraviroc QD,
maraviroc BID and placebo groups, respectively, making it difficult to interpret AE data in
these subgroups.

Table 43. Percentage of co-infected subjects with a Grade 3 or 4 abnoermality regardless
of baseline in the Phase 2b/3 Studies in TE Patients (Stadies A4001027,

A4001028 and A4001029)
Co-infection positive Co-infection negative
HCY or HBY lab MVC MVC Placebo MVC MVC Placebo
co-infection QD BID QD BID
HCV RNA detectable ALT 3/20 2/30 1/20 13/448 8/449 8/243
HBV Surface Ag ALT 0/26 1/31 2/22 15/438 9/447 7/240

positive
Patients may appear be co-infected with both HCV and HBV
Source SCS: Table 3.6.9.5, Table 3.6.9.2

Although the numbers are small, it appears that within both the HCV and HBV co-infected
populations, Grade 3 and 4 hepatic abnormalities are evenly distributed among the treatment
groups. Generally, the frequency of Grade 3 and 4 hepatic events is higher in hepatitis co-
infected patients, as might be expected.

No hepatobiliary AEs were reported for patients in the Phase 3 maraviroc QD and placebo
groups who were co-infected with HCV. However, there were 4 (14%) events reported in
patients who received maraviroc BID (cholecystitis, cholelithiasis, hepatosplenomegaly and
hyperbilirubinacmia) (SCS Table 3.4.9.8). In the HBV co-infected subjects (Phase 3), there
was only 1 adverse event, a case of cytolytic hepatitis on placebo (SCS Table 3.4.9.14).

In patients co-infected with HCV at baseline, HCV RNA was measured again at Week 12 and
Week 24. By Week 24 the mean HCV RNA in subjects in both maraviroc arms was reduced
relative to baseline, but in placebo patients it had increased. However the subject numbers are
very small and data are highly variable (SCS Table 3.6.20).

Hepatic Safety Conclusion
There were no deaths related to hepatic AEs in the clinical programme. Although thereisa

higher number of hepatic-related SAEs in the maraviroc BID group only 3 of these cases were
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judged possibly related to study drug. Of these 3 cases, 2 were in patients who had alterative
pathology that could readily explain the hepatic abnormalities seen (i.e., tipranavir usage,
rhabdomyolysis), and the third had a negative rechallenge. The single case of severe
hepatotoxicity, which was judged by the Investigator to be possibly related to maraviroc and
resulted in transplantation, appears more likely to be due to isoniazid and trimethoprim-
sulphamethoxazole toxicity. Grade 3 and 4 hepatobiliary AEs were infrequent but tended to
occur more commonly with maraviroc BID dosing, but there was no imbalance in the
frequency of permanent and temporary discontinuation to indicate that this imbalance is of
clinical significance. Of the patients rechallenged following elevations in liver enzymes all
but 1 {who discontinued for another reason) continued dosing.

The numbers of subjects with a Grade 3 or 4 liver function test abnormalities are low and
fairly evenly distributed across the treatment arms. Although there are slightly higher
numbers of Grade 3 or 4 AST in the maraviroc BID treatment group, for ALT, the numbers of
subjects with Grade 3 or 4 is higher on placebo than on maraviroc BID. Most of the bilirubin
abnormalities are due to concormitant atazanavir usage.

There is also no evidence that there is a greater shift in LFT values from baseline on maraviroc
versus placebo; in fact, there is a trend to a greater shift downwards in ALT and AST
(Table 51 below).

The subjects with a combination of elevated bilirubin and transaminases were equally
distributed across the treatment arms and all of these subjects had an alternative explanation
for the abnormal values, often atazanavir usage.

The clinical and laboratory data generated during this development program do not indicate
that maraviroc has an adverse effect on hepatic function.

2.7.4.2.1.5.4. Immune Function

There was no clinical or laboratory evidence suggesting an increased susceptibility to infection
or malignancy in either healthy or HIV-infected subjects. These subjects are discussed in
more detail in the Safety Review of Immunotoxic Potential of Maraviroc, Module 5.3.5.3), but
are reviewed briefly here.

Phase 1/2a Studies

The Phase 1/2a studies included a detailed coliection and review of clinical data for any
evidence of an effect of the drug on the immune system, which was expected to provide the
most valuable indication of any effect of maraviroc on immunity. Certain studies provided for
detailed monitoring of laboratory effectors of immune function, and all Phase 1 studies
included routine full blood counts for all subjects. Table 44 provides details of the immune
function markers that were collected.

Results for the multiple-dose healthy volunteer studies were assessed for immunologic
parameter changes. The single-dose study data are not considered in detail here, as any effect
should be more noticeable in the multiple dose studies.
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Table 44 Monitoring of Effectors of Immune Function by Study for the Phase 1/2a

Studies :
A4001001 A4001002 A4001008 A1001005 A4001007,
FIH Dose- 28 day oC- A4001015
escalation safety study interaction 2a studies
multiple dose study
Timing of assessment Pre-dose; Day 1 (pre- Pre-dose on Pre-dose on Day ! (pre-
24 hours; dose); days 15, 27 days 15,27 dose), Day
Follow-up. Day 7, and42andat and42andat 11and
Day 13; follow-up follow-up follow up
Follow up. (day 40).
Immunophenotyping (T X X X X X
and B cell subsets ,
macrophage/monocyte and
NK cell subsets)
Dendritic cells X X
CD21 /CD86 _ X X
Immunoglobulins (IgA, X X X

IgD, IgE, IgG [including
subclasses] and IgM).
CD4 count At screening

FIH = First-in-human study.

Immune effector and haematology monitoring - Phase 1/2a studies

Immunophenotypic data collected in several Phase 1 studies, particularly in Study A4001008,
but data were variable and no effect of maraviroc could be discerned (see Safety Review of the
Immunotoxic Potential of Maraviroc Module 5.3.5.3).

In the Phase 2a studies, neither the haematological parameters nor the immunophenotyping
data showed dose-related changes in response to treatment with maraviroc.

Immune function related safety data - Phase 1/2a Clinical Studies

A thorough review of clinical data from the multiple-dose studies of Phase 1 and 2a was
carried out for any indication of a deleterious effect of maraviroc on immunity. There was no
clinical or laboratory evidence suggesting an increased susceptibility to infection in non-HIV-
1 infected and HIV-1 infected subjects who were administered various multiple doses (up
1200 mg QD of maraviroc) during Phase 1 and 2a studies. There was no dose- or duration-
event relationship for events possibly related to immune function except for rhinitis (26.9% of
subjects receiving 2600 mg/day in comparison to 3.6% of subjects receiving placebo).
However, vasodilatation secondary to higher doses of maraviroc may produce similar
symptomatology to rhinitis (see Phase 1 AE analysis in Section 2.7.4.2.1.1.1.2).
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Three subjects’ were identified as having an Epstein Barr virus infection whilst being
investigated for asymptomatic elevated liver enzymes. Another subject in Study A4001002,
randomised to 25 mg of maraviroc, was initially recorded as having herpes zoster but actually
had varicella infection (Day 5 of the study, Day 3 of the multiple dosing phase). This event
was moderate and considered not related to study drug by the Investigator, and as the
incubation period of varicella zoster virus infection is 21 days, a causal relationship with
maraviroc is extremely unlikely.

There was no evidence of unusual or unexpected infections in the Phase 1/2a studies.

2.7.4.2.1.5.4.1. Phase 2b/3 Studies A4001027, A4001028, A4001029 and A4001026:
Examination of Clinical Data Related to Infection

The assessment of these data include a brief overview of the infection/infestation AEs,
discontinuations and laboratory abnormalities, followed by a more detailed presentation of the
infection/infestation SAEs, deaths, and category C illnesses. The incidence of category C
illnesses is stratified by CD4 cell count.

The CDC HIV classification system was used throughout the Phase 2b/3 clinical programme;
a list of category C AIDS-defining events may be found in each relevant protocol. Where
possible, the incidence of category C events has been stratified by CD4 cell count.

Phase 3 Studies in RS TE Patients (Studies A4001027 and A4001028)

The mean CD4 count in each of the 3 treatment groups in the 2 R5 TE Studies A4001027 and
A4001028 was approximately 200 cells/uL. Approximately 20% of patients in each treatment
group had baseline CD4 counts less than 50 cells/uL. These patients were heavily TE with
few or no treatment options.

As noted previously (Section 2.7.4.1.2.3), there was a shorter duration of exposure for patients
in the placebo group, resulting primarily from discontinuations for lack of efficacy.

2.7.4.2.1.5.4.2. Infections

In the Phase 3 TE population, AEs relating to the SOC ‘infections and infestations’ were
reported for 198 (48%), 214 (50%) and 80 (38%) patients in the maraviroc QD and BID and
placebo groups, respectively. The infections with higher frequencies among maraviroc
patients tended to be either those common in the general healthy population (such as
respiratory tract infections) or opportunistic infections common in the TE population (such as
Candida, herpes and staphylococcal infections). Indeed, when the frequency of all infections
was adjusted for exposure, no clear difference was observed between treatment groups:
121/100 PY for maraviroc QD, 126/100 PY for maraviroc BID and 118/100 PY for placebo.
The difference between treatment groups in the non-adjusted analysis may therefore be

3 Patient #10 in study A4001006 receiving 100 mg of maraviroc BID, Patient #1(F1425 in study
A4001007 receiving 300 mg of maraviroc BID and Patient #1(' 1027 in study A4001019 receiving 300 mg of
maraviroc BID})
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explained by the longer treatment duration in the maraviroc treatment arms. No unusual
infections occurred and there was no clear difference in the severity of the infections between
treatment groups, with most being mild to moderate in severity (SCS Table 3.5.1.4). For
father details please see Section 4.1.3.1 of the Safety Review of Immunotoxic Potential of
Maraviroc, Module 5.3.5.3.

Three patients were permanently discontinued due to AEs related to infections: 2 on placebo
(pneumonia and infection with mycobacterium, both SAEs}, and 1 on maraviroc BID
(gastrointestinal infection). Thirteen patients were discontinued temporarily due to AEs
related to infection, 3 in the placebo group and 5 each in the maraviroc QD and maraviroc BID

groups.

The overall incidence of AEs related to infection or infestation was not affected by the
baseline value of CD4 count in the maraviroc treatment groups (Table 45).

Table 45. Incidence of Adverse events of infections and infestations by baseline CD4
cell count in Phase 3 Studies in RS TE Patients (Studies A4001027 and

A4001028)
Maraviroc QD Maraviroc BID Placebo |

System organ class by CD4 N =325 (%) N=340 (%) N =171 (%)

=50 cells/pl.

Infections/Infestations 153 (47.1) 171 (50.3) 68 (39.8)

System organ class by CD4 N=288 (%) N=86 (%) N=37 (%)

<50 cells/uL

Infections/Infestations 44 (50) 43 (50) 11 (29.7)

01000006234212\%.1 \Approved \01-Dec-2006 11:3%

Source: SCS Table 3.4.9.5
Serious adverse events and deaths resulting from Infections/Infestations

The total numbers of SAEs recorded within the infections and infestations SOC were

24 (5.8%), 29 (6.8%) and 23 (11.0%) in the maraviroc QD, maraviroc BID and placebo arms
of the studies. Two cases were reported to be related to study drug (pneumonia and severe
diarrhoea), both of which were on maraviroc BID. Brief narratives are included in

Section 2.7.4.2.1.3.2.1. Detailed narratives are provided in Safety Review of Immunotoxic
Potential of Maraviroc (Module 5.3.5.3).

Four deaths due to infection were reported (Table 46). One death occurred in the placebo arm,
compared to 2 in the maraviroc QD and 1 in the maraviroc BID treatment arms. Brief
narratives are provided in Section 2.7.4.2.1.2 and detailed narratives in the individual CSRs
Module 5.3.5.1 Study Reports of Controlled Clinical Studies Pertinent to the Claimed
Indication. :
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Table 46. Death Resulting from Infections in Phase 3 Studies in RS TE Patients (Studies

A4001027 and A4001028)
CD4 count Length of Treatment | Time to
Units/pl treatment death
' (days) (days)
At At Time of death (or :
Baseline closest timepoint)
Patient; Infection
WOOW [A4001027];, 231 256 (57) 88 Placebo 88
Pneumonia
7.0032 [A4001028]; Septic 63 92 (55) 79 MVC QD 81
shock
—1'10011 [A4001028]; 0 330 63 MVCQD g8
Pneumonia Bacterial
_1_'0004 [A4001028]; 111 101 (169) . 150 MVC BID 208
Pneumonia, Endocarditis
bacterial

CSR A4001027, Appendix B, Table B4.3; A4001028, Appendix B, Table B4.3

1t is worth noting that 11 subjects died in the 5 to 6 weeks between screening and
randomisation, including 5 deaths due to infections, which reflect the advanced stage of
disease of this study population.

2.7.4.2.1.5.4.3. Safety Data Specific to Category C Infections

There were 47 subjects reporting Category C infections, with a similar incidence in the

3 treatment groups: 23 (5.6%), 16 (3.8%) and 9 (4.3%) in maraviroc QD, BID and placebo,
respectively. Herpes simplex and oesophageal candidiasis were those most commonly
reported, with slightly higher rates of herpes virus/herpes simplex infections in the maraviroc
QD treatment group, 10 (2.4%) than in the maraviroc BID group, 6 (1.4%), or in the placebo
group and 2 (1.0%).
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Table 47. Incidence of Category C AIDS-defining Infections in Phase 3 Studies in R5
TE Patients (Studies A4001027 and A4001028)

Maraviroc QD Maraviroc BID Placebo
N (%) N (%) N (%)
N 414 426 209

Candidiasis 2(0.5) 1(0.2) 0
Cytomegalovirus choriortinitis 2 (0.5) 0 0
Cytomegalovirus gastrointestinal 0 1(0.2) 0
infection
Cytomegalovirus infection 0 1(0.2) 0
Gastroenteritis cryptosporidial 0 0 1 (0.5)
Herpes simplex 7(1.7) 6(1.4) 1(0.5)
Herpes virus infection 3(0.7) 0 1(0.5)
Lobar pneumonia 0 ¢ 1(0.5)
Mycobacterial infection 0 1(0.2) 0
Mycobacterial avium complex 0 1(0.2) 3(1.4)
infection
Qesophageal candidiasis 11(2.7) 2(0.5) 2(1.0)
Pneumocystis jiroveci pneumonia 0 2(0.5) 0
Pneumonia 1(0.2) 0 1{0.5)
Pneumonia bacterial 0 0 1(0.5)
Progressive multifocal 1(0.2)
leukoencephalopathy
Total subjects 23 (5.6) 16 (3.8) 9 (4.3)
Total events 26 16 11

010000062342124 1.1 \Approved \01-Dec-2006 11:39

Source: SCS Table 3.5.3.2 Table 3.5.3.1

One patient experienced exacerbation of CMV retinitis, which occurred 21 days post-therapy
and pre-open label maraviroc and therefore does not appear in the above table. A brief
narrative for this patient is included below.

o Patient 10011 (in Study A4001027) is 2 fyear-ol dfmale with a screening
viral load of 4.91 log)p copies/mL and a screening CD4 cell count of 3 cells/uL, with a
past history of CMV retinitis, HIV-associated wasting and herpes simplex virus
infection. The patient received 28 days of blinded study drug (maraviroc 150 mg BID)
until early termination due to lack of efficacy. On Day 21 post therapy, he was
diagnosed with bilateral progression of CMV retinitis. The patient had been on
valganciclovir which was continned. He was started on open label maraviroc BID
10 days after the diagnosis of CMV exacerbation was made. The event was considered
moderate in severity, not related to study drug and resolved on Day 41 of open-label
therapy.

A total of 24 subjects (12 [2.8%)] subjects receiving maraviroc QD, 8 [1.8%] subjects
receiving maraviroc BID and 4 [1.9 %] subjects receiving placebo) experienced a Category C
infection during the first 4 weeks of treatment in comparison to 3 (0.7%), 2 (0.5%) and

4 (1.9%) respectively at > 6 months on treatment. The reduced rate of events on maraviroc
after 6 months of treatment suggests it is unlikely that maraviroc has a negative effect on
immune function.
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Two recurrent Category C AIDS defining infections were reported by 3 patients:

Patient 140014 (maraviroc QD; A4001028) and Patient 10001 (maraviroc BID;
A4001028) each had 2 episodes of oesophageal candidiasis, and Patient 1(.)0013 (maraviroc
QD; A4001027) had 2 episodes of herpes simplex virus. Patients who experienced Category
C AIDS-defining infections had a lower median baseline CD4 cell count than those who did
not experience such events.

In summary, the rate of infection is similar between both maraviroc treatment arms and
placebo. There were no unusual or unexpected infections reported. The incidence of category
C infections in patients receiving maraviroc was similar to that seen in the placebo group. A
slightly higher frequency of cases of herpes simplex was observed in the maraviroc groups,
but this may be explained by their longer duration of exposure.

Phase 2b Study in non-RS5 TE Patients (Study A4001029)

In Study A4001029, maraviroc had little effect on viral load and exposure was similar to
placebo. Therefore safety data from this study are not confounded by the superiority to
placebo seen in the studies conducted in patients with RS virus leading to much greater
duration of exposure to maraviroc.

The most common AEs associated with infection in the non-R5 TE population from

Study A4001029 were similar to those in combined R5 TE population (CSR A4001029 Table
50). Nasopharyngitis and bronchitis were slightly more common in the maraviroc treatment
groups than the placebo group. One patient permanently discontinued due to an infection (a
non treatment-related SAE of asthenia, fatigue, candidiasis, pneumonia, dehydration and
pleural effusion). Only 2 patients experienced Grade 4 infections while receiving maraviroc
BID (diarrhoea and lymphadenitis).

There were 5 deaths due to infection: 1 in the maraviroc QD group (1 with pneumonia and
possible chest mass), 2 in the maraviroc BID group (1 with bacterial pneumonia and 1 with
pneumocystis pneumonia) and 2 in the placebo group (1 with progressive multifocal
leukoencephalopathy and 1 with multiple cerebral lesions) (see individual CSR, Module
5.3.5.1 Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication, for
narratives).

There was a slight imbalance of category C infections in the maraviroc QD group (7) when
compared with maraviroc BID (3) and placebo (3) groups. One subject in the maraviroc QD
group accounted for 2 infections (disseminated MAI and histoplasmosis, CSR A4001029
Table 53). There were 4 cases of Prneumocyctis jiroveci pneumonta, which occurred in
patients receiving maraviroc (3 QD and 1 BID); none occurred in the placebo group. These
patients had a mean CD4 count of 11 cells/ul.. Conversely, 1 case of recurrent pneumonia
was recorded in the placebo group but none in the maraviroc treatment arms. The small
numbers of patients, however, precludes the drawing of any definitive conclusions. The
subjects in Study A4001029 were in a very advanced disease state, evident from the low mean
(approximately 90 celis/ul) and median (approximately 40 cells/uL) baseline CD4 counts,
and so were at high risk for developing category C infections. There were no subjects with
baseline CD4 counts >50 cells/il. who had a category C infection.
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In summary, there is no evidence of any untoward effect of maraviroc on immune function
from the data that have been generated from the Phase 2b safety study in patients with
dual/mixed tropic HIV-1 infection.

Open Label TE RS Patients (Studies A4001027 and A4001028)

AEs of infections or infestations have been reported for 27 of the 109 TE RS patients who
began OL maraviroc after initial failure on blinded therapy in Studies A4001027 and
A4001028, of which the most commonly reported were condyloma acuminatum and
nasopharyngitis, each with 5 events (SCS Table 3.4.7.3).

Discontinued QD Arm from Phase 2b/3 study in RS treatment-naive patients (Study
A4001026)

There were 74 (42.5%) AEs of the system organ class infection/infestation reported in the
maraviroc QD arm of the study and 41 (31.8%) in the maraviroc BID OL arm of the study.
There were 2 permanent discontinuations, both in the maraviroc QD arm (Patient 1'0022
with disseminated tuberculosis; Patient 1(&0005 with 2 episodes of pulmonary tuberculosis,
1 on active therapy and 1 post therapy.) There were no deaths related to infection.

Six treatment-emergent category C AIDS-defining illnesses were reported in the maraviroc
300 mg QD treatment group (2 cases of tuberculosis, 3 cases of Pneumocystis pneumonia and
1 case of Kaposi’s sarcoma), 3 of which were categorised as SAEs. There were no category C
infection events in the OL maraviroc 300 mg BID group. However there was 1 event of
herpes zoster that was incorrectly reported as a category C event in the OL maraviroc 300 mg
BID group.

In summary, the incidence of category C infections was low in this population. Additional
narratives for category C infections are included in Appendix C of this summary document.

2.7.4.2.1.5.4.4. Malignancies

Infection with HIV increases the risk of Kaposi’s sarcoma, non-Hodgkin’s lymphoma and a
number of malignancies, including cervical cancer, lip cancer, lung cancer, connective tissue
cancer, anal and penile cancer, testicular seminoma, multiple myeloma and leukaemia (see
Safety Review of Immunotoxic Potential of Maraviroc (Module 5.3.5.3)).

The role of CCRS, and indeed of chemokine receptors in general, with respect to both
immunosurveillance and neoplastic cell behaviour (malignant transformation, cell
proliferation and survival, invasion and metastasis, etc.) remains as yet largely undefined.
Accordingly, the safety data have been carefully and systematically monitored and analysed
for evidence of any effect of maraviroc, positive or negative, on the incidence of malignancies.

Phase 3 Studies in RS TE Patients (Studies A4001027 and A4001028)

Thirty-one patients reported all-causality AEs of neoplasm (neoplasms benign, malignant and
unspecified). There was no difference in the incidence between treatment arms (12 (2.9%) on
maraviroc QD, 10 (2.3%) maraviroc BID and 9 (4.3%) on placebo). Two patients in the BID
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maraviroc treatment arm permanently discontinued due to a malignancy (Patient 1(&00 10,
anal carcinoma; Patient 1 tOOOZ, squammous cell carcinoma of the tongue). Both events were
considered to be an SAE and neither was attributed to study drug.

Serious Adverse Events and Deaths Resulting from Malignancies

There were 15 SAEs of neoplasm (including neoplasms benign, malignant and unspecified):
7 (1.7%) on maraviroc QD; 6 (1.4%) on maraviroc BID and 2 (1.0%) on placebo. None was
considered to be treatment-related. There was no difference in the incidence of neoplasm-
specific SAEs between treatment groups.

None of the deaths that occurred within 28 days of study therapy during Studies A4001027
and A4001028 resulted from malignancy. However, in both studies deaths resulting from
malignancy did occur later than 28 days post-treatment. Full narratives can be found in the
individual CSRs, Module 5.3.5.1 Study Reports of Controlled Clinical Studies Pertinent to the
Claimed Indication.

Safety Data Specific to Malignancies

The incidence of malignancy was fairly evenly distributed across the study arms (Table 48).
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Table 48. Incidence of Malignancies by Baseline CD4 Cell Count, Phase 3 Studies in RS
TE Patients (Studies A4001027 and A4001028)

Maraviroc QD Maraviroc BID Placebo
Malignancies at CD4 >50 cells/uL N=325 (%) N=340 (%) N= 171 (%)
Anal cancer 1(0.3) 3(0.9) 2(1.2)
Basal cell carcinoma 1(0.3) 1(0.3) 0
Bowens discase 0 1¢0.3) 0
Diffuse large B cell lymphoma 0 0 1 (0.6)
Kaposi’s sarcoma 0 0] 1(0.6)
Lymphoma 1(0.3) 0 1(0.6)
Metastases to liver 1(0.3) 0 0
Oesophageal carcinoma 1(0.3) 0 0
Squamous cell carcinoma 1(0.3) 1(0.6)
Squamous cell carcinoma of the 1(0.3) 0 0
skin
Sweat gland tumour o 1(0.3) 0
Tongue neoplasm 0 1(0.3) 0
Malignancies at CD4 <50 cells/uL N=88 (%) N=86 (*) N=37 (%)
Anal cancer 2(2.3) 0 12.7
Kaposi’s sarcoma 1(L1) 2(2.3) 2(5.4)
Lymphoma 1(1.1) 1(1.2) 0

Source: Table 3.4.9.5 Summary of Clinical Safety and Individual Clinical Study Reports Appendix B 6.1.
Benign tumors not included. ‘

Abdominal neoplasms actuaily abdominal lump/nodule (Patients A4001028/1 OOOII and A4001027/1 (.)0019)
not included.

Anal carcinoma and anal carcinoma Grade 0 are combined.

* Patient A4001028/1 8850002, Testicular neoplasm was actually a Kaposi’s sarcoma so has been included here
Patient A4001028/1 30011 {(maraviroc BID) — presumptive CNS lymphoma — not included as not on the clinical
database.

One event of anal cancer occurring in the maraviroc BID treatment group (Subject A4001028/1 (.10035) was
noted to be due to a relapse. One subject (A4001028/ 1'30009) in the maraviroc QD treatment group had a past
medical history of adenocarcinoma of the colon and was reported to have developed liver metastases during the
study. :

Treatment-emergent benign neoplasms not included are: 1 benign neoplasm of the orbit (maraviroc QD), 2 events
of seborrheic keratosis (maraviroc BID), 2 hemangiomas (maraviroc QD), 22 events of skin papilloma

(11 maraviroc QD, 8 maraviroc BID and 3 placebo) and 1 sweat gland tumour (maraviroc QD).

As expected, the rates of malignancies were higher in all treatment groups in patients with
CI4 counts <50 cells/uL.

Category C malignancies in RS TE patients are summarised in Table 49. The incidence of
documented lymphoma was 2 (0.5%) for maraviroc QD, 1 (0.2%) for maraviroc BID and 2
(1.0%) for placebo. To provide the most conservative assessment however, an analysis was
conducted, which also includes Patient 12&001 1 (in Study A4001028) receiving maraviroc
BID, with the presumptive central nervous system lymphoma. Therefore, the lymphoma
(documented or presumed) rates during the randomised period of the trials in the treatment-
experienced patient population infected with CCRS tropic HIV-1 at the date of database cut-
off were 2/259 (0.8 per 100 patient-years) on maraviroc QD, 2/269 (0.8 per 100 patient-years)
on maraviroc BID respectively and 2/99 (2.0 per 100 patient-years) on placebo. When Patient
1(. 0002 (in Study A4001027) who, following treatment failure on placebo, developed a
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large B cell lymphoma after >4 months of open label maraviroc BID is included, this provides
an overall lymphoma rate. The overall numbers of lymphoma cases reported in treatment-
experienced patients, regardless of time post therapy, are 2 cases on maraviroc QD, 3 on

- maraviroc BID (including Patient 1(.0002 on open label) and 2 on placebo. When the
randomisation schedule of approximately 2:2:1 is considered this also demonstrates no
difference in frequency between maraviroc and placebo, despite the extended treatment
duration on maraviroc. A similar picture was seen for Kaposi’s sarcoma and anal carcinoma.

Table 49, Inciderce of Category C Malignancies in Phase 3 Studies in RS TE Patients
(Studies A4001027 and A4001028)

Maraviroc QD Maraviroc BID Placebo
Diffuse large B-cell lymphoma 0 0 1(0.5)
Kaposi’s sarcoma 1(0.2) 2(0.5) 3(1.4)
Lymphoma 2 (0.5) 1(0.2) 1(0.5)
Total events (subjects) 3(3) 3 (3) 5(5)
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Source: SCS Table 3.5.3.2 Table 3.5.3.1

In summary, the incidence and severity of malignancies between treatment groups were
similar between the maraviroc treatment arms and slightly higher in the placebo arm. There
were no unusual or unexpected malignancies. No evidence for an increased risk of
malignancy has emerged from the data generated in the Phase 3 R5 TE programme. The
overall rates of malignancy are similar between treatment arms.

Phase 2b Study in non-RS5 TE Patients (Study A4001029)

There were no deaths or SAEs due to malignancy and no Category C malignancies in this
study.

Malignancy was diagnosed during treatment in 3 patients. Patient 1(.)0001 had basal cell
carcinoma diagnosed after 148 days of placebo. Patient 1 tOOOl had Grade 3 bowenoid
papulosis diagnosed after 80 days of maraviroc BID. Patient 1'0003 had moderate
intestinal mass (anal carcinoma) diagnosed after 218 days of maraviroc QD. (See CSR,
Table 15.4 Module 5.3.5.1 Study Reports of Controlled Clinical Studies Pertinent to the
Claimed Indication).

In summary, although the numbers are small, these data provides further confidence that the
inadvertent use of a CCRS antagonist in this population would not increase the risk for
development of malignancies.

Open Label TE RS Patients (Studies 44001027 and A4001028)

Seven of 109 TE R5 patients who began OL maraviroc after initial failure on blinded therapy

in Studies A4001027 and A4001028 were reported with AEs of ‘neoplasms benign, malignant
and unspecified’, including 3 events of skin papilloma and 1 event each of anal cancer, B-cell
Iymphoma, conjunctival neoplasm, skin neoplasm, skin cancer, and sguamous cell carcinoma.
The lymphoma in a patient on OL maraviroc BID therapy (Patient 1@ 0002 in Study
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A4001027, initially randomised to placebo) was reported and considered treatment-related
(SCS Table 3.4.7.3).

Discontinued QD Arm from Phase 2b/3 study in RS treatment-naive patients (Study
A4001026) ‘

There were 11 AEs in the categories of neoplasm benign, malignant and unspecified (5 [2.9%]
on maraviroc QD and 3 [2.3%] on maraviroc BID OL). All of the neoplasms were recorded as
mild in severity with one exception (a uterine leiomyoma in the BID OL arm of the study, not
considered related to study drug, for which no action was taken, which was reported to have
resolved 3 days after diagnosis).

Three deaths have been reported in Study A4001026 that relate to malignancy.

o A §Pyear old malc{jvatient (Patient 1 §fF0003; Case No. 2005115924) from
Switzerland permanently discontinued blinded therapy (maraviroc QD) and
zidovudine/lamivudine P) on Day 35 of dosing, with a reason of refusal to
participate further in the study. On Day 36 of study the Investigator reported the
following SAEs for this patient: pericardial effusion, ascites and pleural effusion. All
AEs were Grade 3 in severity and attributed as possibly related to study drug by the
Investigator. This patient died on 07 November 2(.(Day 127 of study) with a
reported cause of death of non-Hodgkin’s lymphoma. The Investigator causality
assessment was ‘disease under study’.

o A §year old male(subiect (Patient 1@P0002; Case No. 2005075016) from
the USA permanently discontinued blinded therapy (efavirenz) on Day 30 of dosing.
This patient died on 26 May 2(@(Day 45 of study), with a reported cause of death as
Castleman’s disease. The Investigator causality assessment was “other illness’.

s A ’year old male-(PID 1.90006 Case No 2006039441) received blinded
therapy (efavirenz) for 11 days. The patient discontinued with sepsis. Hodgkin’s
disease was diagnosed 43 days later. He died 180 days post therapy.

2.7.4.2.1.5.4.4.1. Lymphoma

Lymphomas were reported in 4 patients of 90 subjects who received vicriviroc in ACTG
Study 5211. Up to 15 September 2(. 12 confirmed lymphomas and 2 suspected lymphomas
have been reported in the maraviroc ARISg or Oracle Clinical databases. Of the 12 confirmed
lymphomas, 5 were reported in the R5 TE studies A4001027 and A4001028, 2 in the
maraviroc QD arm, 1 in the maraviroc BID arm and 2 on placebo. One further case of
lymphoma occurred in a patient randomised to placebo and then switched to OL maraviroc
BID. One case of presumptive CNS lymphoma was reported on maraviroc BID. A recent
study of TNF alpha-associated tumours™ used a cut-off period of 6 weeks after initiation of
therapy for sensitivity analysis. Of these 7 cases reported in the maraviroc R5 TE patient
population, 3 presented with symptoms and signs that led to diagnosis of lymphoma within 6
weeks of starting therapy, 1 maraviroc QD and 2 maraviroc BID. No lymphomas have been
reported in the non-R5 TE Study A4001029.
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In the treatment-naive study A4001026, 4 confirmed and 1 suspected case of lymphoma have
been reported. Of the confirmed cases, 1 has been reported on maraviroc QD, 1 on efavirenz
and 2 cases remain blinded. One suspected lymphoma was reported from the efavirenz arm,
In all but i case (double-blind therapy), symptoms and signs leading to the diagnosis of
lymphoma were present before 6 weeks of therapy had been given.
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Table 50. Cases of Lymphoma in the Maraviroc Phase 2b/3 Clinical Program
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Study |PatientID |Treatment Event Name: | Active/Post- |Start Date |Scr® CD; | Ser” HIV-1 | Patient Biopsy |Definite |Related | Death®
No. Preferred Term | treatment of Event® | (cells/uL) | RNA(logyg) | Disposition
1007 1(.11301 Maraviroc BID Large cell B- | Post >2 years |[698 3.99 Post-study Yes Yes Yes No
{100 mg 10 days |cell non-
monotherapy) Hodgkin
lymphoma
1026 |1 '0003 Maraviroc QD Non- Active 36 434 5.13 Discontinued |Yes | Yes No Yes
Hodgkin’s on day 35
Lymphoma
1 '0006 Still blinded Non- Active 108 232 542 Ongoing Yes Yes No No
Hodgkin’s
Lymphoma
1('0003 Still blinded Hodgkin’s Active 11 96 5.69 Discontinued | Yes Yes No No
lymphoma on day 15
1’0006 Efavirenz Hodgkin’s Active 11 87 578 Discontinued |Yes Yes No Yes
lymphoma on day 11
1(.70002* FEfavirenz Castleman'’s | Active 33 218 5.15 Discontinued |Yes No No Yes
disease on Day 30
1027 1(.’0010 Maraviroc QD B cell Active 25 55 4.38 Discontinued |Yes Yes No No
lymphoma day 176
1(' 0001 |Placebo Large cell Active 118 144 4,01 Discontinued | Yes Yes No Yes
lymphoma day 298
1 ’0008 Placebo Large B-cell |Active 209 178 4.83 Ongoing, Yes Yes No No
lymphoma ’
l('0002 Placebo to day 85 |Large B-cell |Post 146 191 54 Discontinued |IN/K [ Yes Yes Yes
MVC BID OL lymphoma Blinded (OL OLMVCon
from day [-143 Active (OL) | phase) day 143
1028 1(.0009 Maraviroc BID  |B cell Active 7 26 5.82 Ongoing Yes Yes No No
lymphoma
100013 Pre-randomisation | Hodgkin’s N/A N/A 150 38 Pre- N/K | Yes No No
lymphoma randomisation
1(.0032 Maraviroc QD Non- Active 75 107 5.16 Discontinued {Yes Yes No Yes
Hodgkin’s day 79
Lymphoma
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Table 50. Cases of Lymphoma in the Maraviroc Phase 2b/3 Clinical Program

Study |PatientID |Treatment Event Name: |Active/Post- [Start Date |Ser® CD; [ Ser® HIV-1 | Patient Biopsy |Definite |Related | Death®

No. Preferred Term: | treatment of Event” | (cells/uL) | RNA(log,y) | Disposition
1 " 001 1** | Maraviroc BID CNS Active 40 4 3.53 Discontinued |No No No Yes
lymphoma day 62

Relatlve days post initiation of blinded study drug
® If screening value was not available, baseline value is given
© last information known 1o sponsor
Cases in italics are possible [ymphomn
* Histology possible plasmablastic, large cell lymphoma
** Presumptive CNS lymphoma rot biopsy confirmed.
N/K = not known
Source; Safety Review of Immunotoxic Potential of Maraviroc, Module 5.3.5.3.
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Conclusion

The rates of infection reported during these studies are similar between both maraviroc
treatment arms and placebo. There were no unusual or unexpected infections, and the
incidence rate of category C infections in patients receiving maraviroc were similar to that
seen in the placebo group.

The incidence and severity of malignancies between treatment groups was similar between the
maraviroc treatment arms and slightly higher in the placebo arm. There were no unusual or
unexpected malignancies, and no evidence of any increased risk of malignancy has emerged
from the data generated in the Phase 2b/3 TE programme.

In the 2 pivotal studies the overall rates of malignancy are similar between treatment arms.
The rates of lymphoma are slightly lower in the maraviroc arms, as are the rates of Kaposi’s
sarcoma and anal cell carcinoma, but including open label reports of lymphoma are in keeping
with what would be expected from this population.

Although the numbers are small of non-R5 patients with malignancies were low, the similarity
in frequency across treatment groups provide further confidence that the inadvertent use of
maraviroc in this population would not adversely affect immune function.

When adjusted for exposure per 100 patient years, the incidence of lymphoma in the Phase 3
R5 population (including B cell lymphoma) was 0.8, 0.4 and 2.0 in the maraviroc QD, BID
and placebo arms (SCS Table 3.4.4.4).

2.7.4.2.2. Narratives

Safety narratives of the treatment-related serious AEs and all deaths are reported in the
individual study reports in Module 5.3.

2.7.4.3. Clinical Laboratory Evaluations

Median changes from baseline in laboratory parameter for subjects receiving maraviroc QD,
maraviroc BID or placebo in Studies A4001027 and A4001028 are presented in Table 51.
Similar changes were seen across the 3 treatment groups, apart from lymphocytes (absolute
and percentages), cholesterol (HDL, LDL and total), triglycerides and creatine kinase, where
larger mean increases were observed in the maraviroc treatiment arms compared to the placebo

group.

Median changes from baseline in serum ALT, AST, GGT, lactate dehydrogenase, alkaline
phosphatase and bilirubin were similar across the 3 treatment arms. A detailed discussion of
changes in LFTs is given in Section 2.7.4.2.1.5.3,
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Table 51. Laboratory test data: Median changes from baseline to last observation, Phase 3 Studies in R5 TE Patients (Studies

A4001027 and A4001028)
Maraviroc QD Maraviroc BID Placebo
Parameter Units N Baseline Median N Baseline Median N Baseline Median
Median Change Median Change Median Change
from from from
Baseline Baseline Baseline
Haemoglobin G/DL 406 14.9 0 419 14.9 0.1 207 14.9 0
Haemaiocrit % 406 446 0 419 44.4 0.8 207 44.4 0
Red blood cells 10+*6/MM**3 406 4,67 0 418 4.67 0 207 46 0
Mean corpuscular volume 10**-15L 406 95 1 419 95 0 207 95 1
Mean corpuscular haemoglobin PG 4006 31 0 419 31 0 207 31 0
MCH concentration G/DL 406 33 0 419 33 0 207 33 0
Platelets 10%*3/MM**3 401 194 17 411 191 23 202 194 13
White blood cells 10##3/MM**3 406 4.5 1 419 43 1.2 207 43 0.6
Lymphocyies (Abs) 10%*3/MM**3 406 1.49 0.33 419 1.48 0.32 207 1.43 0.08
Lymphocytes (%) % 406 34.9 29 419 35.6 1.7 207 353 -13
Neutrophils (Abs) 10%*3/MM**3 376 2.29 0.47 388 211 0.56 193 212 0.42
Neutrophils (%) % 406 548 -1.2 419 537 0.1 207 544 1.9
Basophils (Abs) 10%+3/MM**3 406 0.02 0.01 419 0.03 0.01 207 0.02 0
Basophils (%) % 406 0.6 0 419 0.6 0.1 207 0.5 0
Eosinophils (Abs) 10*%3/MM*+3 406 0.08 0.01 419 0.08 0.01 207 0.07 0.01
Eosinophils (%) % 406 2 0 419 2 0 207 1.8 0
Monocytes (Abs) 10++3MM**3 406 0.28 0.03 419 0.28 0.03 207 0.27 0.02
Monocytes (%) % 406 6.5 -0.7 419 6.6 -0.8 207 6.7 0.2
Total bilirubin MG/DL 397 0.5 0.1 409 0.5 0.1 200 0.4 0.1
Direct bilirubin MG/DL 20 0.2 0 24 0.2 0 15 0.2 0
Indirect bilirubin MG/DL 20 0.6 0.1 24 0.7 0.2 15 0.7 0
AST TU/L 408 43 -6 421 45 -5 207 44 -2
ALT 1U/L 408 46 -7 421 48 -5 206 46 -4
GGT IU/L 68 107 -4 62 152 -17 31 202 -8
Lactate dehydrogenase 1U/L 408 183 -9 420 177 -13 206 178 -8
Alkaline phosphatase 1U/L 408 90 4 421 91 3 207 91 4
Toltal Protein G/DL 408 7.9 -0.2 421 7.8 -0.2 207 1.9 ~0.1
Albumin G/DL 408 4.3 0 421 43 0.1 207 4.3 0
Blood Urea nitrogen MG/DL 408 336 0 421 334 0 207 324 1.3
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Table 51. Laboratory test data: Median changes from baseline to last observation, Phase 3 Studies in R5 TE Patients (Studies

A4001027 and A4001028)
Maraviroc QD Maraviroc BID Placebo
Parameter Units N Baseline Median N Baseline Median N Baseline Median
Median Change Median Change Median Change
firom from from
Baseline Baseline Baseline
Crealinine MG/DL 408 1.2 Q- 421 1.2 0 207 1.2 0
Uric acid MG/DL 407 4.9 0.2 421 4.8 -0.2 207 4.9 0.2
Fasting total cholesterol MG/DL 346 130 14 375 132 10 168 138 3
Fasting HDL cholesterol MG/DL 329 34 3 359 33 2 164 35 0
Fasting LDL cholesterol® MG/DL 257 68 7 274 69 5 133 74 -1
Fasting triglycerides* MG/DL 346 148 11 375 156 15 168 159 6
Sodium MEQ/L 408 140 0 421 140 0 207 140 0
Potassium MEQ/L 408 4.1 0 421 4 0 207 4.1 -0.1
Chloride MEQ/L 408 103 0 421 103 0 207 103 0
Corrected calcium MG/DL 408 9.4 0.2 419 94 0.2 207 93 0.1
Bicarbonate MEQ/L 408 27.1 -0.1 421 27.2 0 207 27.2 0.2
Free T4 {thyroxine) NG/DL 346 0.8 0 373 0.8 0 166 0.8 0
Fasting glucose MG/DL 408 90 4 421 90 5 207 90 5
Creatine kinase U/L 408 215 20 420 202 20 207 179 6
Amylase U/L 408 75 =5 419 73 -5 207 77 0
Lipase U/L 122 47 1 102 51 -2 63 44 Q

Source: SCS Table 3.6.2.5

Normalized data has been used in the computations

Key: MCH — mean corpuscular haemoglobin, AST -- aspartate aminotransferase, ALT- alanine aminotransferase, GGT — gamma glutamyltransferase
"Friedewald estimation by PEG
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The ACTG Severity of Adult Adverse Events Grading Scale for Laboratory Parameters
was used to categorise the severity of abnormal laboratory results. Those portions of the

scale pertaining to laboratory tests discussed in detail in this section are provided in

Table 52.

Table 52, ACTG Laboratory Parameter Grades

Laboratory Test Grade 1 Grade 2 Grade 3 Grade 4
Haemoglobin 8.0 to 9.4 gm/dL 7.010 7.9 gm/dL. 6.5 10 6.9 gm/dL <6.5 gm/dL
Absolute Neutrophil 1000 to 1500/mm3 750 to 999/mm3 500 to 749/mm3 <500/mm3
Count (ANC)

Platelet count 75,000 to 50,000 to 20,000 to 45,999 <20,000/mm3

99,000/mm3 74,999/mm3

Hyponatraemia 130-135 meg/L 123 to 129 meq/L 116 to 122 meg/L <116 meg/L
Hypernatremia 146 to 150 meg/L 151 to 157 meqg/L 158 to 165 meq/L >165 meq/L
Hypokalaemia 3.0 10 3.4 meg/L 2.510 2,9 meq/L 2.0 t0 2.4 meq/L <2.0 meg/L
Hyperkalaemia 5.6 to 6.0 meg/L 6.1 to 6.5 meg/L 6.6 to 7.0 meq/L >7.0 meg/L
Hypocalcaemia 7.8 to 8.4 mg/dL 7.0t0 7.7 mg/dL. 6.1 10 6.9 mg/d/L <6.1 mg/dL
Hypercalcaemia 10.6t011.5mg/dL | 11.6t0 125 mg/dl. | 12.6 to 13.5 mg/dL >13.5mg/dL
Amylase >1.0-1.5 ULN >1.52 0 ULN >2.0-50ULN >5 ULN
Lipase >1.0-1.5 ULN >1.5-20 ULN >2.0-5.0 ULN »5ULN
AST >1.25-2.5 ULN >2.5-5.0 ULN >5.0-10.0 ULN >10 ULN
ALT >1.25-2.5 ULN >2.5-5.0 ULN >5.0-10.0 ULN >10 ULN
GGT >1.25-2.5ULN >2.5-5.0 ULN >5.0-10.0 ULN >10 ULN
Alkaline Phosphatase >1.25-2.5 ULN >2.5-5.0 ULN >5.0-10.0 ULN >10 ULN
Creatinine >1.0-1.5 ULN >1.5-3.0 ULN >3.0-6.0 ULN >6 JLN
Total Bilirubin >1.0-1.5 ULN >1.5-2,0 ULN >2.0-5.0 ULN >5 ULN

2.7.4.3.1. Changes in fasting lipid concentrations

Apparent dose-related increases in total cholesterol and LDL-cholesterol were noted in

Phase 1 multiple-dose escalation Study A4001002, but similar changes were not

consistently seen in other Phase 1 studies, including Study A4001008, the 28-day safety
study in healthy volunteers evaluating 300 mg BID.

In Studies A4001027 and A4001028, a slightly higher proportion of subjects in the

maraviroc QD and maraviroc BID groups than in the placebo treatment group
experienced maximum increases in cholesteroi, LDL cholesterol, and triglycerides of
>20% (Table 53). However, none of these changes was statistically significant

(SCS Tables 3.6.18.1,3.6.18.3,3.6.18.5,3.6.19.1, 3.6.19.3 and 3.6.19.5). Since the vast
majority of patients received PIs (which are associated with lipid abnormalities™) as part
of their OBT in these studies (90.1%, 90.4% and 92.3% for maraviroc QDD, maraviroc
BID and placebo, respectively), the most likely explanation for the different rates of
increases in these lipid concentrations in the maraviroc treatment arms is the longer
duration of exposure for the maraviroc treatment arms (258.7 and 266.8 patient years for
maraviroc QD and BID, respectively) compared to placebo (99.3 patient years) (Table 6).

A slightly higher proportion of subjects in the maraviroc QDD and maraviroc BID groups
(33.2% and 34.9%, respectively) than in the placebo treatment group (28.0%) had
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maximum increases in HDL cholesterol of >20% (Table 53), though these differences
were not statistically significant (SCS Table and 3.6.19.3). Similarly, a slightly higher
proportion of subjects in the maraviroc groups than in the placebo group had an increase
in HDL/LDL ratio of more >20%.

Table 53. Maximum Increases from Baseline in Lipid Concentration in Phase 3
Studies in RS TE Patients (Studies A4001027 and A4001028)

Parameter Range Maraviroc QD Maraviroc BID Placebo
N (%) N (%) N (%)
n 408 421 207
Cholesterol 20 to <30% 36 (8.8) 40 (9.5) 17 (8.2)
>30% 97 (23.8) 95 (22.6) 21 (10.1}
n 408 421 207
LDL cholesterol 20 to <30% 31 (7.6) 23 (5.5) 11 (5.3}
>30% 83 (20.3) 76 (18.1) 30 (14.5)
n 408 421 207
HDL cholesterol 20 to <30% 42 (10.3) 35 (8.3) 19 (9.2}
=30% 79 (19.4) 104 (24.7) 33 (15.9)
n 257 273 133
HDL/LDL ratio 20 to <30% 11 (4.3) 11 (4.0) 4(3.0)
230% 22 (8.6%) 15 (5.5%) 3(2.3)
n 403 421 207
Triglycerides 20 to <30% 13 (3.2) 27 (6.4) 9(4.3)
=30% 161 (39.5) 165 (39.2) 59 (28.5)

010000082342 12\ 1.1 \Approved\01-Dec-2006 11:39

Source: SCS Tables 3.6.15.1 10 3.6.15.5
n = number of subjects evaluable for laboratory abnormalities

In contrast, in Study A4001029 in non-R5 TE patients, the incidence of increases in
cholesterol, LDL cholesterol or triglyceride concentration was similar between treatment
groups. There was some evidence of an increase in HDL cholesterol in the maraviroc
groups compared to placebo, but again, subject numbers were small. Table 54
summarises the number of subjects with maximum increases from baseline of 20 to <30%
and > 30% in cholesterol, LDL cholesterol, HDL cholesterol and triglycerides.

Table 54. Maximum Increases from Baseline in Lipid Concentration in Phase 2b
Study in non-RS TE Patients (Study A4001029)

Parameter Range Maraviroc QD Maraviroc BID Placebo
N (%) N (%) N (%)
n 50 49 45
Cholesterol 20 1w <30% 7(14.0) 6(12.2) 4 (8.9
230% 7{14.0) 8 (16.3) 6(13.3)
n 38 ' 41 36
LDL cholesierol 20 10 <30% 4 (10.5) 3(7.3) 0
230% 7(18.4) 10 (24.3) 10 (27.8)
n 45 48 44
HDL cholesterol 20 to <30% 2{4.4) 8(16.7) 4(9.1)
>30% 9 (20.0) 11(22.9) 5(11.4)
n 50 49 45
Triglycerides 20 1o <30% 3(0) 5(10.2) 2(4.4)
=30% 16 (32) 17 (34.7) 18 (40)

Source: A4001029 Tables 13.7.6.1 t0 13.7.6.4
n = number of subjects evaluable for laboratory abnormalities
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2.7.4.3.2, Changes in Serum Creatinine, blood urea nitrogen and electrolytes

In a Phase 1 Study A4001019, 7 out of 9 subjects who received 1200 mg QD and

1 subject who received placebo experienced increases in creatinine concentrations;
however, all these occurred in a single analytical batch analysed on the same day. The
creatinine concentration for the other subject who received 1200 mg QD and the other
subject who received placebo, analysed on a different day, were within the normal range.
For 5 subjects (4 who received 1200 mg QD and 1 who received placebo), these
creatinine concentration increases were above 1.3x ULN at steady-state. The median
creatinine concentration after 1200 mg QD was above the normal range but did not
exceed 1.3x ULN. Increases in serum creatinine have not been observed in any other
Phasc 1/2a study, including those where high exposures to maraviroc were achieved.

The incidence of Grade 3 or 4 electrolyte and creatinine abnormalities observed
Studies A4001027 and A400128 was low (Table 55), and there was no evidence of a
median change from baseline in creatinine or blood urea nitrogen concentration in
patients receiving maraviroc (Table 51), or an increased incidence of creatinine, blood
urea nitrogen or electrolyte abnormalities in patients receiving maraviroc compared to
placebo (SCS Table 3.6.3.2). There was no evidence that the presence of tenofovir in
OBT had any affect on creatinine levels (see individual CSRs, Module 5.3.51 Study
Reports of Controlled Clinical Studies Pertinent to the Claimed Indication).

Two patients in the R5 TE phase 3 studies were reported to have experienced acute renal
failure and were discontinued:

» Patient 10003 in Study A4001027 was a §year-old{fjfJmale who received
maraviroc QD for a total of 12 days in combination with OBT, consisting of
delavirdine, abacavir sulfate/lamivudine/zidovudine ),
lopinavir/ritonavir ) and tenofovir. He experienced a hypersensitivity
reaction on Day 10 and acute renal failure on Day 12 and was permanently
discontinued. The Investigator ascribed causality of the events to maraviroc and
delavirdine (see A4001027 CSR, Module 5.3.51 Study Reports of Controlled
Clinical Studies Pertinent to the Claimed Indication). Causality in this case is
confounded by the fact that delavirdine is associated with rash and
hypersensitivity. ™"

o Subject 1{po0os, a §year old{male in Study A4001028, was hospitalised
on 25 March 2(.due to fever, dyspnoea and acute renal failure. He had
received placebo and OBT which included enfuvirtide, tenofovir, emtricitabine,
lopinavir/ritonavir and saquinavir since July 2(. The subject was also receiving
clarithromycin and ethambutol for mycobacterium avium infection. Study drug,
OBT and concomitant medications were stopped. The renal failure resolved:
creatinine improved from 6x ULN to 2 — 2.5x ULN, and remained below 2x ULN
(Grade 2) after study drug and OBT were restarted approximately 2 weeks later.
These events were considered related to concomitant treatment (clarithromycin
and tenofovir) and study drug by the Investigator (A4001028 CSR).
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Table 85, Grade 3 and 4 Serum Electrolyte and Creatinine Abnormalities, Phase 3 Studies in R5 TE Patients
(Studies A4001027 and A4001028)

Laboratory Test Grade Maraviroc QD Maraviroc BID Placebo
N n (%) N n (%) N n (%)

Renal Function
Creatining 3 408 2 (0.5) 421 1 0.2) 207 1 ©.5)

4 0 1 (0.2) 0
Electrolytes
Sodium 3 408 0 421 0 207 0
(hypematraemia) 4 0 0 0
Sodium 3 408 1 ©.2) 421 1 (0.2) 207 0
(hyponatraemia) 4 0 0 0
Potassium 3 408 0 421 0 207 0
(hyperkalaemia) 4 0 0 0
Potassium 3 408 1 (0.2) 421 0 207 0
(hypokalaemia) 4 0 0 0
Calcium* 3 408 0 419 0 207 0
(hypercalcaemia) 4 0 0 0
Calciuma® 3 408 2 (0.5} 419 2 (0.5) 207 0 _
(hypocalcaemia 4 0 1 (0.2) 1 (0.5)
Source: SCS Table 3.6.2.1
* - corrected for albumin
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In Study A4001029, the only significant increase in creatinine concentration was in 1 subject
with a Grade 3 increase (3 to 6x ULN). Subject 1(.’0003, in the maraviroc BID group, had
an abnormal baseline creatinine of 1.3 mg/dL which 84 days after starting maraviroc increased
to 5.6 mg/dL, at which time there was an associated increase in blood urea concentration (>2x
ULN). This subject was also reported with SAEs of dehydration and candida oesophagitis 20
days after starting therapy, which were attributed to the disease under study. This did not lead
to discontinuation. A further subject in Study A4001029 (1 ('0001) receiving placebo died
on Day 92 from aggravated renal failure, ascites, haemothorax and disease aggravation
(A4001029 CSR, Module 5.3.5.1 Study Reports of Controlled Clinical Studies Pertinent to the
Claimed Indication). '

There were no Grade 3 or 4 creatinine abnormalities among subjects receiving maraviroc QD
or maraviroc BID OL in Study A4001026.*

2.7.4.3.3. 2.7.4.1.3. Changes in Serum Amylase and Lipase

In Studies A4001027 and A4001028§ there was no evidence of an increase from baseline in
median amylase and lipase concentrations in any of the treatment groups (Table 52). The
incidence of Grade 3 and 4 amylase and lipase abnormalities was low and there was no
evidence of an increased incidence of Grade 3 and 4 abnormalities in subjects receiving
maraviroc compared to placebo (Table 56). Four cases of pancreatitis reported as AEs, 1 on
maraviroc QD, 1 on maraviroc BID and 2 on placebo (see individual CSRs, Module 5.3.51
Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication).

Table 56. Grade 3 and 4 Amylase and Lipase Abnormalities, Phase 3 Studies in R3S TE
Patients (Studies A4001027 and A4001028)

Grade Maravirec QD Maraviroc BID Placebo
N n (%) N n (%) N n (%)
Amylase 3 408 25 6.1) 419 23 (5.5) 207 12 (5.8)
(U/L) 4 3 0.7) 1 (0.2) 0
Lipase 3 165 13 (7.9) 158 8 5.1) 89 7 (7.9
(U/L) 4 1 (0.6) 2 (1.3) 0

Source: SCS Table 3.6,2.1

In Study A4001029 there was some evidence of a higher incidence of Grade 3/4 increases in
serum amylase and lipase in the maraviroc groups compared to placebo, and there were more
Grade 4 abnormalities in the maraviroc BID group than the other 2 groups. However, the
number of subjects was small and there were no subjects with Grade 3 or 4 increase in
amylase or lipase who were reported with pancreatitis (Table 57).

* See Erratum to CSR A4001026.
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Table 57. Grade 3 and 4 Amylase and Lipase Abnormalities, Phase 2b Study in non-R5
TE Patients (Study A4001029)

Grade Maravirec QD Maraviroc BID Placebo
N n (%) N n (%) N n (%)
Amylase 3 63 [ 9.5) 61 5 (8.2) 58 3 (5.2)
(U/L) 4 63 1 (1.6) 61 2 (3.3) 58 0 [(1)]
Lipase 3 32 1 3.1 29 ] 3.4) 24 1 (4.2)
(U/L) 4 32 1 3.1 29 3 (10.3) 24 0 ()

Source: A4001029 Clincal Study Report Table 13.7.2.3

In Study A4001026 there were six Grade 3 or 4 amylase abnormalities reported in the
maraviroc QD treatment arm and 3 in the maraviroc BID OL group (A4001026 CSR, Module
5.3.5.4 Other Study Reports). There were no Grade 3 or 4 lipase abnormalities reported, and
no AEs of pancreatitis (A4001026 CSR Table 13.6.2.3.1).

2.7.4.1.4. Thyroid Function abnormalities

Thyroid follicular cell hypertrophy was observed at high doses in rats in the pre-clinical
toxicology program (see Section 2.4.5.5 Module 2.4 Non-clinical Overview). Although these
changes were thought to be related to enzyme induction at high maraviroc concentration,
provision was made in Studies A4001027 and A4001028 for assessment of free T4 (thyroxine)
and thyroid stimulating hormone (TSH) concentrations at baseline and at 24 weeks.

There was no evidence of an increased frequency of abnormal free T4 or TSH values, or a
median change from baseline for free T4, in patients receiving maraviroc compared to those
receiving placebo (Summary of Clinical Safety Table 3.6.1.4) (Table 51). Five cases of
hypothyroidism were reported in these studies, 3 on maraviroc QD, 1 on maraviroc BID and 1
on placebo. These were all Grade 1 or 2 and were not considered related to study drug by the
Investigator (see individual CSRs, Module 5.3.51 Study Reports of Controlled Clinical Studies
Pertinent to the Claimed Indication).

Similarly, in Study A4001029 there was no evidence of an increased frequency of abnormal
levels of free T4 or TSH values in patients receiving maraviroc compared to those receiving
placebo (CSR Table 13.7.2.2). A single AE of hypothyroidism was reported in the placebo
group in this study (CSR Table 13.6.2.3).

2.7.4.3.4. Abnormalities in Haematology Parameters

There were greater median changes from baseline for total lymphocyte count and differential
lymphocyte count for subjects receiving maraviroc compared to placebo in Studies A4001027
and A4001028 (Table 51). This is expected as subjects receiving maraviroc had significantly
higher increases in CD4 and CD8 lymphocyte counts than patients who received placebo
(Summary of Clinical Efficacy Table 13.4.6.11). There were no clinically relevant differences
in median change from baseline for subjects receiving maraviroc compared to placebo for any
other hacmatology parameter (Table 51).
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Subjects receiving maraviroc were less likely to have lymphocytopaenia (<0.8x lower limit of
normal [LLN]) compared to placebo: the incidence was 11% for both maraviroc treatment
groups and 17% for subjects receiving placebo. Increases in absolute lymphocyte count
(>1.2x ULN) were observed in 4% and 6% of subjects receiving maraviroc QD and maraviroc
BID, respectively, compared to 2% in subjects receiving placebo. Similarly, increases in
lymphocyte percentage were noted for 15 and 16% of subjects receiving maraviroc QD and
BID, respectively, compared to 7% in subjects receiving placebo (Summary of Clinical Safety
Table 3.6.1.4). ’

A low absolute neutrophil count (<0.8x LLN) was slightly more common in subjects receiving
placebo (35%) than in subjects receiving maraviroc (28% and 31 % for maraviroc QD and
maraviroc BID, respectively). However, the incidence of subjects with neutrophil count
percentage (<0.8x LLN) was 19 and 21% in subjects receiving maraviroc QD and BID,
respectively, compared to 13% in subjects receiving placebo (Summary of Clinical Safety
Table 3.6.1.4).

The incidence of Grade 3 and 4 abnormalities in haemoglobin, platelet count and absolute
neutrophil count was low across all 3 treatment arms, and there was no evidence for a
significantly increased incidence in subjects recelving maraviroc compared to placebo

(Table 58). A subject in Study A4001028 (Patient 1 {p0001) was diagnosed with aplastic
anaemia on Day 31 of treatment with maraviroc QD (150 mg). This subject was also
receiving enfuvirtide, lopinavir/ritonavir, didanosine, saquinavir, lamivudine, zidovudine as
OBT, and was concomitantly treated with dapsone, amphotericin B, valganciclovir,
esomeprazole, diazepam, fluconazole, and voriconazole. This event was considered related to
study drug by the Investigator. Study drug was stopped and OBT continued (with zidovudine
replaced by stavudine). The aplastic anaemia resolved, but the subject died approximately

8 months after discontinuation due to HIV disease progression (see Section 2.7.4.2.1.2.1.1 for
narrative). Assessment of the causality of the aplastic anaemia is confounded by the fact that
the subject was receiving multiple drugs that are potentially toxic to the bone marrow,
including zidovudine, dapsone, amphotericin B and valganciclovir.

Table 58. Grade 3 and 4 Abnormalities in Haematology Parameters, Phase 3 Studies in
RS TE Patients (Studies A4001027 and A4001028)

Grade Maraviroc QD Maraviroc BID Placebo
N n (%) N n (%) N n (%)
Hb (G/DL) 3 408 1 (0.2) 420 1 (0.2) 207 0
4 2 (0.5) 1 (0.2) 0
Platelets 3 407 2 (0.5) 418 i 0.2) 206 2 1.0
(10%mm"y 4 0 0 0
ANC 3 408 6 (1.5) 420 11 (2.6) 207 4 (1.9)
10%mm®) 4 3 0.7 5 (1.2) 0

Source: SCS Table 3.6.2.1
Hb — haemoglobin, ANC — absolute neutrophil count

In Study A4001029 very few grade 3 or 4 abnormalities in haemoglobin, platelet count or
neutrophil count were recorded, and these were fairly evenly balanced across the 3 treatment
groups (Table 59).
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Table 59, Grade 3 and 4 Abnormalities in Haematology Parameters, Phase 2b Study in
non-R5 TE Patients (Study A4001029)

Grade Maraviree QD Maraviroc BID Placebo
N n (%) N n (%) N n (%)
Hb(G/DL) 3 63 0 61 0 58 0
4 0 1 (1.6) 0
Platelets 3 63 1 (1.6} 60 0 57 0
(10%mny 4 0 0 0
ANC 3 63 4 6.3) 61 4 (6.6) 58 3 (5.2)
(10%mm®y 4 1 (1.6) 1 (1.6) 0

Source: A4001029 CSR Table 13.7.2.3
Hb — haemoglobin, ANC — absolute neutrophil count

In Study A4001026, 11 subjects receiving maraviroc QD and 3 subjects receiving OL
maraviroc BID had grade 3 or 4 decreases in absolute neutrophil count. Grade 3 or 4
decreases in haemoglobin were recorded in 4 subjects receiving maraviroc QD and in 1
receiving maraviroc BID open label. Clinically significant haematological abnormalities were
reported as SAEs in 5 subjects in the maraviroc 300 mg QD treatment group, but only the
anaemia and leucopaenia in Subject 1(’0003 was considered related to study drug. No
haematological abnormalities resulted in permanent discontinuation from the study (CSR
A4001026, Module 5.3.5.4 Other Study Reports). Assessment of causality of these events is
confounded by the fact that the Sponsor remains blinded to the comparator arm of the study
and the fact that zidovudine, which is associated with bone marrow suppression,™ was a
background drug in this study.

2.7.4.3.5. Increases in Creatine Kinase

Subjects receiving maraviroc had a higher median change from baseline in creatine kinase
compared to placebo (Table 51). There was also a higher incidence of creatine kinase
abnormalities (>2x ULN) in subjects receiving maraviroc; 30% and 29% on maraviroc QD
and BID, respectively, compared to 20% on placebo. Creatine kinase abnormalities are very
commeon in this population, as is evidenced by the fact that 257 patients (115 on maraviroc
QD, 103 on maraviroc BID and 40 on placebo) had abnormal creatine kinase values at
baseline (Summary of Clinical Efficacy Table 3.6.2.3). The slight excess of creatine kinase
increase in the maraviroc treatment arms may be explained by the longer duration of exposure
(258.7 and 266.8 PY for maraviroc QD and BID, respectively) compared to placebo (99.3 PY)
(Table 6).

Three patients in Studies A4001027 and A4001028 reported AEs of rhabdomyolysis or
myositis and discontinued study drug.

e Subject 1[.10016, a dear old male, received maraviroc BID for a total of 177 days
in Study A4001027. He experienced heat exhaustion with thabdomyolysis on
Day 184. He had elevated creatine kinase on Day 1 (423 U/L) which increased to
3318 U/L by Day 3, but returned to normal by Day 8. All other creatine kinase values
up to Day 193 (when a minor increase to 215 U/L was recorded) werc within normal
limits (A4001027 CSR Table B7.1). He also had elevated transaminases on 2 separate
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occasions starting on Day 2 and then again on Day 177 and, at that time, he was
discontinued from the study. The elevated transaminases were considered related to
study drug by the Investigator (A4001027 CSR).

e Subject 1(.)001 8 in Study A4001027 presented on Day 7 with rhabdomyolysis,
candidiasis and hyponatraemia. Study drug (maraviroc BID) was temporarily
discontinued. The rhabdomyolysis had resolved on Day 10 and was considered related
to concormnitant therapy (Patient profile A4001027). Creatine kinase was increased at
baseline (345 U/L), and further increased to 501 U/L by Day 21. The Day 28 value
was 466 U/L. Serum sodium was normal at all timepoints, apart from a Grade 1
abnormality on Day 28 (A4001027 CSR Table B7.1). The patient was permanently
discontinued from the study on Day 56 as he was no longer willing to participate and
no further follow-up is available (Patient profile A4001027).

» Subject 1(.30007, a I.year old female subject participating in Study A4001028, was
hospitalised on 20 March 2(.due to weakness in both legs and was diagnosed with
myositis. She had stopped study drug on 17 February 2(g@when the weakness had
started. Prior to this, she had received maraviroc QD (150 mg) for 79 days. She also
received tenofovir, emtricitabine, zidovudine and lopinavir/ritonavir as OBT.
Screening and baseline creatine kinase were abnormal with values of 363 and 247 U/L,
respectively. By Day 62 values have increased to 829 U/L (A4001028 CSR Table
B7.1). The muscle biopsy revealed marked CD8+ T cell infiliration of the muscle
tissues compatible with T cell mediated (possibly autoimmune)} myositis in conjunction
with some evidence of zidovudine induced toxic muscle fibre damage. In the opinion
of the Investigator, there was a reasonable possibility that the myositis was related to
maraviroc (Table 19).

Two further subjects receiving maraviroc QD in study A4001028 discontinued due to myalgia.
In 1 subject (P1ID 1 }@¥0011) no abnormal creatine kinase was recorded. In the second subject
(PID 13gp0001) the highest recorded creatine kinase values were pre-dose (1020 U/L and 281
U/L on day -6 and day 1, respectively) (A4001028 Table B7.1, Module 5.3.5.1 Study Reports
of Controlled Clinical Studies Pertinent to the Claimed Indication).

e Subject 1(.20014 receiving maraviroc BID in Study A4001027 temporarily
discontinued study drug due to blood creatine kinase and increased hepatic enzymes on
Day 335. The subject was in study at Day 347 (the date of cut-off). Creatine kinase
values were 6566 U/L on Day 335 and had reduced to 492 U/L on Day 340. Creatine
kinase was within normal [imits on Day 347 (Table 23 and Table 38) (A4001027 CSR
Table B7.1, Module 5.3.5.1 Study Reports of Controlled Clinical Studies Pertinent to
the Claimed Indication).

» Subject 1'0004 (maraviroc BID) in study A4001028 temporarily discontinued study
drug due to Grade 4 AST and blood creatine kinase abnormalities. Study drug was
temporarily stopped due to increased AST from Day 15 to 22 and increased creatine
phosphokinase from Day 15 to 22 and Day 29 to 37. These resolved and the subject
had taken study drug up to Day 182 at the time of cut-off. The subject had increased
creatine phosphokinase on a number of other occasions during treatment; these all
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resolved with study drug continued unchanged (A4001028 CSR; also see Table 23 and
narratives following Table 38).

In study A4001029, which lacked significant differences in duration of exposure among
treatment arms, the incidence of creatine kinase abnormalities (>2x ULN) in subjects
receiving maraviroc QD and BID was 16% and 26%, respectively, compared to 26% on
placebo (A4001029 CSR Table 13.7.2.2, Module 5.3.5.1 Study Reports of Controlled Clinical
Studies Pertinent to the Claimed Indication). There were no temporary or permanent
discontinuations due to increased creatine kinase, myalgia, myositis or rhabdomyolysis.

Lab abnormalities in the OL phase of Studies A4001027 and A4001028

Among the 92 TE RS patients who began OL maraviroc after initial failure on blinded therapy
in Studies A4001027 and A4001028 and were evaluable for laboratory data, Grade 3 or 4
laboratory abnormalities have been reported for: decreased in absolute neutrophil count (3
events), decreased platelet count (2 events), decreased haemoglobin (1 event) and increased
potassium level (1 event) (SCS Table 3.6.4.1).

2.7.4.4. Vital Signs, Physical Findings, and Other Observations Related to Safety
Vital signs

Analysis of mean changes in systolic and diastolic blood pressure at Weeks 2 and 24 did not
reveal any remarkable differences between treatment groups, including placebo (SCS Tables
3722t03.7.2.6and 3.7.5.210 3.7.5.6).

Postural hypotension is discussed in Section 2.7.4.2.1.5.1.
ECG

Analysis of changes in ECG parameters (including heart rate and PR interval duration) did not
reveal any remarkable differences between treatment groups, including placebo (SCS Table
3.7.7.1).

The QTc interval is discussed in more detail above in Section 2.7.4.2.1.5.1.
2,7.4.5, Safety in Special Groups and Situations
2.7.4.5.1. Intrinsic Factors

The AESs reported for the Phase 3 studies were analysed to determine whether the safety
profile of maraviroc was affected by sex, age, race, baseline CD4 count, HIV RNA level or
CCRS5A32 genotype, or by hepatitis B or hepatitis C co-infection at baseline or the presence of
a previous AIDS defining illness. The AE profiles were worse for patients with lower CD4
counts and higher HIV-1 RNA levels, as expected. However there were no differences
between the maraviroc treatment groups and placebo for these parameters.
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The preponderance of white males, <65 years of age, wit/wt CCR5A32 genotype without
concomitant hepatitis, recruited into the treatment-experienced studies means that other
subgroups are more difficult to assess. In general no marked differences are seen between the
predominant population and the smaller subgroups (SCS Tables 3.4.9.1 t0 3.4.9.12).

2.7.4.5.2. Extrinsic Factors

The AEs reported for the Phase 3 studies were analysed to determine whether the safety
profile of maraviroc was affected by HIV-1 exposure category, or whether
saquinavir/tipranavir were used as OBT, PDES-inhibitors/antihypertensives/nitrates/alpha-
blockers were used as concomitant medications or by treatment failure status. The AE profiles
were worse for intravenous drug users, as expected. However there were no differences
between the maraviroc treatment groups and placebo for these parameters (SCS Tables 3.4.9.1
t0 3.4.9.12).

2.7.4.5.3. Drug Interactions

As discussed in detail in Module 2.7.2, maraviroc exposure is increased when co-administered
with CYP3A4 inhibitors, which includes PIs and/or delavirdine and a considerable number of
other drugs that are likely to be used by the target population. Saquinavir/ritonavir, in
particular, causes pronounced increases in maraviroc exposure. Based on this, patients whose
OBT included a PI (except tipranavir/ritonavir) and/or delavirdine were dosed with 150 mg
maraviroc rather than 300 mg (see Section 2.7.4.1.3.3.1).

In the Phase 2b/3 programme, AEs were analysed according to the presence or absence of
saquinavir in OBT. Altogether, 128 patients (12.2%) received saquinavir. No difference in
the AE profile was identified in this subpopulation compared to that of the population as a
whole (SCS Table 3.4.9.9).

2.7.4.5.4. Use in Pregnancy and Lactation

Pregnancy and lactation were specific exclusion criteria for the maraviroc clinical studies and
subjects were to discontinue from study drug immediately in the event of pregnancy.

Nevertheless, several pregnancies were reported from the Phase 2b/3 studies, including 5 in
patients who were actually receiving maraviroc. These are presented in Table 60,
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Table 60. Exposure During Pregnancy

SAE PID STUDY Study drug AE

2006060395 17850001 A4001026 Efavirenz Spontaneous abortion
2005143494 13 0006 A4001026 Pre randomisation Induced abortion
2006030016 1 B0004 A4001026 MVC BID Induced abortion
2006045891 10001 A4001026 Efavirenz Spontaneous abortion
2006055386 1{@m0016 A4001026 1 dose of MVC Induced abortion
2006088245 100004 A4001026 Efavirenz Induced abortion
2006088410 1090020 A4001026 Efavirenz Induced abortion
2006099986 12gp000e6 A4001026 MVCBID Unknown
2006029284 10015 A4001027 MVCQD Healthy delivery
2006030025 14@p0014 A4001028 MVC QD Induced abortion
2006068169 1090002 A4001029 Placebo Spontaneous abortion
2006066991 1(@¥0002 A4001029 Placebo Spontaneous abortion

01000006234212\1.1\Approved \01-Des-2006 11:39

Source: extracted from ARISg SAE database

Five Patients became pregnant whilst exposed to maraviroc, Only Patient 110015
(A4001027) is known to have had a healthy delivery; the outcome of Patient 11)0006
(A4001026) is unknown and the other 3 ended with induced abortion. There is therefore very
little data on the effect of exposure to maraviroc in utero in humans.

2.7.4.5.5. Overdose
No cases of overdose of maraviroc have been reported in the maraviroc clinical programme.

There have been 2 overdoses reported in A4001026, 1 of efavirenz and the other of
amifriptyline (SCS Table 3.8.1.4).

2.7.4.5.6, Drug Abuse
There has been no evidence of abuse potential for maraviroc.
2.7.4.5.7. Withdrawal and Rebound

There is no evidence to suggest that withdrawal or rebound symptoms will accompany
cessation of maraviro¢ therapy.

2.7.4.5.8. Effects on Ability to Drive or Operate Machinery or Impairment of Mental
Ability

No studies on the effects on the ability to drive and use machines have been performed.
However, maraviroc can cause dizziness, and it is possible that if severe this may impair a
patient’s ability to drive or operate machinery

2.7.4.6. Post-marketing Data

Maraviroc has not been approved for marketing in any country, and therefore no post-
marketing data are available.
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Protocoi No, Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
(Country; No. Duration Groups Subjects) Location
Centers”)
A4001009 Design: Maraviroc Sex: 20 M/OF A4001009
(Belgium — Single | Cohort 1; double-blind (third |Route: IV fusion over |Mean/Median Age Module 5.3.1.1
centre) party open), four-way 60 minutes (solution at [(min/max):

crossover study

Cohort 2: open, two-way
crossover study

Duration

Cohort 1

Four periods of single doses
separated by at least 7 days

Cohort 2
Two periods of single doses
separated by at least 7 days

2.5 mg/mL)
Route: 1x100 mg
research tablet

COHORT 1
3 mg maraviroc IV

10 mg maraviroc [V

30 mg maraviroc I'V

33.0 (22/42) years
Race: W/B/O: 20/0/0

Analysed for safety: N=8

All causality AE: 0

Treatment Related AE: O
SAE: 0

Deaths: 0

Discontinuations Due to AE: 0

Analysed for safety: N=8

All causality AE: 2

Treatment Related AE: 2
SAE: 0

Deaths: 0

Discontinuations Due to AE: 0

Analysed for safety: N=8

All causality AE; 2

Treatment Related AE: 2
SAE: 0

Deaths: 0 ]
Discontinuations Due to AE: 0
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Resulis (N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001009 Placebo Analysed for safety: N=§
continued All causality AE: 2
Treatment Related AE: 2
SAE: 0
Deaths: 0
Discontinuations Due to AE:; 0
COHORT 2

30 mg maraviroc IV

1x100 mg maraviroc
tablet

Analysed for safety: N=12
All causality AE: 3

Treatment Related AE: 3
SAE: ¢

Deaths: 0

Discontinuations Due to AE: 0

Analysed for safety: N=12
All cauvsality AE: 4

Treatment Related AE: 3
SAE: 0

Deaths: 0

Discontinuations Due to AE: 0

Source: A4001009 Clinical Study Report (CSR) Tables 6.1.1 and 6.1.2

Note: No. =Number; BID = Twice daily,; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

"AEs are presented as number of subject experiencing an event.
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Section 2.7.4 Table Al Safety Results

Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Repert
{Country; No. Duration Groups Subjects) Location
Centers")
A4001040 Design Sex: 33 M/11F A4001040
(Singapore — Single | Single dose open, Mean/Median Age Module 5.3.1.2
centre) randomised, 2 way crossover (min/max):
study 27.1 (21/54) years
Race: W/B/O: 0/0/44
Duration.
Two periods of single doses | Maraviroc Analysed for safety: N=44
separated by at least 5 days | Route: Commercial All causality AE: 17
Tablet; Treatment Related AE. 7
Dose Regimen: 300 mg SAE: 1
Deaths: 0
Discontinuations Due to AE: 2
Maraviroc Analysed for safety: N=42
Route: Research Tablet; All causality AE: 20
Dose Regimen: 300 mg Treatment Related AE: 9
(2x150 mg) SAE: ©
Deaths: 0

Discontinuations Due to AE: 0

Source: A4001040 Clinical Study Report (CSR) Tables 13.6.2.]1 and 13.6.3.1
Note: No. = Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event
"AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
A4001001 Design: Maraviroc Sex: 24 M/OF A4001001
(Belgium — Single | Double-blind (3rd party Route: Powder for oral |Mean/Median Age Module 5.3.3.1
centre) open), placebo-controlled, solution (min/max):
dose escalating, crossover Placebo 28.6 (21/45) years

study

Duration:
Five periods of single doses
separated by at least 7 days

Route: Powder for oral
solution

COHORT A
1 mg maraviroc solution

10 mg maraviroc
solution (fasted)

100 mg maraviroc
solution (fasted)

Race: W/B/Q: 23/1/0

Analysed for safety: N=9

All causality AE; 0

Treatment Related AE: 0
SAE: 0

Deaths: 0

Discontinuations Due to AE: 0

Analysed for safety: N=9

All causality AE: 0

Treatment Related AE: 0
SAE: 0

Peaths: 0

Discontinuations Due to AE: 0

Analysed for safety: N=9

All causality AE: 1

Treatment Related AE: 1
SAE: 0

Deaths: 0

Discontinuations Due to AE: 0
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
(Couniry; No. Duration Groups Subjects) Location
Centers")
A4001001 900 mg maraviros Analysed for safety: N=9
continued solution (fasted) All causality AE: 6

100 mg maraviroc
solution (fed)

Placebo

COHORT B

3 mg maraviroc solution

Treatment Related AE: 6
SAE: 0
Deaths: 0

Discontinuations Due to AE: 0

Analysed for safety: N=12
All causality AE: 2
Treatment Related AE: 1
SAE: 0

Deaths: 0

Discontinuations Due to AE: 0

Analysed for safety: N=12
All causality AE: 2
Treatment Related AE: 2
SAE: 0

Deaths: 0

Discontinuations Due to AE: 0

Analysed for safety: N=d42
All causality AE: 20
Treatment Related AE: 9
SAE: 0

Deaths: 0

Discontinuations Due to AE; 0
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
A4001001 30 mg maraviroc Analysed for safety: N=42
continued solution All causality AE: 20

300 mg maraviroc
solution

1200 mg maraviroc
solution

Placebo

Treatment Related AE: 9
SAE: 0

Deaths: 0

Discontinuations Due to AE: 0

Analysed for safety: N=9
All causality AE: 1
Treatment Related AE: 1
SAE: 0

Deaths: 0

Diiscontinuations Due to AE: 0

Analysed for safety: N=9
All causality AE: 9
Treatment Related AE: 8
SAE: ¢

Deaths: 0

Discontinuations Due to AE: 0

Analysed for safety: N=12
All causality AE: 3

Treatment Related AE: 2
SAE: 0

Deaths: 0

Discontinuations Due to AE: 0

Source: A4001001 Clinical Study Report {CS8R) Tables 13.6.2.1 and 13.6.3.1

Note: No. = Number; BID = Twice daily; M = Male; F = Female; W/B/0 = White/black/other; AE = Adverse event; SAE = Serious adverse event

*AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
A4001002 Design: Maraviroc Sex: 72M/OF A4001002
(Belgium — Single | Double-blind (3rd party Route: Mean/Median Age Module 5.3.3.1
centre) open), parallel group, Powder for oral solution |(min/max);

placebo controlled single
dose and multiple
escalating oral dose study

Duration:
12 days

(3, 10, 25, 100 & 300
mg) -

Route:
Oral tablet (600 mg)

COHORT &
3 mg BID

COHORT 6
10 mg BID

COHORT 4

25 mg BID

29.3 (18/41) years
Race: W/B/O: 66/3/3

Analysed for safety: N=5
All causality AEs: 4
Treatment related AEs: 4

|SAEs: @

Deaths: 0
Discontinuations due to AEs; 1

Analysed for safety: N=5

All causality AEs: 3

Treatment related AEs: 0
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=9

All causality AEs: 6
Treatment related AEs: 2
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)° Study Report
(Country; No. Duration Groups Subjects) Location
Centers”)
A4001002 COHORT 1
continued 100 mg BID Analysed for safety: N=9

All causality AEs: 5
Treatment related AEs: 3
SAEs: 0
Deaths: 0
Discontinuations due to AEs;

COHORT 2

300 mg BID Analysed for safety: N=9
All causality AEs: 7
Treatment related AEs: 5
SAEs: 0
Deaths: 0
Discontinuations due to AEs:

COHORY 3

600 mg QD Analysed for safety: N=9
All causality AEs; 8
Treatment related AEs: 8
SAEs: 0
Deaths: 0
Discontinuations due to AEs:

COHORT 5

G00 mg QD Analysed for safety: N=9

All causality AEs: 7
Treatment related AEs: 4
SAEs: 0

Deaths:

Discontinuations due to AEs:

Source: A4001002 Clinical Study Report {CSR) Tables 6.1.1 and 6.2.1

Note: No. = Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

"AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
(Country; No. Duration Grouaps Subjects) Location
Centers")
A4001003 Design: Maraviroc Sex: 15SM/OF A4001003
(Belgium — Single | Open, randomised, five-way |Route: Mean/Median Age Module 5.3.3.1
centre crossover study. Oral tablet (50, 100 & {min/max):

Duration:
Five periods of single dose
separated by at least 5 days

600 mg)

Route:
Powder for oral solution
(100 mg)

1 x 50 mg maraviroc
tablet (fasted)

1 x 100 mg maraviroc
tablet (fasted)

100 mg maraviroc
solution (fasted)

31.3 (20/44) years
Race: W/B/O: 14/1/0

Analysed for safety: N=15
All causality AEs: 7.
Treatment related AEs: 4.
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

Analysed for safety: N=15
All causality AEs: 5
Treatment related AEs: 3
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

Analysed for safety: N=15
All causality AEs: 6
Treatment related AEs: 3
SAEs: 0

Deaths: 0

Discontinuations due to AEs:
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001003 600 mg (4 x 150 mg Analysed for safety: N=15
continued tablets) maraviroc All causality AEs: 9

(fasted)

600 mg (4 x 150 mg
tablets) maraviroe {(fed)

Treatment related AEs: 8
SAEs: 0

Deaths: 0

Discontinuations due t¢ AEs: 0

Analysed for safety: N=15
All causality AEs: 6
Treatment related AEs: 4
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001003 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1
Note: No. = Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event
®ATs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers”)
A4001008 Design: Maraviroc Sex: 39M/ISF A4001008
(UK - 2 centres) Randomised, double-blind, |Route: Mean/Median Age Module 5.3.3.1
placebo-controlled, multiple | Oral tablet (100 & 300  |{min/max):
dose study. mg BID) 31.4 (18/52) years
Race: W/B/O: 51/1/2
Duration: Placebo
42 days Route:
Oral tablets
100 mg BID maraviroc Analysed for safety: N=16
All causality AEs: 11
Treatment related AEs: 9
SAEs: 0
Deaths: 0
Discontinuations due to AEs; 1
300 mg BID maraviroc Analysed for safety: N=16
All causality AEs: 15
Treatment related ABs: 15
SAEs: 0
Deaths: 0
Discontinuations due to AEs: 0
Placebo Anmnalysed for safety: N=16

All causality AEs: 14
Treatment related AEs: 9
SAEs: O

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001008 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1

Note: No. =Number, BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

*AFEs are presented as number of subject experiencing an event.




Section 2,7.4 Table Al Safety Results

_ 0100000621405712. 2 \Approvedi23-Nov-2006 11:40

Protocol Noe. Study Design/ Treatment Demographics {No. of Safety Results (N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001010 Design: Maravirog °C Sex: 3M/OF Analysed for safety: N=3 A4001010
(UK - Single Single centre, open study Route: Mean/Median Age All causality AEs: 1 Module 5.3.3.1
centre) Powder for oral solution |({min/max): Treatment related AEs: 1
Duration: (300 mg) 49.0 (45/53) years SAEs: O
Single dose Race; W/B/O: 3/0/0 Deaths: 0

Discontinuations due to AEs: 0

Source; A4001010 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1

Note: No. = Number;, BID = Twice daily; M = Male, F = Female, W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

*AEs are presented as number of subject experiencing an event.
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Protocol Ne. Study Design/ Treatment Demographics (No. of Safety Resulis (N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001019 Design: Maraviroc Sex: 19 M/17F A4001019
(UK - Single Randomised, double blind, Route: Mean/Median Age Module 5.3.3.1
centre) 3rd party open, placebo- Oral tabiet (300 & 600 [ (min/max);
controlled, parallel mg BID) 28.1 (18/44) years
group study with three Race: W/B/O: 36/0/0
cohorts of 12 subjects (9 Placebo
active treatment, 3 placebo  |Route:
per cohort). Oral tablet
Duration:
14 days
Maraviroc 300 mg BID Analysed for safety: N=9
(days 1-7) All causality AEs: 9/9,
Treatment related AEs: 9/9.
SAEs: ©
Deaths: 0
Discontinuations due to AEs: 1
Maraviroc 600 mg BID Analysed for safety: N=8
(days 8-14) All causality AEs; 8
Treatment related AEs: 6
SAEs: 0
Deaths: 0
Discontinuations due to AEs: 0
Maraviroc 600 mg BID Analysed for safety: N=9
(days 1-7) All causality AEs: 8

Treatment related AEs: 8
SAEs: O

Deaths: 0

Discontinuations due to AEs: 1
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001019 Maraviroc 900 mg BID Analysed for safety: N=8§
continued (days 8-14) All causality AEs: 8
Treatment related AEs: 8
SAEs: ¢
Deaths: 0
Discontinuations due to AEs: 0
Maraviroc 900 mg QD Analysed for safety: N=9
(days 1-7) All causality AEs: 8

Maraviroc 1200 mg QD
(days 8-14)

Placebo

Treatment related AEs: §
SAEs: 0

Deaths: 0

Discontinuations due to AEs; 0

Analysed for safety: N=9

All causality AEs: 9
Treatment related AEs:; §
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=9

All causality AEs: 9
Treatment related AEs: 9
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 1

Source: A4001019 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1

Note: No. =Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

*AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
A4001038 Design: Maraviroc single oral Sex: 24 M/OF A4001038
(Belgium, An open study 300 mg tablet Mean/Median Age Module 5.3.3.3
Singapore — Two (min/max):
centres) Duration: 28.3 (22/40) years
single dose Race: W/B/O: 12/0/12

Asian

Caucasian

Analysed for safety: N=12
All causality AEs: 3,
Treatment related AEs: 2.
SAEs: 0

Deaths: 0

Discontinuations due to AEs; 0

Analysed for safety: N=12
All causality AEs: 3.
Treatment related AEs: 1.
SAEs: O

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001038 Clinical Study Report (CSR) Tables 13.6.2.1 and 13.6.3.1
Note: No. = Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other, AE = Adverse event; SAE = Serious adverse event

"AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics {No. of Safety Results (N} Study Report
(Country; No. Duration Groups Subjects) Location
Centers”)
A4001004 Design: Maraviroc single oral Sex: 15M/OF A4001004
(Belgium — Single | An open study 100 mg tablet Mean/Median Age Module 5.3.3.4
centre) (min/max):
Duration; 34.5 (20/45) years
Five periods of single doses Race; W/B/Q: 15/0/0
separated by at least 5 days
Fasted Analysed for safety: N=15

Dosing 1 hour prior to
food

Dosing with food

Dosing 1 hour post food

All causality AEs: 1
Treatment related AEs: 0
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

Analysed for safety: N=11
All causality AEs: 4
Treatment related AEs: 2
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

Analysed for safety: N=11
All causality AEs: 1
Treatment related AEs: 0
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

Analysed for safety: N=12
All causality AEs: 2
Treatment related AEs: 0
SAEs: 0

Deaths: 0

Discontinuations due to AEs:
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers”)
A4001004 Dosing 2 hour post food Analysed for safety: N=11
continued All causality AEs: 2

Dosing 4 hour post food

Treatment related AEs: 0
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=11
All causality AEs: 3
Treatment related AEs: 1
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001004 Clinical Study Report {CSR) Tables 6.1.1 and 6.2.1
Note: No. =Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event
"AFEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
A4001005 Design: Sex: OM/ISF A4001005
(UK - 2 centres) Randomised, double blind, Mean/Median Age Module 5.3.3.4
placebo-controlled, two way (min/max):
crossover study. 38.0 (32/45) years

Duration:
Two periods of 11 days
separated by at least 7 days

Race: W/B/O: 15/0/0

100 mg maraviroc
Day 1.

100 mg maraviroc + OC
Day 2-11

Placebo
Day 1

Analysed for Safety, N=15

All causality AEs: 4.
Treatment related AEs: 2.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for Safety, N=15

All causality AEs: 13.
Treatment related AEs; 12.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for Safety, N=15

All causality AEs: 9.
Treatment related AEs: 7.
SAEs: 0

Deaths: 0

Discontinuations due to AEs; 0
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Resuits (N)° Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
Ad001005 Placebo +OC Analysed for Safety, N=15
continued Day 2-11 All causality AEs: 15,

Treatment related AEs: 14.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source; A4001005 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1

Note: No. =Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

*AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
A4001006 Design: Sex: 24 M/OF A4001006
(Belgium — Single | An open, randomised, Mean/Median Age Module 5.3.3.4
centre) placebo controlled, 2 way (min/max):
crossover study. 30.3 (18/43) years
Race: W/B/O: 23/1/0
Duration:
Two periods of 9 days
separated by at least 7 days.
COHORT 1

100 mg maraviroc
{(-+saquinavir 1200 mg
TID)

100 mg maraviroc
{+ placebo TID)

COHORT 2
100 mg maraviroc
{tketoconazole 400 mg,

QD)

Analysed for Safety, N=12

All causality AEs: 12,
Treatment related AEs; 12,
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for Safety, N=12

All causality AEs: 7.
Treatment related AEs: 6.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for Safety, N=12

All causality AEs: 4.
Treatment related AEs; 2.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0
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Safety Results (N)°

Protocol No, Study Design/ Treatment Demographics {No. of Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001006 100 mg maraviroc Analysed for Safety, N=12
continued (+ placebo QD) All causality AEs: 6.

Treatment related AEs: 3.
SAEs: 0
Deaths: 0

Discontinuations due to AEs: 0

Source: A4001006 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1
Note: No. = Number; BID = Twice daily, M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event
"AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results {N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
A4001011 Design: Sex: 36 M/OF A4001011
{(Belgium — Single | Open, randomised, Mean/Median Age Module 5.3.3.4
centre) placebo-controlled, parallel (min/max):
group study. 31.1 (18/45) years
Race: W/B/QO: 32/2/2
Duration;
28 days
GROUP 1

100 mg maraviroc BID
(Day 7)

100 mg maraviroc BID +
Rifampicin 600 mg QD
(Day 21)

200 mg maraviroc BID +
Rifampicin 600 mg QD
(Day 28)

Analysed for Safety, N=12

All causality AEs: 3.
Treatment related AEs: 2.
SAEs: 0

Deaths: 0

Discontinuations due to AEs; 0

Analysed for Safety, N=12

All causality AEs: 6.
Treatment related AEs: 4.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for Safety, N=12
All causality AEs: 5.
Treatment related AEs: 4.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
A4001011 GROUP 2
continued 100 mg maraviroc BED Analysed for Safety, N=12
(Day 7) All causality AEs: 0.

100 mg maraviroc BID +
Efavirenz 600 mg QD
(Day 21)

200 mg maraviroc BID +
Efavirenz 600 mg QD
(Day 28)

GROUP 3
100 mg maraviroc BID
(Day 7)

Treatment related AEs: 0,
SAEs; 0

Deaths: 0

Discontinuations due to AEs:

Analysed for Safety, N=12
All causality AEs: 12,
Treatment related AEs: 12. .
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

Analysed for Safety, N=12
All causality AEs: 9.
Treatment related AEs; 9.
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

Analysed for Safety, N=12
All causality AEs: 1.
Treatment related AEs: 1.
SAEs: 0

Deaths: 0

Discontinuations due to AEs:
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Section 2.7.4 Table Al Safety Results

Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers’)
A4001011 100 mg maraviroc BID Analysed for Safety, N=12
continued (Day 21) + placebo All causality AEs: 4.
Treatment related AEs: 2.
SAEs: 0
Deaths: 0
Discontinuations due to AEs: 0

Source: A4001011 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1

Note: No. =Number, BID = Twice daily; M = Male, F = Female;, W/B/O = White/black/other; AE = Adverse event, SAE = Serious adverse event
"AEs arc presented as number of subject experiencing an event.




Section 2.7.4 Table Al Safety Results

0100000621405742,21Approved) 23-Nov-2006 11:40

Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)° Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001012 Design: Sex: 6 M/6 F A4001012
(Belgium — Single |Randomised, double blind, Mean/Median Age Module 5.3.3.4
centre) placebo-controlled, two- (min/max):
period crossover study. 31.1 (23/44) years
Race: W/B/O: 12/0/0
Duration:
Two periods of 7 days,
separated by at least 7 days.
300 mg (3x100 mg Analysed for Safety, N=12

tablets) maraviroc BID +
7.5 mg midazolam

Placebo tablets + 7.5 mg
midazolam

All causality AEs; 9.
Treatment related AEs: 9.
SAEs: 0

Deaths: ¢

Discontinuations due to AEs: 0

Analysed for Safety, N=12

All causality AFs: 5.
Treatment related AEs: 5.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001012 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1

Note: No. =Number; BID = Twice daily; M = Male; F = Female, W/B/O = White/black/other; AE = Adverse event, SAE = Serious adverse event

"AEs are presented as number of subject experiencing an event.
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Protocol No, Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001013 Design: Sex: 20 M/12F A4001013
(Belgium — Single | Open label, randomised, . Mean/Median Age Module 53.3.4
centire) placebo-controlled, four (min/max): '
treatment, four group, 30.8 (19/44) years
parallel group study. Race: W/B/O: 28/4/0
Duration: GROUP 1
28 days 100 mg maraviroc BID Analysed for Safety, N=8

100 mg maraviroc BID
+ ritonavir 100 mg BID

50 mg maraviroc BID +
ritonavir 100 mg BID

All causality AEs: 5.
Treatment related AEs: 4.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for Safety, N=§

All causality AEs: 5.
Treatment related AEs: 5.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: (

Analysed for Safety, N=§

All causality AEs: 2,
Treatment related AEs: 1.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0
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Protocol Neo. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
(Country; No. Dauration Groups Subjects) Location
Centers")
A4001013 GROUP 2
continued 100 mg maraviroc BID Analysed for Safety, N=8

100 mg maraviroc BID
+ saquinavir 1000 mg
BID + ritonavir 100 mg
BID

25 mg maraviroc BID +
saquinavir 1000 mg BID
+ ritonavir 100 mg BID

GROUP 3
100 mg maraviroc BID

All causality AEs: 4.
Treatment related AEs: 4.
SAEs: 0

Deaths: 0

Discontinuations due to AEs;

Analysed for Safety, N=8
All causality AEs: 7.
Treatment related AEs: 7.
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

Analysed for Safety, N=8
All causality AEs: 7.
Treatment related AEs: 6
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

Analysed for Safety, N=8
All causality AEFs: 3.
Treatment related AEs; 2.
SAEs: 0

Deaths: 0

Discontinuations due to AEs:
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)® Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001013 100 mg maraviroc BID Analysed for Safety, N=8
continued + lopinavir 400 mg BID All causality AEs: 6.
+ ritonavir 100 mg BID Treatment related AEs: 5.

50 mg maraviroc BID
+ lopinavir 400 mg BIID
+ ritonavir 100 mg BID

GROUP 4

100 mg maraviroc BID

100 mg maraviroc BID +
placebo

SAEs: 0
Deaths: 0
Discontinuations due to AEs: 0

Analysed for Safety, N=8

All causality AEs: 6.
Treatment related AEs: 4.
SAEs: 0

Deaths; 0

Discontinuations due to AEs: 0

Analysed for Safety, N=8

All cauvsality AEs: 3.
Treatment related AEs: 3.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for Safety, N=8

All causality AFs: 6.
Treatment related AEs; 4.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: ¢

Source: A4001013 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1

Note: No. =Number; BID = Twice daily,; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event;, SAE = Serious adverse event

"AEs are presented as number of subject experiencing an event,
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
(Country; No. Daration Groups Subjects) Location
Centers")
A4001017 Design: Marayiroc Sex: 37 M/OF A4001017
(UK — Single Open, single period, single | Route: Single oral tablets | Mean/Median Age Module 5.3.3.4
centre) centre study. (300 mg) {min/max):

Duration:
Single dose

COHORT 1

300 mg maraviroc +

efavirenz 600 mg QD +
(lamivudine

150 mg + zidovudine

300 mg)

COHORT 2

300 mg maraviroc +
efavirenz 600 mg QD +
didanosine 250 mg
enteric coated QD -+
tenofovir 300 mg QD.

COHORT 3

300 mg maraviroc +
Nevirapine 200 mg BID
+ lamivudine 150mg
BID, -+ tenofovir 300 mg
QD.

38.1 (28/52) years
Race: W/B/O: 35/1/1

Analysed for Safety, N=8

All causality AEs: 4.
Treatment related AEs; 4.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for Safety, N=8

All causality AEs: 0.
Treatment related AEs: 0.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for Safety, N=8

All causality AEs; 1.
Treatment related AEs: 1.
SAEs: 0

Peaths: 0

Discontinuations due to AEs: 0
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
A4001017 COHORT 4
continued 300 mg maraviroc + Analysed for Safety, N=5
(lopinavir + All causality AEs: 2.
ritonavir) 400mg BID + Treatment related AEs: 2.
stavudine 40 mg BID + SAFEs: 0
lamivudine Deaths: 0
150 mg BID Discontinuations due to AEs: 0

Source: A4001017 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1

Note: No. = Number; BID = Twice daily, M = Male; F = Female; W/B/O = White/black/other, AE = Adverse event; SAE = Serious adverse event

*AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Saflety Results {N)" Study Report -
(Country; No. Duration Groups Subjects) Location
Centers")

A4001018 Design: Maraviroe Sex: 8M/A4 F A4001018
Open label, randomised, Route: Oral tablets (3 x | Mean/Median Age Module 5.3.3.4
placebo-controlled, two- 100 mg) BID (min/max):
period crossover study. 31.4 (21/45) years

T™M13* Race: W/B/O: 12/0/0
Duration; Route: Oral tablets
Two periods of 7 days (800mg/160mg tablets)
separated by at least 7 days  [BID

Placebo

Route: Oral tablets BID

300mg maraviroc -+
TM13* 960 mg
(800/160 mg)

300 mg maraviroc +
placebo

Analysed for Safety, N=15
All causality AEs: 10.
Treatment related AEs; 6.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 1

Analysed for Safety, N=13
Ail causality AEs: 6.
Treatment related AEs: 2.
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 1

Source; A4001018 Clinical Study Report (CSR} Tables 6.1.1 and 6.2.1

Note: No. =Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other, AE = Adverse event, SAE = Serious adverse event

®*AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001020 Design: Maraviroc Sex: 8 M/M4F A4001020
(UK — Single Double-blind, third party Route: Oral tablets Mean/Median Age Module 5.3.3.4
cenire) open, randomised, {100 mg) (min/max);
placebo-controlled, two- 31.4 (21/45) years
period crossover study. TM1* Race: W/B/O: 12/0/0
Route: 300 mg tablet
Duration: BID
Two periods of 7 days
separated by at least 7 days | Placebo
Route: 3 Oral tablets
BID

300 mg maraviroc BID -+

{(lamivudine

150 mg + zidovudine
300 mg)

Placebo H

(lamivudine 150 mg +

zidovudine 300 mg)

Analysed for Safety, N=12

All causality AEs: 10
Treatment related AEs; 9
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for Safety, N=11

All causality AEs: 8

Treatment related AEs: 6
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001020 Clinical Study Report {(CSR) Tables 6.1.3 and 6.2.3

Note: No. = Number, BID = Twice daily; M = Male; F = Female;, W/B/O = White/biack/other; AE = Adverse event; SAE = Serious adverse event

*AEs are presented as number of subject experiencing an event.

B AR CRIRR .
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
{(Country; No. Duration Groups Subjects) Location
Centers")
A4001021 Design: Maraviroc Sex: 33 M/3F A4001021
(UK — Two centres) | Open, randomised, placebo- |Route: Oral tablets Mean/Median Age Module 5.3.3.4
controlled, 2-way crossover | (100 mg) 100 or 300 mg | (min/max);
study. BID 27.4 (18/44) years

Duration:
Two periods of 21 days
separated by at least 14 days

COHORT 1

300 mg maravirocBID +
TM2* BID

(Days 1-21) plus
efavirenz 600 mg QD
(Days 8-21)

300 mg maravirocBID +
placebo BID

(Days 1-21) plus placebo
QD

(Days 8-21)

COHORT 2

100 mg maraviroc BID +
boosted saquinavir BID
(Days 1-21) plus
efavirenz 600 mg QD
(Days 8-21)

Race: W/B/O: 34/1/1

Analysed for Safety, N=11

All causality AEs: 11
Treatment related AEs: 11
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 1

Analysed for Safety, N=11

All causality AEs; 10
Treatment related AEs: 10
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 1

Analysed for Safety, N=11

All causality AEs; 10
Treatment related AFs: 10
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 1

RGN NIR A SN
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Protocol No. Study Design/ Treatment Demographics {No. of Safety Results (N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001021 100 mg maravirocBID + Analysed for Safety, N=11
continued placebo BID All causality AEs: 9

{Days 1-21) plus placebo
QD (Days 8-21)

COHORT 3

100 mg maravirec BID -+
saquinavir 1000 mg BID
+TM2* BID (Days
1-21) +efavirenz 600 mg
QD (Days 8-21)

100 mg maraviroc BID +
placebo BID

(Days 1-21) + placebo
QD (Days 8-21)

Treatment related AEs: 9
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for Safety, N=6

All causality AEs; 6
Treatment related AEs: 6
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 4

Analysed for Safety, N=6

All causality AEs: 4
Treatment related AEs: 1
SAEs: 0

Deaths: 0

Discontinuations due to AEs; 0

Source: A4001021 Clinical Study Report (CSR) Tables 13.6.2.1 and 13.6.3.1

Note: No. =Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event, SAE = Serious adverse event

"AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
(Country; No. Duration Groups Subjects) Location
Centers’)
A4001022 Design: Maravirog Sex: I0M/A2F A4001022
(Singapore — Single | Open, randomised, placebo- | Route: Oral tablet Mean/Median Age Module 5.3.34
cenire) controlled, two-way (50 mg) 300 mg BID (min/max):
crossover study 31.8(22/44) years
Tenofovir Race: W/B/Q: 0/0/12

Duration:
Two periods of 7 days
separated by at least 14 days

Route: 300 mg oral tablet
QD

Placebo
Route: Oral tablet

Maraviroc 300 mg BID
+ tenofovir

Maraviroc 300 mg BID
+ placebo

Analysed for safefy: N=12
All causality AEs: 8
Treatment related AEs:; 5
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=11
All causality AEs: 9
Treatment related AEs; 3
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001022 Clinical Study Report (CSR) Tabies 13.6.2.1 and 13.6.3.1

Note: No. =Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other, AE = Adverse event; SAE = Serious adverse event

"AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers”)
A4001025 Design Maraviroc Sex: 12M/OF A4001025
(Singapore — Single | Open, randomised, placebo- |Route: Oral tablet Mean/Median Age Module 5.3.3.4
centre). controlled, two-period {50 mg} 300 mg BID (min/max):
crossover study. 28.7 (21/43) years
Atazanavit Race: W/B/O: 1/0/11
Duration: Route: Oral tabiet
Two periods of 14 days 400 mg QD
separated by at least 14 days
Placebo

Route: Oral tablet

Maraviroc 300 mg BID
+ atazanavir

Maraviroc 300 mg BID
+ placebo

Analysed for safety: N=12
All causality AEs: 12
Treatment related AEs: 12
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=12
All causality AEs: 11
Treatment related AEs; 7
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001025 Clinical Study Report (CSR) Tables 13.6.2.1 and 13.6.3.1

Note: No. =Number; BID = Twice daily; M = Male; F = Female;, W/B/Q = White/black/other; AE = Adverse event; SAE = Serious adverse event

*AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001042 Design: Maraviroc Sex: 6 M/6 F A4001042
(Belgium — Singie | Open, randomized, 2 way Route: Oral tablet Mean/Median Age Module 5.3.34
centre) crossover study. (50 mg) 150 mg BID | (min/max):
32.7 (22/43) years

Duration:
Two periods of 8 days

separated by at least 14 days

Boosted tipranavir
Route: Oral tablet

(500 mg tipranavir
/200 mg ritonavir) BID

Placebo
Route: Oral tablet

Maraviroc 150 mg BID
+ boosted tipranavir BID

Maraviroc 150 mg BID
+ placebo

Race: W/B/O: 11/0/1

Analysed for safety: N=12
All causality AEs: 11
Treatment related AEs: 11
SAEs: 0

Deaths: 0

Discontinuations due to AEs; 0

Analysed for safety: N=12
All causality AEs: 9
Treatment related AEs: 8
SAEs: 1

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001042 Clinical Study Report (CSR) Tables 13.6.2.1 and 13.6.3.1

Note: No, =Number;, BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

"AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results {(N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
Ad001046 Design: Maraviroc Sex: TM/1 F A4001046
(UK - Single Open, single period, single | Route: Single oral tablet |Mean/Median Age Module 5.3.34
centre) centre study. (150 mg) (min/max):

Duration:
Single dose

Maraviroe 150 mg

45.9 (38/56) years
Race: W/B/O: 7/1/0

Analysed for safety: N=8

All causality AEs: 0
Treatment related AEs: 0
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001046 Clinical Study Report (CSR) Tables 13.6.2.1 and 13.6.3.1

Note; No. =Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

"AEs are presented as number of subject experiencing an event.




Section 2.7.4 Table Al Safety Results

01000006214057\2,2\Appraved\23-Nov-2006 11:40

Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
{(Country; No. Duration Groups Subjects) Location
Centers’)
A4001043 Design: Maraviroc Sex: 8M/4F A4001043
{Singapore — Single | Open label, randomized, Route: Commercial Mean/Median Age Module 5.3.34
centre) single dose 2-way crossover. |tablet (300 mg) (min/max}:

Duration:
Two periods of single doses
separated by at least 5 days

Maraviroc 300 mg
Fed

Maraviroc 300 mg
Fasted

28.5(21/40) years
Race: W/B/Q: 0/0/12

Analysed for safety: N=12
All causality AEs: 3
Treatment related AEs: 1
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=12
All causality AEs: 5
Treatment related AEs: 2
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source; A4001043 Clinical Study Report (CSR) Tables 13.6.2.1 and 13.6.3.1
Note: No. = Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

*AEs are presented as number of subject experiencing an event.
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Safety Results (N)"

Protocol No. Study Design/ Treatment Demographics (No. of Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001016 Design: Marayirog Sex: 30 M/31F Ad4001016
(Belgium — Single | Randomised, single dose, Route: Oral tablets (100 [ Mean/Median Age Module 5.3.4.1
centre) placebo and active controlled | and 150 mg) {min/max);
five way crossover 29.9 (19/44) years

Study.

Duration:
Five periods of single doses
separated by at least 7 days

Moxifloxacin
Route: Oral tablet
400 mg

Placebo
Route: Oral tablets

Maraviroc 100 mg

Maraviroc 300 mg

Maraviroc 900 mg

Race: W/B/O: 58/1/2

Analysed for safety: N=61
All causality AEs: 16
Treatment related AEs: 10
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

Analysed for safety: N=59
All causality AEs: 16
Treatment related AEs: 11

1SAEs: 0

Deaths: 0
Discontinuations due to AEs:

Analysed for safety: N=58
All causality AEs: 29
Treatment related AEs: 26
SAEs: 0

Deaths: 0

Discontinuations due to AEs:
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Section 2.7.4 Table A1 Safety Resulits

Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001016 Moxifloxacin 400 mg Analysed for safety: N=58
continued All causality AEs: 17
Treatment related AEs: 15
SAEs: 0
Deaths: 0

Discontinuations due to AEs: 0

Placebo Analysed for safety: N=59
All causality AEs: 16
Treatment related AEs: 10
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001016 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1
Note: No. =Number; BID = Twice daily; M = Male; F = Female; W/B/Q = White/black/other; AE = Adverse event; SAE = Serious adverse event
"AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001033 Design: Maraviroc Sex: 16 M/OF A4001033
(Belgium — Single | Part 1 an open, randomized, |Route: Oral tablets Mean/Median Age Module 5.3.4.1
centre) two-period (period 1 and 2) | (150 mg) (min/max):
crossover assessment of a 30.2 (19/45) years

single sublingual spray of 0.4
mg GTN v no-treatment
(GTN placebo).

Part 2: double blind,
randomized, placebo-
controlled, two period
(periods 3 and 4) crossover
assessment of a single oral
dose of maraviroc 900 mg v
placebo (maraviroe placebo).

Duration:
Part 1: Two single doses
separated by at least 24hrs.

Part 2:
Two single doses separated
by at least 3 days.

Part 1 and 2 separated by at
least 5 days

Marviroc placebo
Route: Oral tablets

GTN
Route: 0.4 mg sublingual
spray

GTN placebo
Sublingual spay

Maraviroc 900 mg QD

Maraviroc placebo QD

Race: W/B/O:; 14/1/1

Analysed for safety: N=16
All causality AEs: 8

Treatment related AEs: 6
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=16
All causality AEs: 3

Treatment related AEs: 1
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0
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Protocol No.
{Country; No.
Centers”)

Study Design/
Duration

Treatment

Demographics (No. of
Groups Subjects)

Safety Results (N)"

Study Report
Location

A4001033
continued

GIN QD

GTN placebo QD

Analysed for safety: N=16
All causality AEs; 5
Treatment related AEs: 5
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=16
All causality AEs: 3
Treatment related AEs; 1
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001033 Clinical Study Report (CSR) Tables 13.6.2.1 and 13.6.3.1

Note: No. = Number, BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event;

GTN Glyceryl trinitrate

*AEs are presented as number of subject experiencing an event,
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)° Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001007 Design: Maraviroc Sex: 45M/-F A4001007
(Germany, Randomised, double blind, [Route: Oral tablets Mean/Median Age Module 5.3.4.2
Netherlands, UK — | placebo-conirolled, (25 mg) (min/max):
6 centres) multicentre study. 34.2 (23/48) years

Duration:
10 days

Placebo

Route: Oral tablets

Maraviroc 25 mg QD

Maraviroc 50 mg BID

Maraviroc 100 mg BID

Race: W/B/O: 40/4/1

Analysed for safety: N=9

All causality AEs: 7
Treatment related AEs: 4
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=8
All causality AEs: 7
Treatment related AEs; 5
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=8

All causality AEs: 5

Treatment related AEs: 4
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0




" Section 2.7.4 Table Al Safety Results

Q1000006214057\2.2\Approved\ 23-Nov-2006 11:40

Protocol No. Study Design/ Treatment Demographics (No. of Safety Results {(N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
A4001007 Maraviroc 300 mg BID Analysed for safety: N=8
continued All causality AEs: 6

Placebo

Treatment related AEs: 6
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=12
All causality AEs: 8
Treatment related AEs: 5
SAEs: O

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001007 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1

Note: No. =Number, BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

*AEs are presented as number of subject experiencing an event.




Section 2.7.4 Table Al Safety Results
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Resuits (N)* Study Report
{Country; No. Duration Groups Subjects) Location
Centers")
A4001015 Design: Maraviroc Sex: 35 M/2F A4001015
(Germany, UK, Randomised, double-blind, |Route: Oral tablets Mean/Median Age Module 5.3.4.2
USA — 7 centres) | placebo-controlled, (50 mg) {min/max):
multicentre, five treatment, 38.0 (27/53) years

parallel group study.

Duration:
10 days

Placebo
Route: Oral tablets

Maraviroc 150 mg B1D
(fasted)

Maraviroc 150 mg BID
(fed)

Maraviroc 100 mg QD
(fasted)

Race: W/B/O: 35/1/1

Aanalysed for safety: N=8

All causality AEs: 5
Treatment related AEs: 3
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=8

All causality AEs: 5

Treatment related AEs: 2
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Analysed for safety: N=9

All causality AEs: 6
Treatment related AEs: 3
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 1




Section 2.7.4 Table Al Safety Results

0100000621405712.2\Approved23-Nov-2006 11:40

Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
(Country; Neo. Duration Groups Subjects) Location
Centers")
A4001015 Maraviroc 300 mg QD Analysed for safety; N=§
continued (fasted) All causality AEs; 6
Treatment related AEs; 3
SAEs: 0
Deaths: 0
Discontinuations due to AEs; 0
Placebo Analysed for safety: N=4

All causality AEs: 1
Treatment related AEs: 1
SAEs: 0

Deaths: 0

Discontinuations due to AEs: 0

Source: A4001015 Clinical Study Report (CSR) Tables 6.1.1 and 6.2.1

Note: No. =Number, BID = Twice daily; M = Male, F = Female;, W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

"AEs are presented as number of subject experiencing an event.




Section 2.7.4 Table Al Safety Results
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Protocol No. Study Design/ Treatment Demographics {(No. of Safety Results (N)° Study Report
{(Country; No. Duration Groups Subjects) Location
Centers")
Ad001027 Design: Maraviroc Sex: 52BM/5TTF A4001027
{Canada, USA — A 48 week, multi-centre, Route; Oral tablets Mean/Median Age Module 5.3.5.1
108 centres) double-blind, randomised (150 mg) {min/max):
(2:2:1), placebe-controlled, 45.9 (19/75) years
phase 2b/3 superiority study. |Placebo Race; W/B/O:
Route: Oral tablets 483/87/15

Duration:
Minimum of 48 weeks

Maraviroc QD — 300 mg
dose equivalents*

Maraviroc BID —300 mg
dose equivalents*

Placebo

Analysed for safety: N=232

All causality AEs: 204 (87.9%)
Treatment related AEs: 95 (40.9%)
SAEs: 29 (12.5%)

Deaths: 2 (0.9%)

Discontinuations due to ABEs: 11 (4.7%)

Analysed for safety: N=235

All causality AEs: 213 (90.6%)
Treatment related AEs: 114 (48.5%)
SAEs: 37 (15.7%)

Deaths: 2 {0.9%)

Discontinuations due to AEs: 10 (4.3%)

Analysed for safety: N=118

All causality AEs: 99 (83.9%)
Treatment related AEs: 48 (40.7%)
SAEs: 20 (16.9%) '
Deaths: 1 (0.8%)

Discontinuations due to AEs: 6 (5.1%)

Source: A4001027 Chinical Study Report (CSR) Tables 13.6.2.1 and 13.6.3.1
Note: * Patients with a protease inhibitor {other than tipranavir)/delavirdine as part of their optimized background therapy received 150 mg; No. = Number;
BID = Twice daily; M = Male; F = Female, W/B/O = White/black/other; AE = Adverse event, SAE = Serious adverse event

AEs are presented as number of subject experiencing an event, the total of number of subjects in that treatment group and this percentage. .




Section 2.7.4 Table Al Safety Results
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results {N)* Study Report
(Country; No. Dauration Groups Subjects) Location
Centers")
A4001028 Design: Maraviroc Sex: 402 M/62 F A4001028
(Australia, A 48 week, multi-centre, Route: Oral tablets Mean/Median Age Module 5.3.5.1
Belgium, France, double-blind, randomised (150 mg) (min/max):
Germany, Italy, (2:2:1}, placebo-controlled, 46.0 (17/75) years
Netherlands, phase 2b/3 superiority study. |Placebo Race; W/B/O:
Poland, Spain, Route: Oral tablets 394/60/10
Sweden, Duration:
Switzerland, UK, |Minimum of 48 weeks

USA — 131 centres)

Maraviroc QD — 300 mg

dose equivalents*

Maraviroc BID - 300 mg

dose equivalenis*

Placebo

Analysed for safety: N=182

All causality AEs: 162 (89.0%)
Treatment related AEs: 110 (60.4%)
SAEs: 29 (15.9%)

Deaths: 4 (2.2%)

Discontinuations due to AEs; 9 (4.9%)

Analysed for safety: N=191

All causality AEs: 170 (89.0%)
Treatment related AEs: 99 (51.8%)
SAEs: 30 (15.7%)

Deaths: 4 (2.1%)

Discontinuations due to AEs; 7 (3.7%)

Analysed for safety: N=91

All causality AEs: 76 (83.5%)
Treatment related AEs: 45 (49.5%)
SAEs: 14 (15.4%)

Deaths; 0

Discontinuations due to AEs: 2 (2.2%)

Source: A4001028 Clinical Study Report (CSR) Tables 13.6.2.1 and 13.6.3.]

Note: * Patients with a protease inhibitor (other than tipranavir)/delavirdine as part of their optimized background therapy received 150 mg; No. = Number;
BID = Twice daily, M = Male, F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event
AEs are presented as number of subject experiencing an event, the total of number of subjects in that treatment group and this percentage.
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Protocol No, Study Design/ Treatment Demographics (No. of Safety Results (N)" Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001029 Design: Maraviroe Sex: 161 M/25F A4001029
(Australia, Multi-centre, double blind, |Route; Oral tablets Mean/Median Age Module 5.3.5.1
Belgium, randomised (1:1:1) placebo | (150 mg) (min/max):
Canada, controlled study. 43.3 (16/62) years
Germany, Placebo Race: W/B/O:
Netherlands, Duration: Route: Oral tablets 130/48/8
Spain, 48 weeks
Switzerland, Maraviroc QD) — 300 mg Analysed for safety: N=63
UK, USA —-76 dose equivalents* All causality AEs: 54 (86%)
centres) Treatment related AEs: 28 (44%)

Maraviroc BID - 300 mg
dose equivalents*

Placebo

SAEs: 10 (16%)
Deaths: 2 (3.2%)
Discontinuations due to AEs: 0

Analysed for safety: N=61

All causality AEs: 56 (92%)
Treatment related ABs: 30 (49%)
SAEs: 9(15%)

Deaths: 2 (3.3%)

Discontinuations due to AEs: 2 (3.2%)

Analysed for safety: N=62

All causality AEs: 55 (89%)
Treatment related AEs: 38 (61%)
SAEs: 11 (4.8%)

Deaths: 3 (4.8%)

Discontinuations due to AEs: 4 (6.5%)

Source: A4001029 Clinical Study Report (CSR) Tables 13.6.2.1 and 13.6.3.1
Note: * Patients with a protease inhibitor (other than tipranavir)/delavirdine as part of their optimized background therapy received 150 mg; No. = Number;
BID = Twice daily, M = Male; F = Female; W/B/CO = White/black/other; AE = Adverse event; SAE = Serious adverse event

AEs are presented as number of subject experiencing an event, the total of number of subjects in that treatment group and this percentage.




Section 2.7.4 Table Al Safety Results
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results {N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers”) :
A4001032 Design: Maraviroc Sex: S M/IOF A4001032
(UK - Single Single blind, randomised, Route: 20 mg/ml in 4 Mean/Median Age Module 5.3.54
centre) single study day, two-part different formulations {min/max):
study. 36.3 (19/54) years
Part 1. Subjects tasted 4 Race: W/B/O: 17/1/0
maraviroc and 2 comparator
formulations using the rinse
and spit method
Part 2: later in the day
swallowed a pre-selected
maraviro¢ formulation,
Duration:
1 day
Marviroc 20 mg/ml Analysed for safety: N=18

All causality AEs: 3
Treatment related AEs: 1
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

0

Source: A4001032 Clinical Study Report {CSR) Tables 13.6.2.1 and 13.6.3.1
Note: No. = Number; BID = Twice daily; M = Male; F = Female; W/B/O = White/black/other; AE = Adverse event; SAE = Serious adverse event

"AEs are presented as number of subject experiencing an event.
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Protocol Ne. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers”)
A4001047 Design: Maraviroc Sex: 9M/1 F A4001047
(Singapore - Single | Open, randomized 5-way Route: Mean/Median Age Module 5.3.5.4
centre) crossover study. 600 mg IR tablet (min/max);
600 mg MR tablet 27.6(21/37) years
Duration; Race: W/B/O: 0/0/10
Five periods of single doses
IR Analysed for safety: N=10
All causality AEs: 0
Treatment related AEs: 0
SAEs: 0
Deaths: 0
Discontinuations due to AEs:
MR 4 hour (fasted) Analysed for safety: N=10

MR 6 hour {fasted)

MR 6 hour (fed)

All causality AEs: 3
Treatment related AEs: 1
SAEs: 0

Deaths: 0

Discontinuations due to AEs;

Analysed for safety: N=10
All causality AEs: 4
Treatment related AEs: 1
SAEs: 0

Deaths: 0

Discontinuations due to AEs:

Analysed for safety: N=10
All causality AEs: 2
Treatment related AEs: 0
SAEs: O

Deaths: 0

Discontinuations due to AEs:




01000006214057\2.2 \Approved \ 23-Nov-2006 11:40

Section 2.7.4 Table Al Safety Results

Protocol No. Study Design/ Treatment Demographics (No. of Safety Results (N)* Study Report
(Country; No. Duration Groups Subjects) Location
Centers")
A4001047 MR 9 hour (fasted) Analysed for safety; N=10
continued All causality AEs: 4
Treatment related AEs: 0
SAEs: 0
Deaths: 0
Discontinuations due to AEs: 0

Source: A4001047 Clinical Study Report (CSR) Tables 13.6.2.1 and 13.6.3.1

Note: No. =Number; BID = Twice daily; M = Male; F = Female; W/B/Q = White/black/other; AE = Adverse event; SAE = Serious adverse event; IR = Immediate
release; MR = Modified release

AEs are presented as number of subject experiencing an event.
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Protocol No. Study Design/ Treatment Demographics (No. of Safety Results {N)* Study Report
(Country; No. Daration Groups Subjects) Location
Centers”)
A4001026 Design: Maraviroc Sex; 130 M/44 F Note: Only 1 treatment arm reported A4001026
(Argentine, A global, double-blind, Route: Oral tablet Mean/Median Age {maraviroc QD), which was terminated |Module 5.3.5.4
Australia, Belgium, | comparative trial of 300 mg QD (min/max): by DSMB, with the other 2 blinded
Brazil, maraviroc in combination 37.6 (20/70) years treatment arms still ongoing.
with ARTs in treatment-naive Race: W/B/O:
Canada, CCRS tropic HIV-1 infected 126/34/14
Germany, Italy, individuals.
Netherlands, 96 Weeks.
Poland, South
Africa, Spain, Duration:
Sweden, 96 weeks
Switzerland, UK,
USA -
142 centres)
300 mg QD Analysed for safety: N=174

All causality AEs: 147 (84.5%)

Treatment related AEs: 122 (70.1%)

SAEs: 21 (12.1%)

Deaths: 2 (1.1%)

Discontinvations due to AEs: 13 (7.5%)

300 mg BID open label Analysed for safety: N=129

All causality AEs: 82 (63.6%)
Treatment related AEs: 32 (24.8%)
SAEs: 9 (7.0%)

Deaths: 0

Discontinuations due to AEs: 1 (0.8%)

Source: A4001026 Clinical Study Report (CSR} Tables 13.1.1,13.1.1.2,13.6.2.2,1,13.6.22.2, 13.6.2.4.1, 13.6.2.4.2, 13.6.5.1, 13.6.5.2 and 13.6.6.1
Note: No. =Number; BID = Twice daily; M = Male; F = Female; W/B/0O = White/black/other; AE = Adverse event; SAE = Serious adverse event; AEs are
presented as number of subject experiencing an event.




Table 1.1.1 Page 1 of 1
Maraviroe Summary of Clinical Safety
Subject Evaluation Groups by Dose Fraquency and Gender - Phase 1

SINGLE DOSE MULTIPLE COSE

MALE FEMALE MALE FEMALE
Treatment Group N

Placebo 164 74 28 EL 23
<1C0mg h:13 &7 10 19 0
10Cmg 264 84 al 117 a2
150mey 12 ] o 5 6
300mg 232 107 44 60 21
&00mg &0 24 1 27 ]
900mg 140 85 24 g L]
1200my 18 9 [} 5 4
maravircc Only 782 346 114 243 79
maravirec + Interactant 227 as 1 139 51
Interactant 130 54 as 13 25
maravirec Only - Distinct Subjects 55% 205 57 230 67
All maravircc - Distinct Subjects €32 241 58 254 79
All Doses - Distinct Subjects 674 241 se 288 87

The ‘All Doses - Distinct Subjects' row may include subjects that receive placebo or interactant only.

The Distinct Subjects rowa account for subjects counted more than once across Lreatment groups.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protogoels: A4001001, A4001002, A40G010G3, A20G1004, A4001005, A4001006, A4001008, A4COL009, A4001010, A4001011, A4D0:012,
A4001013, A4001016, A4001017, A4001018, A4001019, 24001020, A4001021, A4001022, A4001025, A4001032, A4001033, R4001038, A4001040
, A4001042, R4001043, A4001046 and A4001047.

Date of Table Generation; 07SEP2006 (09:23)

PFLZER CONFIDENTIAL



Table 1.1.2 Page 1 of 1
Maraviroc Summary of Clinical Safety
Subject Evaluation Groups by Dose Frequency and Gender - Single Dose - Phase 1

SINGLE DOSE

MALE FEMALE

Treatment Group N

Placebo 107 78 29
<100mg 77 87 10
100mg 115 84 31
3100mg 151 107 14
600mg 25 24 1
300mg a3 55 28
1200mg 9 9 0
maraviroc Only 460 346 114
maraviroc + Interactant 37 as 1
Interactant 82 54 El:}
maraviroc Only - Distinct Subjecte 262 205 57
All maraviroc - Distinct Subjects 299 241 c8
All Doges - Distinet Subjects 299 241 58

The 'All Doses - Distinct Subjecta’ row may include subjects that receive placebe or interactant only,

The Distinct Subjects rows account for subjects counted more than conce across treatment groups.

211 maraviree Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, 24001003, A4001004, A400100%, A4001010, A400iClE, A4001017, A4001032, A4001023, A4001038, Ad001040,
A4001043, A4001D46 and A4001047.

Date of Table Qeneration: O07SEP2006 (06:25})
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Table 1.1.3 Page 1 of 1
Maravirce Summary of Clinical Safety
Subject Evaluation Groupe by Dose Frequency and Gender - Multiple Dose - Phase 1

MULTIPLE DOSE

MALE FEMALE

Treatment Group N

Placebo 57 34 23
<100mg unit dose . 19 19 0
100mg BID 149 117 3z
150mg BID 12 [ 3
200mg BID 81 &0 21
G0omg QD 1s pE-] a
600mg BID 17 2 8
200mg QD ] 5 4
200mg BID 8 4 4
1200mg CD 9 5 4
maravirec only 322 243 79
maravircece + Interactant 120 132 51
Interactant is 13 25
maraviroc Only - Distinct Subjects 297 230 67
All maraviroc - Distinct Subjects 333 254 79
All Doges - Distinet Subjects a75 208 a7

The ‘All Dosee - Distinct Subjects’ row may include subjects that receilve placebo or interactant only.

The Distinct Subjects rows account for subjects counted mere than once acrose treatment groups.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001002, A4001005, R4001006, A4001008, A4001011, A4001012, A4001013, A4001018, A4001013, A4001020, A4001021,
A4001022, A4001025 and A4001042.

Date of Table deneration: 1SAUGE2008 (10:27)
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Table 1.2.1 Page 1 of 1
Maraviroc Summary of Clinical Safety
Duraticn of Treatment (Days} - Single Dose - Phase 1

Treatment Group N Mean Minimum Maximum Median
Flacebo 107 1.0 1 1 1.0
<100meg 7 1.0 1 1 1.0
100mg 115 1.0 1 1 1.0
300mg 151 1.0 1 1 " 1.0
600mg 25 1.0 1 1 1.0
S00mg a3 1.0 1 1 1.0
1z200mg 9 1.0 1 1 1.0
maravirec Only . 262 1.0 1 1 1.0
maraviroc + Interactant 37 1.0 1 1 1.0
Interactant 92 1.0 1 1 1.0

The number of subjects (N) represents the number of unique subjects within a treatment

group, however the summary statistice are based on distinct treatment periods.

Includes Protocols: A4001001, A4001003, A4001C04, A4001009, A4001010, A400101§, R4C01017, A4001032, A4001033, A4001038, A4001940,
A4001043, R4001046 and R4001047.

Date of Table Generaticen: 07SEP2006 (06:53)
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Tabla 1.2.2 Page 1 of 2
Maraviroc Summary of Clinical Safety
Duration of Treatment (Days) - Multiple Dose - Phase 1

Treatment Group R Maan Minimum Maximum Median
Placebeo 57 13.4 1 28 12.0
<100mg unit dose 19 11.6 5 12 12.0
100mgy BID 149 11.4 1 28 8.0
150mg BID 1z 8.0 -] 8 8.0
300mg BID 81 14.4 3 28 12.0
600my QD+ 18 2.5 T 12 9.5
§00mg BID 17 6.6 -1 7 7.0
900mg QD [ 7.0 7 7 7.0
2¢0mg BID a 7.0 7 7 7.0
1200mg QD 9 7.0 T 7 7.0
maraviroc Only 297 11.3 1 28 8.0
maraviroc + Interactant 190 10.4 3 21 9.0
Interactant a8 8.2 7 19 7.0

The number of subjects {NH) represants the number of unigue subjecte within a treatment

group, however the summary statistics are based on distinct treatment periods.

Includes Protocols: A4001002, A4001005, R4001006, A4001008, A4001011, A4001012, A4001013, A4001018, A4001018, A4001020, A4001021, A4001022,
A4001025 and A4001042.

Date of Table Generation: 15AUG2006 (10:25)

PFIZER CONFIDENTIAL



Table 1.3.1 Page 1 of 5
Maravirec Summary of Clinical Safety
Demographic Characteristics - Single Dose - Phase 1

Placebo <100y
MALE FEMALE TOTAL MRLE FEMALE TOTAL
Number (%) of Subjects 78 29 107 67 17
Age (years):
18-44 75 (96.2) 29 (100.90) 104 (97.2) 82 (22.5) a (80,0} 70 (80.39)
45-64 3 (3.0} 3 0 3 (2.8) 5 {7.5) 2 {20.0}) 7 {3.1)
Mean 29.7 30.4 29.9 31.% 33.1 3z.1
8D 6.9 7.3 7.0 7.4 13.3 a.3
Ranga 19-45 19=-44 15-45 20-54 1%-53 19-54

Raca:
WHITE T4 {94.9}) 7 {33.1) 101l (94 .4) €4 {95.5) 10 {(100,0) T4 (86.1)
BLACK 2 (2.6} 1 (3.4) 3 (2.8) 3 {4.5) Q 3 {3.9)
ASIAN 1 (1.3} 1 (3.4) 2 {1.9) ] ] 0
OTEER 1 (1.3} 0 1 {0.9) 0 ] 0
Weight (kg):
Mean T4.9 60.2 ¥0.9 77.9 67.7 T6.6
8D a.1 7.4 19.3 8.7 6.7 9.1
Range 57.0-93.0 50.1-77.1 50.1-53.0 60.9-98.92 57.1-77.3 57.1-5%8.9
2] 78 (100.0} 29 {100.0) 107 {100.0) &7 {100.0) 0 {100,0) 77 (100.0)
Height (cm):
Maan 176.7 164.5 173.4 178.1 162.3 176.0Q
sh 6.1 5.3 8.0 6.6 7.6 a.6
Range 163.5-181.0 156.5-176.0 156.5-151.0 162.0-198.0 154.0-178.0 154.0-128.0
L} 78 (100.0} 29 {100.0) 107 (100.0) &7 {100.0) i0 {100.0} 77 (1¢0.0)

Includes Protocols: A4001001, A4001003, A40010C4, A4001009, R4001010, A4001016, A4001017, R4001032, A4001033, AR4001038, A400104C, A4001043, A400L04%6
and A4001047.

Date of Table Generation: O73EP2006 (07:01)
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Table 1.3.1 Page 2 of &
Maraviroe Summary of Clinical Safety
Demographic Characteristics - Single Dose - Phase 1

100mg 300mg
MALE FEMALE TOTAL MALE FEMALE TOTAL
84 a1 115 107 44 151
82 (97.6) 31 (100.0) 113 (98.3) 104 (97.2) 43 (97.7) 147 (97.4)
2 (2.4) o 2 1.7) 3 (2.8) 1 (2.3) 4 {2.0)
Hean 30.7 30.8 30.7 28.6 29.7 28.9
sD 6.9 7.2 6.9 6.6 7.7 6.9
Range 19-45 19-44 19-45 19-53 19-54 19-54

WHITE 82 (87.6) 2% (53.5) 111 (96.5) 52 {48.5) 28 (63.6) 81 (53.6)
BLACE 1 (1.2) 1 {3.2) 2 {1.7) aQ 1 (2.3) 1 {0.7)
ASIAN 1 (1.2) 1 {3.2) 2 {1.7) 54 {50.5) 15 {34.1) [:3:} {45.7)
OTHER 0 Q [+] [} 1} ]
Weight {kg):
Mean 76.3 50.8 72.1 70.9 58.4 67.2
5o 8.9 7.9 11.1 8.3 7.5 9.9
Range 60.4-100.1 50.1-78.5 50.1-100.1 52.0-92.2 46.0-77.1 46.0-92.2
H 84 {100.0) 31 {100.0) 115 {100.0} 107 (100.0) 44 (100.0) 151 (109.0)
Height {cm}:
Hean 177.4 164.6 173.9 i74.7 1632.0 171.3
8D 6.6 5.2 8.4 6.3 &.1 8.2
Range 162.0-198.0 156.5-176.0 156.5-198.0 159.5-150.0 14%.0-176.0 14%.0-190.0
N B4 {100.0) 31 (100.9) 115 (100.0} ie7 (100.0} 44 (100.0) 151 (100.0)

Includes Protocols: A4001001, A4001003, A4001004, A400100%, A4001010, A4061016, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generatich: OT7SEB2006 (07:01)

PFIZER CONFIDENTIAL



Table 1.3.1 Page 3 of 5
Maraviroc Summary of Clinical Safety
Demographic Characteristies - Single Doge - Phase 1

Age (years}:

18-44 24 {100.0) 1 (190.¢) 25 {100.0) 53 {96 .4} 28 (100.0) 81 (97.8)
45-64 0 o 0 2 (3.5) 0 2 (2.4)
Mean ’ 29.7 33.0 29.8 28.7 30.6 29.3
sp 6.7 0.0 6.6 7.1 7.4 7.2
Range 20-44 33-32 20-44 18-45 19-44 19-45
Raca:
WHITE 14 (58.3) o 14 {56.0) 52 {94.5) 26 {92.9) 78 {94.90)
BLACK 1 4.2) o 1 {4.0) 1 (1.8) 1 {(3.6) 2 (2.4)
ASIAN 3 (37.3) 1 (100.0) 10 {4C.0) 1 {1.8) 1 (2.6) 2 (2.4)
OTHER Q [+] 0 1 (1.8) [} 1 (z.2)

Weight (kg):

Mean 71.5 65.0 1.2 73.3 56.1 68.9

sD 8.8 0.0 8.8 7.5 7.5 9.7
Range 56.0-98.% 65.0-65.0 56.0-98.9 57.0-93.9 §0.1-77.1 50.2-93.0

L] 22 {100.0) 1 (100.9) 25 (100,0) 55  (100.0) 28 {100.0) 82 {100.0}
Height (cm) ¢

Mean 174.2 156.0 173.5 176.1 164.4 172.2

sh 5.9 0.0 6.8 5.8 © .4 7.9
Range 162.0-188.0 156.0-156.0 156.0-188.0 163.5-190,9 156.5-176.0 156.5-180.0

N 24 (100.9) 1 (100.0) 25 {100.,0) 55 {100,0) 28 (100.0) 83 {100.0)

Includes Protocol
and A4001047.
Date of Table deneration: O7SEP2006 (07:01)
PFIZER CONFIDENTIAIL

A400Q1001, A4001003, A4001004, R4001009, A400101C, A4001016, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, A4001046




Table 1.3.1 Page 4 of 5
Maraviroc Summary of Clinical Safety
Demographic Characteristice - Single Dose - Phase 1

1200mg maraviroc Only
MALE FEMALE TOTAL MALE FEMALE TCTAL
Numper (%) of Subjects ] [+] 9 205 57 262
Age (years):
18-44 a {100.0) ] {10¢.9) 194 (54.6) 54 {94.7) 248 (94.7)
45-64 [} 0 11 {5.4) 3 (5.3) 1a (5.3)
Hean 30.0 3¢.0 30.2 30.6 30.3
sD 5.7 5.7 7.4 a.a 7.7
Range 22-41 22-41 19-54 19-64 19-54

Race:

WHITE a (68,9} ] {88.9) 137 (66.8) k1 {658.4) 176 (67.2)

BLACK 1 (11.1) 1 {11.1) 4 {2.0) 1 (1.8) 5 (1.9}

ASIAN o [ a3 (30.7) 17 {23.39) 80 (30.5)

OTHER 9 a 1 {0.5) [+] 1 {0.4)
Weight (kg):

Mean 7.5 77.5 73.9 60.4 1.9

8D 7.4 7.4 $.5 8.5 10.8

Range 68.89-92.2 §8.9-92.2 52.0-100.1 46.0-78.5 46.0-100.1

N 8 {100.0) ] {100.0) 208 (100.0) 57 {100.0) 262 {100.0)
Height (cm):

Maan 175.3 175.2 176.1 162.9 173.2

sD 6.3 6.3 6.7 6.3 8.6

Range 166.1-186.0 166.1-186.0 15%.5-198.0 149.0-178.0 149.0-198.0

N 9 {1DC.0) 5 {100.90) 205 {100.0) 57 {100.0} 262 (100.0)

Includes Protocol
and R4001047.
Dake of Table Generation: O07SEP2006 (07:01)
FFIZER CONFIDENRTIAL

A4001001, A4001003, A4001004, A4001C009, A4001010, A4001016, A4001017, A4001032, A4001033, A4001038, A40010490, A4001043, A4001046



Table 1.3.1 Page 5 of 5
Maravirec Summary of Clinical Safety
Demcgraphic Characteristics - Single Dose - Phase 1

maraviroe + Interactant Interactant
MALE FEMALE TOTAL MALE FEMALE TOTAL
Numbar (%) of Subjects 36 1 37 54 g 22
Age {years):
18-44 25 {69.4) 1 {100.0} 26 {(70.2) 48 {88.9) 36 (94.7) 84 (91.3)
45-64 11 {30.6) (1] 11 29.7) 6 {11.1) 2 (5.3) a {8.7)
Mean 40.8 44.0 40.5 31.0 1.2 31.1
8D 7.4 0.0 7.3 8.8 9.2 8.9
Range 29-56 414-44 29«56 19-54 19-52 19-54
Race:
WHITE 34 {94.4) o 34 (21.9) 50 {92.8) 16 (94,7 I:14 (93.5)
BLACK 1 (2.8) 1 {100.0} 2 {5.4} 2 3.7) 1 (2.8) 3 3.3)
ASIAN o [+] Q 1 (1.9) 1 (2.8) 2 (2.2)
OTHER 1 (2.8) c 1 {2.7} 1 (L.9) ] 1 (1.1)
KHeight (kg):
Mean 75.1 78.0 75.2 4.7 62.1 ' 69.5
8D 2.0 ¢.0 8.8 7.9 8.0 10.9
Range S56.0-96.6 78.0-78.0 56.0-96.6 57.0-91.1 50.1-77.3 50.1-91.1
u el 100.0) 1 (190.0} 37 (100.0) 54 100.90) 3a {100.0) 92 {100.0)
Height {cm):
Mean 178.1 164.0 177.7 175.9 163.% 171.0
Sk 7.7 Q.0 7.2 5.7 6.0 8.3
Range 163.0-206.0 164.0-164.0 163.0-206.0 163.5-180.0 154.0-178.0 154 .0-19%0.0
N g (100.0) 1 (100.0) k¥4 ({100.0) 54 {100.0) k] (100.0) 2 (100.9)

Includes Protocol
and R4001047.
Date of Table Generation: @7SER2006 (07:01)
PFIZER CONFIDENTIAL

: A4001001, A4001003, A4001004, A4001L00%, AR4001010, A5001016, A4001017, A4001032, A4001033, A4001028, A4001040, A4001043, R4001046



Table 1.3.2
Maraviroc Summary of Clinical Safety
Demographic Characteristies - Multiple Dose - Phase 1

Page 1 of 7

Placebo <100mg unit dose
MALE TOTAL MALE FEMALE TOTAL
Number (%) of Subjacts 34 23 57 12 Q 19
Rge (years):
18-44 34 {100.0) 21 {91.3) 55 (96.5) 192 {(100.0) 19 {1c0.0)
45-64 a 2 (8.7) 2 (3.5) ] 0
Hean 25.6 35.8 a2.1 28.4 28.4
&D 7.8 6.5 7.8 6.4 6.4
Range 18-44 18-45 1g-4% 13-40 12-40
Race:
WHITE 22 (94.1} 23 (100.0) 55 (96.5) 17 {89,5) 17 (89.5)
BLACK 1 (2.9} 0 1 {1.8) 2 {10.5) 2 (10.5)
ASLAN ] ] a ()] a
HISPANIC 4] 0 Q 1] a
GTEER 1 (2.9} Q 1 {1.8) 0 Q
Weight (kg):
Mean 76.1 64.2 71.3 75.8 75.6
gD 9.0 6.5 10.0 8.2 8.2
Range $0,3-92.7 51.7-77.6 51.7-%2.7 52.2-89.0 52.2-89.0
N 34 (109.0} 23 (100.0) L) (100.0) 13 {(100.0) 13 (100.0)
Mean 177.6 164.2 172.2 177.3 177.3
8D E.4 S.4 8.9 6.3 6.3
Range 164.,0-188.0 154.0-177.0 154.0-188.0 162.5-188.0 1l62.5-128.0
N 34 (L00.0} 23 {100.0} 57 (100.0) 19 {100.0) 19 (100,0)

Includes Protocols: A4001002, A4001005, RA4001006,
A4001025 and Ad001042,
Date of Table Generation:

PFIZER CONFIDENTIAL

A4001008, A4001011, A4001012,

15AUCZ006 (10:24)

A4001013, A4001018, A4001019, RADC1O20, A4001921, A4001022,



Table 1.3.2 Page 2 of 7
Maraviroc Summary of Clinical Safety
Demographic Charactexistics - Multiple Dose - Phase 1

100wy BID 150mg BID
MALE FEMALE TOTAL MALE FEMALE TOTAL
Number (%) of Sukjects 117 3z 14% 6 3 1z
Age (years):
18-44 115 {#2.1) 28 (87.5) 144 (96.6) 3 {100.0) 3 {100.0) 12 (100.0)
45-64 1 (0.9) 4 {12.5) 5 (3.4) ] [+] i}
Mean 30.0 36.3 31.4 28.5 36.8 32.7
sD 7.0 7.5 7.6 6.0 6.5 7.4
Range 18-45 19-52 18-52 22-37 25-43 22-43

WHITE 107 {91.5) 31 (56.9) 138 (92.6) 5 (83.3) 3 {100.0} 11 (91.7)
BLACK 5 (4.3) 1 {3.1) [ (4.0) 0 o 0
ASTAN 3 (z.6) 0 3 z.0) 0 o 0
HISPANIC L} [ [} 0 o 0
OTHER 2 .7 0 2 (z.3) 1 (26.7) [} 1 (8.3)

Weight (ky):

Mean 75.3 64.1 72.9 74.8 70.5 2.7

sD 8.4 8.6 8.6 16.9 6.4 12.4

Range 59,0-109.3 50.4-80.7 50.4-10%.3 55,0-98.0 §3.0-79.0 55.0-98.0

N 117 {1o0.0) 3z (100,0) 145  {100.0) 6 {100.0) 6 {100.0) 12 (100.08)
Height {cm):

Mean 177.3 164.1 174.4 175.5 166.7 171.1

sD 6.1 4.6 8.0 10.6 6.0 9.4

Range 166.0-198.0 154.0-173.5 154.0-198.0 163.0-193.0 160.0-176.0 160.0-192.0

N 117 (100.0) 32 {100.0} 14% {100.0) 3 {100.0) 3 (100.0) 12 (100.0)

Includes Proteocols: A4001002, A400100S, A4001006, A4001008, A4001011, A4C€01012, A4001013, A4001018, A4001012, A4001020, A40D1021, A4001022,
A4001025 and A4001042.

Date of Table Generaticn: 15AUG2006 (10:24)

PFIZER CONFIDENTIAL



Table 1.3.2 Page 3 of 7
Maraviroc Summary of Clinical Safsty
Demographic Characteristics - Multiple Doge - Phase 1

300my BID 600mg QD
MALE FEMALE TCTAL MALE FEMALE TOTAL
Number (%) of Subjects 60 21 a1 18 o 18
Age (years):
ia-44 G0 {100.0) 21 {100.0) 8L {100.0) 18 {100.0) 18 (100.0)
45-54 [1] 1] [+] 1} [s]
Mean 28.4 34.8 30.0 26.5 25.5
5D 6.7 8.2 7.8 4.3 4.3
Range 18-44 1544 18-44 21-36 21-36
Race:
WHITE 24 {56.7) 18 85.7) 52 (64.2} 17 (94.4) 17 {94.4)
BLACK 4 6.7 1 {4.8) 5 (£.2) 1 (5.6) 1 (5.6)
ASIAN 21 (35.0) 2 {9.5) 23 (28.4} Q ]
HISPANIC 0 [¢] o Q 0
OTHER 1 (1.7 Q i {1.2} a Q
Weight (kg}:
Mean 74.5 §1.7 71.2 75.3 75.3
5D 9.8 7.2 10.8 8.2 8.2
Range 52.6-99.3 5¢.1-78.0 §0.1-99.3 62.2-50.7 62.2-50.7
" &0 (100.0) 21 (100.0) ar {100.0} 18 (100.0) 1g (100.0)
Height {cm}:
Hean 175.8 160.0 171.7 178.0 179.¢
gD 6.7 4.9 9.4 6.6 6.6
Range 161.9-191.0 151.2-171.0 151,2-1921.0 165.0-188.0¢ 165.0-188.0
H &0 {100.0} 21 {100.0) 81 (100.0) 18 (100.0} 18 (100.0}

Includes Protocols: A4001002, A4001005, R4001006, A4001008, A4001011, A4001012, A4001013, A4001018, A4001013, A4001020, AL001021, A4001022,
Ad4001025 and A4001042.

Date of Table Generation: 15AUG2006 {10:24}

PFIZER CONFIDENTIAL



Table 1.3.2 Page 4 of 7
Maravirec Summary of Clinical Safety
Demcgraphic Characteristies - Multiple Dose - Phase 1

§09mg BID 300mg QD
MALE FEMALE TOTAL MALE FEMALE TOTAL
Number (¥} of Subjecte g :] 17 5 4 ]
Aga {years):
18-44 2 (100.0) 8 {100.0} 17 (1g0.0} s {1oc.0) 4 (100.0) g (100.0)
45-64 2] o o 0 0 0
Mean 25.7 0.6 28.0 24.4 29.2 26.6
5D 8.3 9.2 a.8 5.5 10.8 a.1
Range 18-42 19-44 18-44 19-33 18-42 18-42

WHITE 9 (100.0} 8 {100.0} 17 {100.0) 5 {100.0) 4 (100.0) 3 {100.0)
BLACK 0 [ 0 0 0 [}

RSIAN 0 [} 0 0 0 [}
HISPANIC o (] 0 1] 0 [+]

OTHER 0 [} 0 0 0 [}

Welght (kg): .

Mean 77.0 &6.1 £9.0 71.6 70.5 71.1

8D 10.1 5.8 11,% 7.7 11.0 8.7
Range 61.6-85.9 50.1-66,1 50.1-88.% 61.3-79.4 62.5-86.0 61.3-86.0

N 2 {100.0) 8 {100.0} 17 {100.0) 5  {100.0) 4 (100.0) 5 (100.0)

Height (cm):

Mean 178.1 161.0 179.0 179.0 165.1 172.9
5D 5.2 7.8 10.8 3.4 5.5 8.4
Range 168.0-184 .0 152.0-175.0 152.0-134.0 176.0-184.0 160.0-173.0 160.0-184.0
N 9 (1co.0) a {100.0} 17 {100,090} s (L00.0) 4 {100.90) £ (100.0)

Includes Protocols: R4001002, A4001005, A4001006, A4001008, A40C1011, A4001012, A4001013, A4001018, A4001019, A4001020, A4001021, A4001022,
A4001025 and A4001042.

Date of Table Generation: 15AUG2006 (L0:24)

PFIZER CONFIDENTIAIL



Table 1.2.2
Maraviroe Sumnary of Clinical safety
Demcgraphic Characteristics - Multiple Dose - Phase 1

Page 5 of 7

500mg BID 1200mg QD
MALE FEMALE TOTAL HMALE FEMALE TOTAL
Number (%) of Subjects 4 4 8 [ 4 g
Age {years):
18-44 1 (1c0.0) 4 {100.0G} a {100.0) 5 {100.0) 4 ({10C.0) 9 ({100.0)
45-64 o 1] Q 0 0 ]
Mean 27.8 25.5 26.6 24.4 29.2 26.6
sD .9 7.3 8.2 5.5 10.8 8.1
Rangs 19-42 19-36 15-42 19-32 18-42 . 18-42
Race: -
WHITE 4 (Lco.0) 4 {100.0} 4 {100.0) 5 (100.0) 4 (100.0) 5 (100.90)
BLACK 1] 4] Q ] 0 o
ASTIAN o ¢ 9 L] 0 [+]
HISPANIC 0 ] Q 0 0 o
OTHER o [v] Q 1] 0 Q
Weilght (kg):
Mean 82.3 62.8 72.5 71.6 70.5 7.1
sD 8.6 3.2 12.0 7.7 11.0 8.7
Range 70.6-88.5 58.4-66.1 58.4-88.9 61.2-79.4 62.5-86.0 61.3-86.0
o 4 (ic0.0) 4 (100.0} 8 (106.0) ] (L00.0} 4 (100.9) ] {100.9)
Height (cm):
Mean 179.1 167.0 173.1 179.0 165.1 172.3%
sD 4.4 5.8 8.0 3.4 S.5 8.4
Range 173.0-183.5 162.0-175.0 162.0-183.5 176.0-184.0 160.0-173.0 160.0-1584.0
N 4 4 (100.0) 8 (100,0) 5 {100.0} 4 {100.0) 9 {100.0)

Includes Protocols: A4001002, A4001G05, A4001006, A4001008, A4001011, A4001012, A4001013, A4001018, A4001019, A4001020, A400i0G21, A4001022,
A4001025 and A4001042.

Date of Table Generation: 15AUG2006 (10:24)

PFIZER CONFIDENTIAL



Table 1.3.2 Page 6 of 7
Maraviroc Summary of Clinical Safety
Demographic Characteristies - Multiple Dose - Phase 1

maraviroc Only maravireo + Interactant
MALE FEMALE TOTAL MALE FEMALE TOTAL
Number (%) of Subjects 230 67 297 1329 51 130
Age (years}:
18-44 229 (95.86) 63 {94.0) 292 {%8.3) 137 (38.6) 5¢ {98.0) 187 (98.4}
45-64 1 {0.4) 4 is.00 s (1.7 2 {1.4) 1 (z.0]) a (1.6}
Mean 28.9 34.8 30.3 29,3 33.7 30.5
=i} 6.8 8.5 7.6 7.0 7.6 7.4
Range 18-45 18-52 18-52 18-45 19-45 18-45

WHITE 190 (82,6) 63 {94.0) 253 {85.2) 105 (75.5) 46 {90.2) 151 (719.5)

BLACK 12 {5.2) 2 (3.0) 14 (4.7) a (5.8) 2 (3.9) 10 (5.3}

ASIAN 24 (10.4} 2 (3.0} 26 (e.8) 24 (17.3) 2 (3.9) 26 (132.7)

HISPANIC a ] o ] 1 (z.0) 1 (0.5}

OTHER 4 {1.7) ] 4 (1.3) 2 (1.4) o z {1.1}
Weight (kg):

Mean 75.1 64.2 72.8 75.8 65.5 72.9

5D 3.0 a.4 9.3 8.2 8.0 10.90

Range 53.5-109.3 50.1-86.0 50.1-109.3 35.0-102.3 50.4-80.7 50.4-102.3

N 230 {100.0} 67 {(100.0) 297 {100.0) 139 {100,0) 51 (100.0) 150 {100.0}
Haight (cm):

Mean 177.0 163.2 173.9 176.7 164.1 17a.3

£D 6.4 5.4 8.4 6.8 5.0 5.4

Range 161.0-193.0¢ 151.2-176.90 151.3-198.0 163.0-198.0 151.3-176.0 151.3-198.0

N 230 {100¢.0) 67 (100.0) 297 {100.0) 13% {100.0) 51 (100.0) 130 {100.0}

Includes Protocols: R4001002, A4001005, A4001006, A4C01008, A4001011, A400101l2, R40010L3, A400101l8, AL001019, A4001020¢, A4001021, A4001022,
A40D1025 and A4001042.

Date of Table Generation: 15AUG2006 {10:24)

PFIZER CONFIDENTIAL



Table 1.3.2
Maraviree Summary of Clinical Safetby
Demographic Characteristices - Multiple Dose - Phase 1

Interactant
MALE FEMALE TOTAL
Number (%) of Subjects 12 25 as
Age (years):
18-44 12 (22.2) 24 (96.0) 36 {24.7)
45-64 1 {7.7) 1 {4.0) 2 (5.3)
Hean 30.8 34.7 33.4
£D 7.5 6.8 7.2
Range 22-45 21-45 21-45
Race:
WHITE 12 {100.0) 25 (100.0) as {100.0)
BLACK Q ] Q
ASIAN Q o o
HISPANIC a [ 0
QTHER Q [+] 0
Height (kg):
Mean 78.6 65.1 £9.7
8D 6.5 6.2 9.0
Range T6.90-91.3 54.7-76.0 54.7-91.3
) 13 {100.0) 25 (100.0) 38 {100.0)

Height (cm}:
Mean 17%.3 164 .4 168.8
&D 6.1 4.5 8.0
Range 171.0-15%1.0 154.0-171.0 154.0-1%1.0
R 13 {100.0) 25 (L00.0) a8 {100.0)

Page 7 of 7

Includes Protocols: A4001002, A4001005, A4001006, A400:008, A4001011, A4001012, A4001013, A4001018, A400101%, A4001020, A4001021, A4001022,

h4001025 and A4001042.
Date of Table Generation: 1SAUG2006 (10:24)
PFIZER CONFIDENTIAI.



Table 1.4.1.1 Page 1 of 10
Maraviroc Suumary of Clinical Safety
Treatment -Emergent Adverse Events (All Causality) - Single Dose - Phasa 1

Treatment Group

MEDDRA v(8.1} maraviroc

SYSTEM ORGAN CLASS Placebo <100mg 100my 300y 600mg I00mg 1200mg only
Higher Level Term

Number of Subjects Bvaluable for AR 107 77 115 151 25 83 9 262

Humber of Subjects Experiencing Events 20 13 35 53 17 38 L] 135

Numbar of Events 239 14 43 ¥} 34 51 a1 250

EAR AND LABYRINTH DISORDERS Q ] L] 1] 0 1] 1 (11.1) 1 {0.4)
Tinnitus 4] Q o 0 Q aQ 1 {11.1) 1 {0.4)
EYE DLSQRDERS 9 Q Q 4 (2.8} 2 {8.%) 2 (2.4) 5 (55.6) 13 {5.0)
Conjunctival hyperaemia ] 4] o 0 ] 1] 1 {11.1) 1 {0.4)
Dry aye 0 [+] 1} Q 1 {4.0) 1] 2 {(22.2) 3 {1.%})
Eyelid cadema ] ] 0 1 {0.7) Q i} ] 1 {0.4)
Eyelid pain bl [+ 0 1 {0.7) 0 ] b 1 {0.4})
Keratitis Q [+] 1} 1 {0.1) 9 4] 0 1 {0.4)
Bhotophobia Q [+] 0 Q 0 Q 1 {11.1) 1 {0.4)
Vigion blurred Q [+] o 1 {0.7) 1 {4.0) 2 {2.4) 2 {22.2) 6 {2.3)
GASTROINTESTINAL DISORDERS 7 {6.5) 3 {3.9} 11 (9.8} 11 {7.3) 7 {28.0} 11 {13.3) 3 {33.3) 42 {16.0)
Abdominal discomfort 1 {¢.9) [+] o 1 {0.7) ] 1 {1.2) D 2 {0.8}
Abdominal pain 3 {2.8) o i} 0 1 {4.0) aQ 0 1 {0.4})
Abdominal pain upper 4] [ 1 (0.9} 1 {0.7) 0 1 {1.2) ] 3 {1.1)
Aphthous stomatitis b [+] 0 ] 0 ] 0 0

Constipation a (4] 1 (0.9} 4] 0 1] 0 1 {0.4)
Diarrhoea 9 o 1 (0.8} ] 0 ] 1 {11.1) 2 (0.8)

Subjects are counted only once per treatment in each row.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Inciudes Probocols: A4001001, A40019003, A4001004, A400100%, A4001010, A4001016, A4001017, A4001032, A4001033, R4001038, A4001040, A4001043, AL001046
and A4001047. )

Date of Table Generation: 13SEP2006 (05:15)

PFIZER CONFIDENTIAL



Table 1.4.31.1 Page 2 of io
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events (all Causality) - Single Dose - Phase 1

Treatment Group

All
MECDRA v(8.1) maraviroe + maraviroc maraviroc
SYSTEM ORGAN CLASS Interactant Interactant Only »>=100mg Doses
Higher Level Term
Number of Subjects Evaluable for AEB a7 92 236 299
Humber of Subjects Experiencing Events 7 21 129 142
Number of Events 7 a1 23¢ 257
EAR AND LABYRINTH DISORDERS [+] 0 1 (c.4} 1L {0.3}
Tinnitus [o] Q 1 (0.4} 1 {0.3)
EYE DISORDERS [+] Q 13 (5.5} 13 {4.3)
Conjunctival hyperaemia o 0 1 (0.4} 1 {0.3)
Dry eye [} 0 3 (1.3} 3 (1.0}
Eyelid cedema ] 0 1 (e.4} 1 {0.3)
Eyelid pain o [} 1 (0.4} 1 (0.3}
Keratitie o 4] 1 (0.4} 1 {0.3)
Photophobia ] 4] 1 (0.4} 1 {0.3)
Vigion blurraed ] Q 6 (2.5} 6 (2.0}
GASTROINTESTINAL DISORDERS [} 8 {8.7}) 40 (16.9) 42 {14.0)
Abdominal digcomfort ] 1 {1.1} 2 (0.8} 2 {0.7}
Abdominal pain [¥] 9 1 (0.4} 1 {0.3}
pbdominal pain upper [+] 0 3 (1.3} 3 {1.0)
Aphthous stomatitis o 1 {1.1} ] o
Constipaticn ] 0 1 (0.4} 1 {0.3}
Diarrhoea [+] 2 {2.2} 2 (0.8} 2 {(0.7)

Subjects are counted only once per treatment in each row.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4C0L00%, A4001010, A4001016, A4001017, Ad001032, A4001033, A4D01038, A4001040, A4001043, R4001046
and A4001047.

Date of Table Generation: 13SEP2006 (05:15}

PFIZER CONFIDENTIAL



Table 1.4.1.1
Maraviroc Summary of Clinical Safety

Treatment - Emergent Adverse Events (All Cauesality)

- Single Dose - Phase 1

Page

3 of 10

MEDDRA v(8.1)
SYSTEM ORGAN CLASS
Higher Level Term

Dry mouth

Dyspepaia

Flatulence

Freguent bowel movemente
Haemerrhoids

Nausea

Rectal haemorrhage
Salivary hypersecration
‘Toothache

Vomiting

GENERAL DISORDERS AND ADMINISTRATION

SITE CONDITIONS

Asthenia

Catheter site bruise
Fatigue

Faaling hot

Venipuncture site pain
Vessel puncture site bruise

INFECTIONS AND INFESTATIONS

Bronchitis

Cyatitis
Gastroenteritis
Herpes simplex
HWasopharyngitis
Peritonsillar abscaess
Pharyngitis
Pyelonephritis

n ocoocoocowkwWoococoa

aooanaoc

-~

Q0D QWO

(2.8}

(5.6}

(5.6}

3.7

(z.8)
(0.9}

M ocomaoo 3 oocooNOOCOOR

OHOQ OO0

{2.6)

{5.2)

{5.2)

{2.6)

{1.3)

n OO 0O WOORNNE

[ OO Cnoa

HFOoORPOOOO

{0.9)
{1.7)
(1.7}

{2.6)

{4.3)

{4.3)

{2.6)

Treatment Group

300mg

-
[N NENDQ a FOQHWHOWaR

COoOQOPrRrOQCo0

(c.7)
(2.0)
.7
2.9)
(0.7
(0.7

(12.86)

(1.3}
(0.7}
(1.3}
(2.3}

(2.3}

(0.7}

600mg

1Y NOO bR @ CHROOFROFONKE

COoOOFHFODOO0O

(4.0)
(8.0)

(4.0)

4.0

(4.0)

(32.0)

(4.0)
{4.0]
(16.0)

(8.0])

(16.0)

{4.90])

N HRHPROoORODHON

coauwoo

(2.4)

(1.2)

(4.8)
(1.2)
{(L.2)
(x.2)

(8.4)

(&.4)

(1.2)

(1.2)

(=] coowmoaq

DOoCODO OO 0O

(55.6)

{55.6)

only

12

FHERWOKHOM

(3.1)
(1.5)
{2.3)
(0.4)
(0.4)
(2.8)
(0.4)
{0.4)
(0.8)
(0.8)

{(17.9)

Subjects are counted cnly once per treatment in each row.

All maravires Doses includes subjects who received maraviroc + Interactant.
Includes Protocols: A4001001, A4001003, A4001004, A4001009, A4001010, A4001016, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, A4CD1046

and A4001047.

Date of Table Generation: 13SEP2006 (05:15}

PFIZER CONFIDENTIAL



Table 1.4.1.1 Page 4 of 10
Maravirec summaxy of Clinical Safety
Treatment-Emergent Adverse Events (All Causality) - Single Dose - Phase 1

Treatment Group

AlL
MEDDRA v(&.1) maraviroc + maraviroc maravirog
SYSTEM CORGRN CLASS Interactant Interactant Only »>=100mg Doses
Higher Level Term

Dry mouth 0 ] 7T (3.0} a (2.7
Dyspepsia o 0 4 (1.7} 4 (1.3)
Flatulence D 2 (2.2) § (2.5} & (2.0}
Freguent bowel movements o ] 1 (0.4} 1 (0.3)
Hasmorrhoids ] o 1 (0.4} 1 (0.3}
Hausea [r] 3 (3.3) % (3.8) 10 (3.3)
Rectal haemcrrhage ] 0 1 (0.4} 1 (9.3)
Salivary hypergecretion ] 0 1 (0.4} 1 0(0.3)
Toothache 0 0 2 (0.8) 2 (0.7
Vomiting o 0 2 (0.8) 2 (0.7
GENERAL DISCRDERS AN ADMINISTRATION [} 0 43 (18.2) 47 (15.7)
SITE CONDITIONS

ksthenia ") 0 L (0.4} 1 (0.3)
Catheter site bruise o 0 1 (0.4} 1 (0.3)
Fatigue 1] 0 22 (9.3) 26 (8.7)
Feeling hot 1] 0 1 (0.4} 1 (0.3)
Venipuncture gite pain o 0 2 (0.8} z (0.7)
Vessel puncture site bruise o 0 15 (6.8} 16 (5.4)
INFECTIONS AND INFESTATIONS 1{z2.7) 3 (3.3) 10 (4.2} 13 (4.3)
Bronchitia 1] 0 1 (0.4} 1 (0.3)
Cystitis 1] 1 (1.1) Q 1]
Gastroenteritis o 0 o 1 (0.3)
Herpes simplex 1{2.7 1 (1.1) o 1 (0.3)
Nascpharyngitis 1] 1 [1.1) 3 (1.3 3 (1.0}
Peritonsillar abscess 1] 0 1 (0.4} 1 (0.3)
Pharyngitis 0 1] [} 1 (0.3)
Pyelonephritis 0 0 1 (0.4} 3 (0.3)

Subjects are counted only once per treatment in each row.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A400100L, A4001003, A4001004, R4001009, A4001010, A4001016, A4001017, A4001032, A4DOLO33, A4001038, RA4001040, A4001043, R4001046
and R4001047, .

Date of Table Generation: 13S5EP2006 {D5:15)

BFIZER CONFIDENTIAL



Table 1.4,1.1 Page 5 of 10
Maraviroc Summary of Clinical Safety
Treatment -Emergent Adverse Events (All Causality) - Single Dose - Phase 1

MEDDRA v(8.1) maraviroc
SYSTEM ORGAN CLASS Placebo <1G0my 100my 300mg 600mg 200mg 1200mg only
Higher Level Term

Tongillitie o 0 [ o 1 (4.0} o 0 1 {D.4}
Uppar raspiratory tract infection 0 0 ] I (0.7} 2 (8.0} o [} 3 (1.1}
INJURY, POISONING AND PROCEDURAL a 1] 2 (1.7 1 (0.7 1 (4.0} ] o 4 (1.5)
COMPLICATIONS

Alechol poisoning o 0 o 0 1 (2.0} o ] 1 (0.4)
Contugion 0 0 1 (0.9) 0 [\ [} a 1 (D.4)
Bxcoriation ] 0 1 (0.9) o Q 0 ] 1 {0.4)
Joint sprain 1] 0 ] 1 (0.7) 4] 0 0 1 (0.4)
Sunburn 0 [1] o 0 o o ] [:]
MUSCULOSKELETAL AND CONNECTIVE TISSUE 1 (0.9} 0 [+] 3 (2.0) 1 (4.0 o 1 {11.1} 5 (1.9}
DISCRDERS

Back pain 1 (0.9) 0 o 1 (0.7 a 1} 1 (11.1} 2 {0.8)
Chest wall pain 1] 0 [+] o] ] 1] a a
Myalgia 0 0 o 2 (1.3) 0 0 1 (11.1) 3 {(1.1)
Pain in extremity a [1] o] 1] 1 (4.0) 0 a 1 {0.4)
NERVOUS SYSTEM DISORDERS 7 (6.5) 5 (6.5) ¢ {7.8) 22 (14.6) 7 (28.0) 18 (21.7) 5 (55.6) 56 {21.4)
Dizziness 3 (2.8} 0 2 (1.7 3 (2.0) 2 (8.0} 3 (3.6) 2 (2z2.2) 12 {4.6)
Dizziness postural 2 (1.9} 0 1 {0.9) o 1 (4.0) & (9.8) 9 9 {3.4)
Dyageusia 1 (0.9) 0 [¢] ] 0 1] 1] o

Head discomfort 9 0 ] o L] 1 (1.2) o 1 {0.4)
Headache 3 (2.8) 3 (3.9) & (5.2) 17 (11.3) 3 {1z.0) 7 (8.4) 3 (33.3) 35 {13.4}
Sciatica i} 1 (1.3) o o 9 0 a 1 {0.4)
Somnclence a 1.3 1 {0.5) 3 (2.0 1 {4.0) o a 4 {1.5)
syncope a 0 [ 1 (0.7) 0 1] o 1 {0.4)

Subjects are counted only once per treatment in each row.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A40CGLl00%, A4001010, R4001016, A4001017, A4001032, A400i032, A4001033, A4001040, A4001043, A4001046
and A4001047.

Date of Table Geperaticon: 135EP2006 (05:15)
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Table 1.4.1.1 Page & of 10
Maravirec Summary of Clinical Safety
Treatment-Emergent Adverse Events (All Causality) - Single Dose - Phase 1

Treatment Group

All

MEDDRA v(8.1) maraviroc + maraviroc maraviroc
SYSTEM ORGAN CLASS Intaractant Intaractant Only »>=100mg Doses
Higher Level Term

Tenegillitis 0 o 1 (0.4) 1 (0.3)
Upper respiratory tract infection 0 o 3 (1.3) 3 (1.9)
INJURY, POTSONING AND DPROCEDURAL 0 1 (1.1} 4 (1.7) 4 (1.3)
CCMPLICATIONS
Alccheol poisoning 0 1] 1 {0.4) 1 (0,3)
Centusion 0 o 1 (0.4) 1 (0.3)
Excoriatiecn ] 0 1 (0.4) 1 (0.3)
Joint sprain 0 o 1 (0.4) 1 [0.3)
Sunburn 0 1 {1.1) ] 0
MUSCULOSKELETAL AND CONNECTIVE TISSUE 0 1 (1.1} 5 (2.1) 5 (1.7)
DISORDERS

Back pain 0 1] 2 {(0.8) 2 {0.7)
Chest wall pain 0 1 (1.1} Q 1]
Myalgia 0 v 3 {1.3) 3 (1.0)
Pain in extremity 0 0 1 {0.4) 1 (0.3)
KNERVOUS SYSTEM DISCRDERS 5 (13.5}) 10 (10.9) 55 {23.3) 61 (20,4)
Dizziness 0 2 (2.2) 12 {5.1) 12 (4.0)
Dizziness postural Q 3 {(3.3) 9 (3.8) 9 (3.0)
Dysgeusia Q 0 0 13
Eead discomfort 0 0 1 {0.4) 1 (0.3)
Headache 5 (13.5) 7 (7.6) 33 {(14.0) 40 (13.4)
Bciatica (] i} Q 1 (0.3)
Somnelence 1] 0 4 {1.7) 4 (1.3)
Syhcope 0 0 1 {0.4) 1 (0.3)

Subjects are counted only once per treatment in each row.

All maraviroc Dosee includes subjects who received maraviroe + Interactant,

Includes Protocels: A4001001, A4001002, A4001004, A4001009, A4001010, A4001016, A4001017, A4001032, A4001033, A4001038, A4001040, A4D01043, R4001046
and A4001047.

Date of Table Generation: 13SEP200§ (05:15)
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Table 1.4.1.1 Page 7 of 10
Maraviroc Summary of Clinical safety
Treatment-Emergent Adverse Events (All Causality} - Single Dose - Phase 1

Treatment Group

MEDDRR v(8.1) maravirec
SYSTEM ORGAN CLASS - Placebo <100mey 100mgg 300mg 600mg 900mg 1200myg only
Higher Level Term

PREGNANCY, PUERPERIUM AND PERINATAL 0 1} 1 {0.9) 0 [+] 0 Q 1 (0.4)
CONDITIONS

Abortion spontanecus 0 Q 1 {0.9) 0 [+] 0 0 . 1 (0.4)
PSYCHIATRIC DISORDERS ] o 9 1 (0.7 [+] 0 ) 1 (0.4)
Mood altered 0 1} 4] 1 (0.7) Q 0 [ 1 (0.4)
REPRODUCTIVE SYSTEM AND BREAST DISCRDERS 0 1} Q 1 {e.7) [¢] 0 ] 1 (D.4)
Menegtruation irregular [1] a 0 1 (0.7) ] 0 [ 1 {0.4)
RESPIRATORY, THORACIC AND MEDIASTINAL 1] i} 2 {1.7 2 (2.0) 4 (16.0) 0 1 (11.1) 1¢ (32.8)
DISORDERS

Cough Q Q Q 1 (0.7) 1 (4.0) [1] (] 2 (0.g)
Nasal congestion 0 o 0 1] [ 0 1 (11.1) 1 (0.4)
Pharyngolaryngeal pain 0 0 2 (1.7 2 (1.3) 3 (12.0} 0 [ 7 (2.7)
SKIN AND SUBCUTANECUS TISSUE DISORDERS 0 1} 2 {1.7) 2 (1.3) o 0 1] 3 (1.1)
Night sweats . 0 0 0 [ [¢] ] 4] o

Rash Q 1} 2 {1.7) 2 (1.3) o 0 4] 3 {1.1)
SURGICAL AND MEDICAL PROCEDURES 0 '} Q 1 (0.7) [+] 0 . ¢ 1 {0.4)
Yenipuncture Q o a 1 (0.7) o 1] o 1 (0.4)

Subjects are counted only once per treatment in each row.

A1l maraviroc Doses includes subjects who received maraviroc + Interacktant.

Includes Protocols: A4001001, AS001003, A4001004, A4001009, R4001010, A4001016, A4001017, R4001032, A4001033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Ganeration: 13SEP2006 (05:15)
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Table 1.4.1.1 Page 8 of 10
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events {All Causality} -« Single Dose - Phase 1

Treatment Group

All
MEDDRA v{f.1) maraviroc + maraviroc maraviroc
SYSTEM ORGRN CLASS Interactant Interactant only »>el00mg Doces

Higher Level Tarm

PREGHNANCY, PUERPERIUM AND PERINATAL 0 0 1 {0.4) 1 (0.3)

CONDITIONS

Abortienh spontaneocus Q Q 1 {0.4) 1 (0.3)
PSYCHIATRIC DISORDERS [ o 1 {0.4) 1 (0.3}
Mood altared o [} 1 {0.4) 1 (0.3}
REPRODUCTIVE SYSTEM AND BREAST DISORDERS [ Q 1 {0.4) 1 (0.3}
Menstruaticn irregular [ 0 1 (e.4) 1 (0.3}
RESRPIRATORY, THORACIC AND MEDIASTINAL ] aQ 0 (4.2) 1¢ (2.3}
DISORDERS

Cough [+ a 2 (o.8) 2 (0.7}
Nasal congestion ] aQ 1 (¢.4) 1 {0.3)
Pharyngolaryngeal pain [ 4] 7 (3.0) T (2.3}
SKIN AND SUBCUTANEOUS TISSUE DISORDERS 1 {z.7) Q 3 (1.3) 4 {1.3}
Night sweats 1L (2.7 ] 0 1 (0.3}
Rash [s] 0 3 (1.3) 3 (1.0}
SURGICAL AND MEDICAL PRCCEDURES [+] o 1 (c.4) 1 (0.3}
Venipuncture o] 4] 1 (0.4) 1 {0.3)

Subjects are counted only once per treatment in each row.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocolz: A40G1001, A4001003, A40G1004, A4001009, A4001010, A4001016, R4001017, A4001032, A4001033, A4001038, A4001040, A4001043, A4001046
and A4001047,

Date of Table Generation: 13SEP2006 (05:15}

PFIZER CONFIRENTIAL



Table 1.4.1.1
Maraviroc Summary of Clinical Safety
Treatment -Emergent Adverse Events (All Causality) - Single Dose - Phage 1

MEDDRA v(8.1}

SYSTEM ORGAN CLASS Placebo <100my 100my 300mg

Higher Level Term

VASCULAR DISORDERS 2 (1.2} 1] 5 {4.3)
Flushing a 0 [+]

Haematoma 1] 0 2 (1.7)
Hot flush 2 (1.9) 1] 2 (1.7
Crthestatic hypotension [} 0 1 {0.9})

Sukjecta are counted only ohce per treatment in each row.
a1l maraviroe Dogses includes subjects who received maravirec + Interactant.

(22.2}
(44.4}

only

Page 5 of 10

(0.4}
{1.1)
(1.8}
(5.7

Includes Protccols: A4001001, R4001003, A4001004, R4001009, A4001010, A4001016, A4001017, A4001032, A4001023, A4001038, A4CGDL040, A4001043, R4001046

and A4001047,
Date of Table Ganeraticon: 13SEP2006 {05:15)
PFIZER CONFIDENTIAL



Table 1.4.1.1
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events [(All Causality) - Single Dose - Phase 1

Treatment Group

A1
MEDDRA v{8.,1) maraviroc + maraviroc maraviroc
SYSTEM ORGAN CLASS Interactant Interactant Only »>=100mg Doses
Higher Level Term
VASCULAR DISORDERS [+] 3 {3.3) 23 (3.7) 23 (7.7}
Flushing ] ] 1 (¢.4) 1 (0.3}
Haematoma . Q 1 {1.1) 3 (1.3) 3 (1.0}
Hot flush o] Q 4 (1.7) 4 (1.3}
Orthostatic hypotension [+ 2 {2.2) 15 (6.4) 15 (5.0}

Page 10 of 10

Subjects are counted cnly once per treatment in each row.
All maraviroc Doser includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001009, A4001010, A400101&, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, RAC01046

and A4001047.
Date of Table Generatilon: 138EP2006 (05:15}
PFIZER CONFIDENTIAL



Table 1.4.1.2 ’ Page 1 of 8
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events {Treatment Related) - Single Doese - Phase 1

MEDDRA v({8.1}) maravirec
SYSTEM ORGAN CLASS Placebo <100mg 100mg 300wy 600my 300mg 1200mg only
Higher Level Term

Number of Subjects Evaluable for AR 107 77 1is 151 25 a3 g 262

Number of Subjects Experiencing Events 16 3 21 a3 12 16 a 100

Number of Events 22 16 25 418 18 47 29 177

EAR AND LABYRINTH DISORDERS [+] a 1] o Q Q 1 (11.1) t (0.4}
Tinnitus [+] aQ 0 [+] 1] a 1 (11.1) 1 (0.4}
EYE DISORDERS ° o 0 3 (2.0} 1 (4.4) 2 (2.4) 1 (44.4) 10 (3.8}
Conjunctival hyperaemia [+] 0 0 [+ o [} 1 (1:1.1) 1 (0.4}
Dry eye [ ] 13 [} [} [} 1 {(11.1) 1 (0.4}
Eyelid oedema [+] o 0 1L {0.7} 0 1] 0 1 {0.4}
Eyelid pain [+] o 0 L {0.7} 0 [ o 1 {0.4}
Photaphobia [+] Q o [+] 0 ¢ 1 (11.1) 1 (0.4}
Vision blurred [] Q o 1L (0.7} 1 (4.90) 2 (2.4) 2 (22.2) 6 {2.3}
GASTROINTESTINAL DISORDERS 7 (6.5) 2 {2.8) 7 (6.1} g (6.0} & (24.0) 10 (12.0) 2 (22.2) 33 (12.8)
Abdominal discemfort 1 {(0.3) ] 1] 1 (0.7} 0 1 {1.2} o 2 (0.8}
Abdominal pain 3 (z.8) Q o o 1 (4.0} [+] [} 1 (0.4}
Abdominal pain upper, [} 0 1 (0.9} 1 (0.7} 1] 1 (1.2} 0 2 (1.1}
Diarrhoea 0 0 1 (0.9} <] [’} [+] 1] 1 (0.4}
Dry mouth [} 1 41.3) 1 (0.9} 1 (0.7 1 (4.0) 2 (2.4} 2 (z22.2) 8 (3.1}
Dyspepsia o b [} o 2 (8.0} [} o 2 (0.8}
Flatulence [ ] 2 (1.7} 3 (2.0} o 1 (1.2} o & (2.3}

Subjects are counted cunly once per treatment in each row.

All maravirog Doses includes subjects who recsived maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A40C1004, A4CO0IC09, A4001010, A4001016, A4001017, A4001032, A4001033, A4001038, A4001040, R4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 {(05:16)
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Table 1.4.1.2 Page 2 of 8
Maraviroe Summary of Clipical Safety
Treatment-Emergent Adverse Events (Treatment Related) - Single Dose - Phase 1

Treatmant Group

Al
MEDDRA v(&.1) maraviroc + maraviroco maraviroc
SYSTEM CRGRN CLASS Interactant Intaractant Only »=100mg Doses
Higher Level Term

Number of Subjects Evaluable for AE a7 52 236 299

Number of Subjecte Experiencing Evente 7 19 95 107

Number of Events 7 24 167 184

EAR AND LABYRINTH DISORDERS 0 0 1 (0.4} 1 (0.3)
Tinnitus 0 0 1 {0.4) 1 (0.3)
EYE DISCRDERS 1} 0 10 (4.2) 10 (3.3)
conjunctival hyperaemia 0 0 1 (0.4} 1 (0.3)
Dry eye 0 0 1 (0.4} 1 (0.3)
Eyelid cedema Q [1] 1 {(0.4) 1 (9.3)
Eyelid pain 0 0 1 (0.4) 1 (0.3
Photeophebia a 0 1 (0.4) 1 (0.3)
Vision blurred 1} 1] 6 (2.5) 6 (2.0)
GASTROINTESTINAL DISCRDERS i} 8 (8.7) 31 (13.1) 332 (11.0)
Abddominal discomfort 0 1 (1.1) 2 (0.8) 2 {(0.7)
Abdominal pain a 0 1 {0.4) 1 £0.3)
Abdeominal pain upper o] 0 3 (1.3} 3 (1.0}
Diarrhoea a 2 (2.2) 1 (0.4) 1 (0.3)
Dry mouth 1} 1] T {32.0) 8 (2.7
Dyspepsaia Q 0 2 {0.8) 2 {0.7)
Flatulence 0 2 (2.2) 6 (2.5) 5 (2.0)

Sukjecta are ccunted only once per treatment in each row.

All maravirec Doges includes subjects who received maravirec + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A400100%, A4001010, R4001016, A4001017, A4001032, A4001033, A4001038, R4G01040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (05:16)

PFIZER CONFIDENTIAL



Table 1.4.1.2 Page 3 of 8
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events {Treatment Related) - Single Dose - Fhase 1

MEDDRA v({8.1} naraviroc

BYSTEM ORGAN CLAS3 Placebe <100mg 100ma 300mg 600mgg I50mg 1200mg only
Higher Levei Term

Frequent bowel movements a 0 Q o 1 (4.0) a 0] 1 (0.4}
Nausea 3 (2.8) 1 (1.2) 2 {1.7) 3 (2.0 1 (4.0) 4 (4.8) Q 2 {3.4)
Salivary hypersecretion a 0 o 0 0 1 (1.2) o 1 {0.4)
Vomiting 1} 0 ] 1 (0.7) Q 1 {1.2) Q 2 {0.8)
GENERAL DISORDERS AND ADMINISTRATION & (5.6) 4 (5.2) 4 {3.5) 3 (2.0} 5 (z20.0) 7 (8.4) 5 (55.86) 27 {10.3)
SITE CONDITIONS

Asthenia a ] L] o 1 {4.0) Q Q 1 {0.4)
Fatigua & (5.6) 4 (5.2) 4 {3.5) 2 (1.3} 4 (16.0) 7 (8.4) 5 (55.6) 25 {9.5)
Feeling hot Q [\] o 1 (0.7) 0 1] 4] 1 {0.4)
INFECTIONS RND INFESTATICHS o 0 Q ) 9 0 Q Q
Herpes simplex o 0 1] [} Q 0 0 ]
INJURY, PCISCNING AND PROCEDURAL [+] ¢ L] 0 1 {4.0) Q Q 1 {0.4)
COMPLICATIONS

Alcohol poiscning 0 (] 0 0 1 {a.0) 0 0 1 {0.4)
MUSCULOSKELETAL AND CONNECTIVE TISSUE ] [+] 1] 2 {1.3) Q a 1 {11.1) 3 {1.1)
DISORDERS

Back pain a 1 {11.1) 1 {0.4)
Myalgia 0 1 {11.1) 3 {1.1)
HNERVOUS SYSTEM DISORDERS 18 {1%.3) 5 {55.6) 48 {18.3)

Bubjects are counted oniy once per treatment in each row.

211 maravirec Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, AR400100%, A4001010, A4001016, A4001017, A4001032, A4001033, R4001038, 24001040, A40019043, A400LD46G
and A4001047.

Date of Table Generation: 13SEP2006 (05:16}
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Table 1.4.1.2 . Page 4 of 8
Maraviroc Summary of Clinical Safety .
Treatment-Emergent Adverse Events (Treatment Related) - Single Dose - Phase 1

Treatment Group

All
MEDDRA v{a.1} maravirec + maraviroc maraviroc
SYSTEM ORGAN CLASS Interactant Interactant Only »=100m3 Doses
Higher Level Term

Frequent bowel movements [¢] 0 1 (0.4) 1 {0.3)
Nausea a 3 (3.3) & (2.4) 2 (3.0}
Salivary hypersecretion 0 [+] 1 (0.4) 1 (0.3}
Vonmiting Q [+] 2 (0.8) 2 (0.7}
GENERAL DISORDERS AND ADMINISTRATION Q [ 23 (9.7) 27 (9.0}
SITE CONDITICHS

Asthenia Q ] 1 (0.4) 1 {0.3)
Fatigue Q [+] 21 (8.9} 25 {8.4)
Feeling hot 0 (o] 1 (0.4} 1 40.3)
INFECTIONS AND INFESTATIONS 1 {2.7) [+] 1] 1 {0.3)
Herpes simplex 1 {2.7) [+ 0 1 {0.3)
INJURY, PCISCNING AND PROCEDURAL Q a 1 (0.3) 1 {0.3)
CCMPLICATIONS

Alcohel poisoning Q Q 1 (0.4) 1 [0.3)
MUSCULOSKELETAL AND CONNECTIVE TISSUE 0 o 3 (1.3) 3 (1.0)
DISORDERS

Back pain 0 o 1 (0.4) 1 [0.3)
Myalgia L} o 3 (1.3} 3 (1.0)
HNERVOUS SYSTEM DISORDERS 5 {13.5) 10 {1¢.9) 47 (1%.9) 53 (17.7)

Subjects are counted only once per treatment in each row.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, Ad001903, B4001004, A4001009, A4QG01010, A4001016, A4001017, AR4001032, A4001033, R4001038, A4001040, A4001043, A400L046
and A4001047.

Date of Table Generation: 13SEP2006 (05:16)

FFIZER CONFIDENTIAL



Table 1.4.1.2 Page 5 of 8
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events (Treatment Related) - Single Dose - Phase 1

Treatment Group

MECDRA v{8.1)} maraviroc
SYSTEM ORGAN CLASS placebo <100mg 100mg 300mg 600mg 900 1200mg anly
Higher Lewvel Texrm

Dizziness 2 (1.9) a 1 (¢.9) 3 (2.0} 2 (8.0) 3 {2.,8) 2 (22.2) 11 (4.2}
Dizzinese postural 1 {0.9) ] 1 (0.9) [ ] 8 (9.6) 4] 8 {3.1)
Dysgeusia 1 (0.9} ] 0 [+] [+] a 0 0.
Head discomfort [ a 0 [+ [} 1 (1.2) o i {0.4)
Headache 3 (2.8) 3 {3.9) 5 (4.3) 16 {16.6) 2 (8.9) § (€.9) 3 (23.3) 30 {1L.%5)
Somnolence ] 1 {1.3) 1 (0.9 3 (2.0} 1 {4.9) [1] Q 4 (1.5}
BSYCHIATRIC DISCORDERS [+] Q 0 1 {0.7} Q Q ] i (0.4}
Hocd altered [ a 0 1 {0.7} ] [ o 1 {0.4}
REPRODUCTIVE SYSTEM AND BREAST DISORDERS [+] [s] 1] L {0.7) L] 1] o 1 (0.4}
Menstruatien irregular Q [4] 0 1 (0.7} o Q 1] 1 (0.4}
RESPIRATORY, THORACIC AND MEDIASTINAL [+] Q 0 1 {0.7}) o [} 1 {11.1) 2 {0.8}
DISORDERS )

Cough [+] Q 0 1 {0.7) 1] o o 1 {0.4}
Nasal congesticn [+] [+] 0 [+] Q Q 1 (11.1) 1 {0.4}
SKIN AND SUSCUTANEQUS TISSUE DISORDERS Q Q 2 (1.7) 2 (1.3} Q a o 3 (1.1}
Hight sweats [} o 1] [} ] [ 1] 1]

Rash [s] Q 2 (1.7) 2 {1.3} 1] ¢ 1} 3 (1.1}
VASCULAR DISORDERS 2 (1.9) [+] 3 (2.8} 1 (0.7} o 9 (10.8) 7 (77.8) 20 (7.6}

Subjects are counted enly once per traatment in each row,

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocola: A4001001, A4001003, A4001004, A4001009, A4001010, A400101&, Ad001017, Ad001032, A4001033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEB2006 (05:16)

PFIZER CONFIDENTIATL



Table 1.4.1.2 Page 6 of 8
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events {Treatment Related) - Single Dose - Phasge 1

Treatment Group

All
MEDDRA v(8.1} maraviroc + maraviroc maraviroc
SYSTEM ORGAN CLAS3 Interactant Interactant only »=100mg Doses
Higher Level Term

Dizziness a 2 (2.2) 11 {4.7) 11 {3.7)
Dizziness postuxal 9 3 (3.3) & (3.4) 8 (2.7}
Dysgeusia o o o o

Head discemfort [+] Q 1 (0.4) 1 (0.3}
Headache 5 {13.5) 7 (7.6) 28 (11.9} 35 (11.7}
Somnolence [ [+ 4 (1.7) 4 {1.3}
PSYCHIATRIC DISORLCERS [s] ¢ 1 (0.4) 1 (0.3}
Mood altared a [} 1 (0.4) 1 {0.3)
REPROBUCTIVE SYSTEM AND BREAST DISORDERS Q [+] 1 (0.4} 1 {0.3}
Menstruation irregular 0 ] 1 (0.4} 1 {0.3)
RESPIRATORY, THORACIC AND MEDIASTINRAL Q Q 2 (0.8} 2 (0.7)
DISORDERS

Cough L] [} 1 (0.4} 1 (0.3)
Naeal congestion 0 Q 1 (0.4) 1 [(0.3)
SKIN ARD SUBCUTANEOUS TISSUE DISORDERS 1 {2.7) o 3 (1.3) 4 (1.3)
Night sweats 1{2.7) o ] 1 [0.3)
Rash 0 o 3 (1.3) 3 (1.0)
VASCULAR DISCRDERS 0 2 (2.2) 20 (8.5) 20 (6.7)

Subjects are counted only once per treatment in each row.

All maraviroc Desers includes subjects who received maraviroc + Interactant.

Includes Protoceols: R4001001, A4001003, A4001004, A4001002, R4001010, A4001016, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, A4001046&
and A4001047.

Date of Table Generation: 13SEP2006 (05:16)

PFIZER CONFIDENTIAL



Table 1.4.1.2
Maraviroe Summary of Clinieal Safety
Treatment -Emergsnt Adverse Events (Treatment Related) - Single Dose - Phase 1

Page 7 of 8

MEDDRA v(8.1)

SYSTEM ORGAN CLASS Placebo <1G0mg 100mg 300mg 600mg 200mg 1200y only
Higher Level Term

Flushing ] 0 o o o 1} 1 (11.1) 1 (0.4}
Hot flush 2 {1.9) 0 2 (1.7} o ] o 2 (22.2) 4 (1.5}
Orthostatic hypotension [} 0 1 {0.9) 1 (9.7} o 2 {10.8) 4 (44.4) 15 (5.7}

Subjects are counted only once per treatment in each row.

All maraviroc Doses includes subjects who received waraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001009, A4001010, A4001016, A4001017, A4001032, A4001033, A4001038, R4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 {05:16)

PFIZER CONFIDERTIAL



Table 1.4.1.2 Page 8 of &
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events (Treatment Related) - Single Dose - Phase 1

Treatment Group

All
MEDDRA v(8.1) maraviroc + maraviroc maraviroc
SYSTEM ORGAN CLASS Interactant Interactant Only »=100mg Doses
Higher Level Term

Flushing o o 1 (0.4} 1 (0.3}
Hot flush o 0 4 (1.7} 4 (1.3)
Orthostatic hypotension 1] 2 {2.2) 15 (6.4} 15 (5.0}

Subjects are counted only once per treatment in each row.
All maraviroc Doses includes subjacts who received maraviroc + Interactant.

Includee Protocels: A400100L, A4001003, A4001004, R4001009, A4001010, A400101l5, A4001017, A4001032, A4001033, A400:1038, A4001040, R4001043, R4001046
and A4D01047.

Date of Table Generation: 13SEP2006 {(05:16)
PFIZER CONFIDERTIAL



Table 1.4.1.3 Page 1 of 30
Maraviroc Summary of Cliniecal Safety
Treatmant - Emergent Adverse Events by Severity (All Causality) - Single Dose - Phase 1

Severity: Mild

MEDDRA v(8&.1} maraviroc
SYSTEM ORGAN CLASS Placebo <100mg 100mg 300my &Q0mg S00mg 1200mg only
Higher Level Term

Humber of Subjects Evaluable for AE 107 77 115 151 25 a3 [} 262

Number of Subjects Experiencing Events 16 ? 21 46 17 29 4 106
at this severity

Number of Events at this severity 20 7 24 60 25 36 4 156
EAR AND LABYRINTH DISORDERS ] 0 o 0 Q aQ Q Q
Tinnitus Q [ o Q Q i} 0 0
EYE DISORDERS 4] Q o 3 (2.0} 1 {4.0) 2 {(2.4) 1 {11.1) 7 2.7}
Conjunctival hyperasmia o [J o 0 ] o L] Q
Dry eye Q 1] o a 1 {4.0) a 1 {11.1) 2 {0.8)
Eyelid cadema [+] ¢ 1} 1 {0.7) 9 Q Q 1 {0.4)
Eyelid pain ] 0 ] 1 {0.7) ] a ] 1 {0.4)
Keratitis ] [ 0 ] ] 1] Q o
Photephobia Q Q o o Q i} 0 9
Vision blurred g a o 1 {0.7) ] 2 {2.4) Q 3 {1.1}
GASTROINTESTINAL DISCRDERS 5 {4.7) 2 (2.5) 7 (6.1) 9 {6.0) 4 {15.0} 9 (10.8) 1 {11.1) 29 {11.1)
Abdominal discomfort 1 {0.39) o ] 1 (0.7} 0 1 ¢1.2) 0 2 {0.8)
Abdominal pain 1 (0.9) Q 0 Q 0 1] Q 9

Sukjects are ccunted only onca per treatment in each row.

If a subject in a given treatment had mere than one occurrence in the same event category, only the most mevere occurrence is taken.

All maraviroc Doses includes sukjects who recelved maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A400100%, A4001010, R4001016, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generaticn: 13SEP2006 (06:23)
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Table 1.4.1.3 Page 2 of 30
Maraviroc Summary of Clinical Safety
Treatment -Emergent Adverse Events by Severity (All Causality} - Single Dooe - Phage 1

Severity: Mild

Treatment Group

All
MEDDRR v(8.1) maravizoc + maravirec maraviroc
SYSTEM ORGAN CLASS Interactant Interactant only »>=100mg Doses
Higher Lewvel Term

Number of Subjects Evaluable [or AR 37 ¥ 236 239
Number of Subjects Experiencing Events 5 20 102 111

at this severity

Number of Events at this severity s 23 149 161

EAR AND LABYRINTH DISORDERS 0 o Q 0
Tinnitus 0 1] 0 0

EYE DISORDERS 0 1} 7 {3.0) 7 (2.3)
Conjunctival hyperaemia 0 o o] 0

Dry eye 0 o 2 (0.8} 2 (0.7
Eyelid oedema 0 0 1 {0.4) 1 (0.3)
Eyelid pain 0 1] 1 {0.4) 1 (0.3)
Keratitis 0 0 Q 0
Photophobia 0 1] Q 0
Vigien blurred Q [} 3 {1.3) 3 (1.0)
GASTROINTESTINAL DISORDERS 0 7 (7.6} 27 {11.4) 29 (9.7)
Abdominal discomfort 0 1 (1.1} 2 {0.8) 2 (0.7
Abdominal pain 0 0 Q 13

Subjects are counted only ance per treatment in each row.

If a subject in a given treatment had more than cne occurrence in the same event category, only the most severe occurrence is taken.

All waraviroc Doses includes subjects who received waraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001009, A4001010, A4001016, A4001017, A4001032, A4001033, A4001038, A400L040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 {06:23)

PFIZER CONFIDENTIAL



Table 1.4.1.3 Page 3 of 30
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (All Causality) - Single Dose - Phase 1

Severity: Mild

Treatment Group

MEDDRA v (8.1} maraviroc
SYSTEM ORGAN CLASS Placebo <100mg loomg 300my €00my 300mg 1200mg only
Higher Level Term

Abdominal pain upper Q 0 1 (0.9) 1 t0.7) o 1 (1.2) 0 3 {1.1)
Aphthous etomatitis 0 0 [} o o 0 a a
Constipation a 0 1L {0.9) 0 0 [} aQ 1 {0.4)
piarrhoea Q (1} 4} L] o 0 1 (11.1} 1 {0.4)
Dry mouth 1} 1 (1.3) [s] 1 (o.M 9 2 (2.4) Q 4 (1.5}
Dyspepsia a 0 1 {0.9) ] 2 (8.0) 0 0 3 {1.1)
Flatulence a Q 2 (1.7} 3 (2.0 Q 1 (1.2) Q § (2.3
Frequent bowel movemants 0 1] [} ] 1 (4.0) ] Q 1 (0.4)
Haemorrheids 0 0 [} o o 0 ] a
Naugea 3 (2.8) 1 (1.3) 2 {1.7) 2 (1.3) Q 4 (4.8) 1] T (2.7
Rectal haemerrhage i} 1] Q 1 (0.7) 0 o 9 1 {0.4)
Salivary hypersecretion a 1} 0 ] 0 ] 0 Q
Toothache a9 Q o o 1 (4.0) 1} 4] 1 {0.4)
Vomiting 9 0 o 0 L] 1 (1.2) a 1 {0.4)
GENERAL DISORDERS AND ADMINISTRATION 5 (4.7) 1 (1.3) 3 {2.6) 18 {11.9) 7 (25.0) 4 (4.8) Q 33 {1z.6)
SITE CONDITICHS

Asthenia 0 0 0 a 1 4.0 o g 1 {0.4)
Catheter gite bxuise a 1] o Q9 1 (4.0) o o 1 {0.4)
Fatigue 5 (4.7) 1 {(1.3) 3 {2.6) 1 (0.7} 3 (1z.0) 4 (4.8) 9 12 {4.8)
Feeling hot o 1] o 1 (0.7} ] 0 a 1 {0.4)
Venipuncture site pain 1] 0 Q 2 {(1.3) 4] [} [4] 2 {0.8)
Vegsel puncture site bruise 0 0 o 14 (9.3} 2 (8.0) 0 a 16 {6.1)
INFECTIONS AND INFESTATICNS 1 {(0.9) 1 (1.3) ] 1 (0.7} 2 {a.0) 1 (1.2} 0 5 {1.%)
Bronchitis a a i) 9 0 1 (1.2) 4] 1 {0.4)

Subjects are counted only once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only the meat severe occurrence is taken,

All maravircc Dorpes includes subjecte who received maraviroc + Interactant.

Includes Protocols: A4001GDLl, A4001003, A4001004, A400100%, A4001010, A4001016, A4001017, A4001032, A4001033, A4C01038, R4C01040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (06:23)

PFIZER CONFIDENTIAL



Table 1.4.1.3 Page 4 of 30
Maraviroc Summary of €linical safety
Treatment-Emergent Adverse Events by Severity (All Causality) - Single Dose - Phase 1

Severity: Mild

Treatment Group

. ALl
MEDDRA v (8.1} maravires + maraviroc waraviroc
SYSTEM ORGAN CLASS Interactant Interactant only »=100mg Doses
Higher Level Term
Abdominal pain upper 0 0 3 (1.3) 3 (1.0}
Aphthous stomatitis 0 ] o 0
Constipatien Q Y 1 (0.4) 1 (0.3}
Diarrhoea o] 2 (2,2) 1 (0.4) 1 {0.3)
Dry mouth Q ] 3 (1.3) 4 (1.3}
Dyspepsia o 4] 3 (1.3) 3 (1.0}
Flatulence [+] 2 (2.2) 6 (2.5) & {2.0})
Freguent kowel movements Q G 1 (0.4 1 {0.3)
Haemorrhoida Q [ o 0
Nausea o 3 (3.3} & [(2.5) 7T {2.3)
Rectal haemorrhage ] [} 1 00.4) 1 {0.3)
Salivary hypersecretion L] o ] Q
Toothache ] [} 1 (0.4} 1 {0.3)
Vomiting o [+] 1 (0.4} 1 {0.3)
GENERAL DISORDERS AND ADMINISTRATION [s] o 3z (13.6) 33 {11.0})
SITE CONDITIONS
Asthenia 2 [+ 1 (0.4} 1 {0.3)
Catheter site bruise Q o] 1 (0.4} 1 {0.3)
Fatigue L] o 11 (4.7} 12 (4.0}
Feeling het ] 4] 1 (9.4} 1 (0.3)
Venipuncture site pain ) ] 2 (0.8) 2 (0.7)
Vessel puncture site bruise 0 o 16 (6.8} 16 (5.4)
INFECTIONS AND INFESTATIONS 1{2.7) 2 (2.2} 4 (1.7} 6 (2.0}
Bronchitis Q ] 1 (0.4) 1 (0.3)

Subjects are counted only once per treatment in each row. -

If a subject in a given treatment had more than one occurrence in the same event category, only the most severe occurrence ie taken,

All maraviroc Doses includes subjects whe received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001009, A4001010, A4001016, A4001017, A4001032, A4001033, R40CLO38, A4001040, A4001043, A400L046
and A4001047.

Date of Table Generation: 13SEP2006 ({06:23)
FFIZER CONFIDENTIAL



Table 1.4.1.3 Page 5 of 30
Maraviree Summary of Clinical Safety
Treatment-Emergant Adverse Events by Severity (All Causality} - Single Dose - Phase 1

Severity: Mild

Treatment Group

MENDRA v(8.1) maraviroc
SYSTEM ORGAN CLASS Placeho <100mg 100mg 300mg 600w 900mg 1200mg only
Higher Level Term

Cystitis 1 (0.9} o Q 0 ¢ 0 o [
Gastroenteritis 1] o o 0 [} 0 o [}
Harpes simplex 0 1] ] 0 ] 0 [ [y
Kasopharyngitis 1] o o 0 o] 0 [} o
Peritongillar abscess 0 0 ] 1] [+] 0 ° 4
Pharyngitis 0 1 (1.3) 0 Q [+] 0 [} 1 {0.4)
Pyelonephritis 0 1] Q [ o 1] o o
Toneillitia 0 0 ] 1] [ 0 [ [
Upper respiratory tract infection 1] o a 1 (0.7 2 (8.0) 0 [+ 3 (1.1)
INJURY, POISONING AND PROCEDURAL Q Q 2 {1.7) 1 (0.7) 1 (4.0) 0 [+] 4 (1.5)
COMPLICATIONS

Alcohol poisoning a a i) [ 1 (4.0) 0 [+] 1 {0.4)
Conkusion Q Q 1 {0.9) [+] o] 0 o] 1 {0.4)
Excoriation 0 ] 1 (0.9]) [+ [¢] 0 ] 1 {0.4)
Joint sprain [} [i] 0 1 (0.7} Q 0 o] 1 {0.4)
Sunburn [ ] 0 o [+] 1] [} [}
MUSCULCSKELETRL AND COMNECTIVE TISSUE ] [} ] 2 (1.3} 1 (4,9) 0 [+] 3 {1.1}
DISORDERS

Back pain o o 0 [ o [1] ) [}
Chest wall pain [+ ] 0 [ [+] a o ]
Myalgia [ [ 0 2 {1.3) o 0 o 2 (0.8}
Pain in extremity [+] ] 0 [} 1 {(4.0) 0 1] 1 {09.4}

Subjects are counted only once per treatment in esach row,

If a subject in a given treatment had more than one occurrence in the same event category, only the moast severe occurrence ie taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001009%9, A4001010, A4001016, A4C01017, A4001032, A4001033, A4001028, A4001040, A4001043, RAQ01046
and A4001047.

Date of Table Generation: 13SEP2006 (06:23}

PFIZER CONFIDENTIAL



Table 1.4.1.3 Page 6 of 30
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (All Causality} - Single Dose - Phage 1

Severity: Mild

Treatment Group

All
MEDDRA v(8.1) maraviroc + maravireo maravirog
SYSTEM ORGAN CLASS Interactant Interactant Oonly »=100mg DCoges
Higher Level Term

Cystitis 0 0 o 0
Gastreoenteritis 1] [} Q 0
Herpes simplex 1 {2.7) 1 (1.1} "] 1 (¢.3)
Nasopharyngitis 0 1 (1.1} o 0
Peritensillar abscess 0 ] Q ]
Pharyngitie 0 o 9 1 (0.3)
Pyelonephritis 0 [} Q Q
Tongillitis 0 0 o 0
Upper respiratory tract infection 0 i} 3 {(1.3) 3 1.9)
INJURY, POISONING AND PROCEDURAL [} 1 (1.1} 4 (1.7) 4 (1.3)
COMPLICATIONS

Alcohol poisoning 1} o 1 (0.4) 1 {0.3)
tontusion 0 o 1 {0.4) 1 (0.3)
Excoriation 0 0 1 (0.4) 1 (¢.,3)
Joint aprain 0 1] 1 (0.4) 1 (0.3)
Sunburn 0 1 (1.1} o ]
MUSCULOSKELETAL AND CONNBCTIVE TISSUE 1] 1 (1.1} 3 (1.3) 3 (1.0)
DISORDERS

Back pain 0 1] o 0
Chest wall pain 0 1 (1.1} ] 0
Myalgia [1] 0 2 (0.8) 2 (0.7
Pain in extremity 0 ] 1 {0.4) 1 (0.3)

Subjects are counted only once per treatment in each row.

If a subject in a given treatment had more than cne cccurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Deoses includes subjects who received maravirec + Interactant.

Includes Protocols: A4001001, A40010032, A4001004, A4001002, A4001010, A4001016, A4001017, A4001032, A40CLl033, R4001038, A400104C, A4001043, A400L046
and A4001047. .

Date of Table Generation: 13SEP2006 {06:23)

PFIZER CONFIDENTIAL



Table 1.4.1.3 Page 7 of 30
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity {(All Causality) - Single Dose - Phase 1

Severity: Mild

Treatment Group

MEDDRA v{8.,1) maraviros
SYSTEM ORGAN CLASS Placebo <100mg 100mg 300mg 600my S00my 1200mg Only
Higher Level Term

NERVOUS SYSTEM DISORDERS 5 (4.7 3 {3.9) 4 (3.5) 17 {11.3) & (24.0) 13 {(15.7) 1 {(11.1) 35 {13.4)
Dizziness 2 (1.9) a 2 (1.7) 2 (1.3 2 {8.0) 3 (3.8) i (11.1) 10 (3.8}
Dizzinesg pomtural 2 (1.39) a 1 (0.9) [+ 1 {4.0) & (7.2) 4] T (2.7}
Dysgeusia 1L (0.3 L] ] [+] ] [ o o

Head discomfort [ 0 0 [+] [ 1 (1.2) ] 1 {0.4}
Headache 2 (1.9) 2 {2.86) 2 (1.7} 13 (8.6} 2 {8.0) 4 (4.8) 1} 19 {7.3)
Sciatica [ Q 0 [ ] 4 ] o
Somnolence [+] 1 {1.3) 1] 3 (2.0} 1 {4.9) [ 1] 3 {1.1}
Syncope [+] [+] 0 [+] o Q ] o
PREGNANCY, PUERPERIUM AND PERINATAL [+] 0 1 (0.9) [+] Q 1] o 1 (0.4}
CONDITICNS

Abortion spontaneous Q (4] 1 (¢.9) 4] 4] 0 ] 1 {0.4)
PSYCHIATRIC DISCRDERS o [+] 0 1 (0.7} 1] ] ] 1 (0.4}
Mood alterad [+] ] 0 1 (0.7} o 0 o] I (0.4}
REPRODUCTIVE SYSTEM AND BREAST DISORDERS [+] Q 0 1 {0.7) Q 1] o 1 {0.4}
Menstruation irregular o a 0 1 {0.7) Q Q o 1 (0.4}
RESPIRATORY, THORACIC AND MEDIASTINAL [+] Q 2 (1.7) 2 {1.3) 3 (12.0) 0 Q 7 {2.7)

DISORDERS

Subjeckts are counted ecnly once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, cnly the most severe occurrance is taken.

All maraviroc Dos includes subjects who received maraviroc + Interactant.

Includes Protocols: A40G1001, A4001003, A40C1004, A4001009, A40010:i0, A4001016, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, R4C0L046
and A4001047.

Date of Table Generation: 138EP200& (0&:23)

PFIZER CONFIDENTIAL




Table 1.4.1.3 Page 8 of 30
Maraviroc Summary of Clinical Safety
Treatment -Emergent Adverse Eventg by Severity (All Causality) - Single Dose - Phase 1

Severity: Mild

Treatment Group

All
MEDDRA v (6,1) maraviroc + maravirec maraviroc
S¥YSTEM ORGAN CLASS Interactant Interactant only »=100mgy Doses
Higher Level Term

NERVOUS 3Y¥STEM DISORDERS 3 {(a.1) 10 {10.%9) 35 (14.8) 38 (12.7)
Dizziness o 2 (2.2) 10 (4.2} 10 (3.3)
Dizziness postural o a (3a.3) 7 (3.0} T (2.3}
Dysgeusia [} 0 ¢ o

Head discomfort 0 0 1 (0.4} I (0.3)
Headache 3 (8.1) 7 (7.6) 18 (7.6) 22 (7.4)
Sciatica 0 0 o o
Somnclence o 0 3 (3.3} 3 (1.0)
sSynccpe a 0 [ 0
PREGNANCY, PUERPERIUM AND PERINATAL 0 0 1 (0.4) 1 (0.3)
CONDITIONS

Abortion speontaneous 1] (V] 1 (0.4) 1 (9.3)
PSYCHIATRIC DISORDERS 1} 0 1 (0.4) 1 (0.3)
Mood altered Q 1] 1 {0.4) 1 (0.3)
REPRCDUCTIVE SYSTEM AND BREARST DISORDERS [} 0 1 {0.4) 1 00.3)
Menstruation irregular Q 0 1 {0.4) 1 (0.3)
RESPIRATORY, TEORACIC AND MEDIASTINAL a 0 T {32.0) 7 (2.3)
DISORDERS

Subjecta are counted only onhee per treabtment in each row.

If a subject in a given treatment had mere than ons occurrence in the game event category, only the most severe occurrence is taken.

All waravircc Doges includes subjecte who received maraviroe + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, R400100%3, A4001010, R4001016, A4001017, A4001032, A4001033, A4001038, A4001040, h4001043, A4001048
and R4001047.

Date of Table Generatich: 13SEP200& (06:23)
PFIZER CONFIDENTIAL



Table 1.4.1.3 Page ¢ of 30
Maraviroc Summary of Clinical Safety
Treatment-Emargent Adverse Events by Severity {All Causality) - Single Dose - Phase 1

Sevarity: Mild

MEDDRA v({8.1) maraviroc
SYSTEM ORGAN CLASS Placebo <100y 100my apomg 6o0mg S00mer 1200myg only
Higher Level Term

Cough 0 i} 0 1 (0.7) 1 (4.0) 0 [+] 2 {0.8)
Nasal congestion 0 0 9 1] o [ [¢]
Pharyngolaryngeal pain 0 0 2 {1.7) 1 (0.7} 2 {8.0) 0 [+ 5 (1.9)
SKIN AND SUBCUTANEOCOUS TISSUE DISORDERS a a 1 (6.9) 1 (0.7} [+] Q o 1 {0.4)
Night sweats a "o 0 [ 0 0 o o
Rash Q Q 1 (0.9) 1 {0.7} Q 0 [+] 1 {0.4)
SURGICAL AND MEDICAL PROCEDURES Q a 0 [+] o Q [+] [+]
Venipuncture a Q o0 .o 0 a 1] o
VASCULAR DISORDERS 2 (1.9} Q 2 (L.7) 1 (0.7} ] 4 (4.8) 1 (11.1) 8 {3.1)
Flushing 1] ] [ [+ 0 0 1 (1L.1) 1 {0.4}
Haematoma [+] Q 1 (0.9) 1 (0.7} ] Q ] 2 (9.8}
Hot f£lush 2 (1.9 4] 0 o L] 1] ] 1]
Orthostatic hypotenaion [ <] 1 (0.9) [ [+] 4 (4.8) o 5 {1.9}

Subjects are counted only once per treatment in each row.

If a subject in a given treatment had more than ¢ne occurrence in the same event category, conly the most severe occurrence ie taken.

All maraviroc Doses includes subjects who received maraviroc s+ Intaractant.

Includes Protocols: A4001001, A4001003, A4001004, A4001009, A4001010, A4001016, A4001017, A4001032, A4001033, A4001038, A4001C40, A4001043, R4C01046
and A4001047.

Date of Table Generation: 23SEP2006 (06:23})
PFIZER CONFIDENTIAL



Table 1.4.1.3 . Page i0 of 30
Maraviree gummary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (all Causality) - Single Dose - Phase 1

Severity: Mild

Treatment Group

all
MEDDRA v(&.1) maraviroc + maraviroeo maraviroc
SYSTEM ORGAN CLASS Interactant Interactant Only »=100mg Doses
Higher Level Term

Cough Q Q 2 {0.8) 2 {0.7)
Nasal congestion Q [ 0 Q
Pharyngolaryngeal pain 4] ¢ 5 (2.1) 5 {1.1
SKIN AND SUBCUTANEOQUS TISSUE DISORDERS 1 {2.7) Q 1 (0.4} 2 {0.7}
Hight sweats 1 {2.7) [+] a 1 {0.3)
Ragh Q Q 1 (9.4) 1 (0.3)
SURGICAL AND MEDICAL PROCEDURES 0 ] Q Q
Venipuncture 0 o 4] 9
VASCULAR DISORDERS 0 3 (3.3 8 (3.4) 8 (2.7)
Flushing 0 o 1 (0.4) i (0.3)
Haematoma 0 1 (1.1} 2 {0.8) 2 (0.7
Hot flush 0 o Q 0
Orthostatic hypotension 0 2 {(2.2) 5 {2.1) 5 (1.7)

Subjects are counted only once per treatmesnt in =2ach row.

If a subject in a given treatment had more than one occurrence in the pame event category, only the most severe occurrence is taken.

All maraviroc Dosee includes subjects who received maraviroc + Interactant.

Includes Protocols: R4001001, A4001003, A4001004, A400100%, h4001010, RA4001016, A4001017, A4001032, A4001033, 24001038, A4001040, A4001043, h4001044
and Ad4001047.

Date of Table Generaticn: 13SEP2006 (06:23)

DPFIZER CONFIDENTIAL




Table 1.4.1.3 Page 11 of 30
Matraviroe Summary of Clinical Safety
Treatment-Emezgent Adverse Events by Severity (Rll Causality) - Single Dose - Phase 1

Severity: Mcderate

Treatment Group

MEDDRA v (8.1} maravirec
S8YSTEM ORGAN CLASS Placebo <100myg 100mg 200mg S00my 900mg 1200ng Cnly
Higher Level Term

Humber of Subkjects Evaluakle for AE 107 77 115 151 25 a3 9 262
Number of Subjects Experiencing Events 7 7 15 11 6 14 7 52

at this severity

Number of Events at this severity 8 7 17 13 9 15 18 79

EAR AND LAEYRINTH DISORDERS ] [s] a 9 0 Q 1 {11.1) 1 {0.4}
Tinnitus 1] [+] o Q 0 L) 1 {11.1) 1 {¢.4)
EYE DISORDERS 0 o 1] 1 {0.7) 1 {4.0) [1] 2 {22.2) 4 {1.5}
Conjunctival hyperaemia bl [+] 0 a 0 a 1 {11.1) 1 {0.4)
Dry eye ] ] 1] 4] 0 [4] 1 §11.1) 1 {0.4}
Eyelid oedama L] o ] Q 0 ] 0 [}
Eyelid pain Q o o o b o 0 0
Keratitis 9 [+] o 1 {0.7) 0 ] 0 1 {0.4)
Photophobia 0 [} o 0 0 a 0 0
Vigion blurred 0 ) ] Q 1 {4.0) o 1 {11.1) 2 {¢.8)
GASTROINTESTINAL DISORDERS3 2 {1.9) 1 (1.3} 4 (3.5} 1 (0.7) 3 {12.0} 2 {2.4) 0 10 {3.8})
Abdominal dipcomfort 0 [+] 4] L] 0 a 0

Abdominal pain 2 {1.9) -] Q Q 1 {4.0) [ 0 1 {C.4})

Subjects ara counted only once per treatment in each row.

If a supject in a given treatment had more than one cccurrence in the same event category, only the most gevers occurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, R4001004, A400100S, A4001010, A4001016, A4001017, A4001032, A4001033, Ad001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (06:23)
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Table 1.4.1.3 pPage 12 of 30
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (All Causality) - 2ingle Dose - Bhase 1

Severity: Mcderate

Treatment Group

All
MEDDRA v(8.1} maravircc + maraviroc maraviroc
SYSTEM ORGAN CLASS Intexactant Interactankt only >=100mg Doses
Higher Level Term

Number of Subjectsz Evaluable for AR a7 92 236 298

Number of Subjects Experiencing Events 2 2 49 54

at this severity

Number of Evants ak this geverity 2 2 7z 81

EAR AND LAEYRINTH DISCRDERS [s] [+] 1 (0.4} 1 {0.3)
Tinnitug Q Q 1 (0.4) 1 {0.3)}
EYE DISORDERS Q [+] 4 (1.7) 4 {1.3)
Conjunctival hyperaemia 0 ] 1 (0.4} 1 {0.3)
Dry eye 9 [+ 1 (0.4) 1 {0.3)
Eyelid oedema 0 [+] 0 0
Eyelid pain 0 ] a 0
Keratitis 1] ] 1 (0.4} 1 {0.3)
Photophobia i) [¢] ] Q
Vision blurred a o 2 (0.8} 2 {0.7)
GASTROINTESTINAL DISORDERS ] 1 (1.1} 10 (4.2} 10 (3.3)
Abdominal discomfort a o o 0
Abdominal pain 0 [} 1 (0.4} 1 (0.3)

Subjects are counted only once per treatment in each row.

If a subject in a gilven treatment had more than one occurrence in the same event categery, only the most severe occurrence is taken.

All maravircc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001009, A4001010, A4001016, A4001017, R4091032, A4001033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (06:22)

FFIZER CONFIDENTIAL



Taple 1.4.1.3 Page 13 of 30
Maraviroc Summary of Clinical Safety
Treatmenk-Emergent Adverse Events by Severity (All Causality) - Single Dose - Phase 1

Savarity: Moderate

Treatment Group

MEDDRA vi(8.1} maraviroc
SYSTEM ORGAN CLASS Placebo <100mg 100my 300mey £00mgy S00mg 1200mg only
Higher Level Term

Abdominal pain upper 0 [+] <] o] 0 a9 1} 0
Aphtheus steomatitis 0 o Q ] 1] o 0 0
Constipation 0 [+] o 0 0 a 0 0
Diarrhoea 0 [+] 1 (0.%) 4] 0 Q 0 1 (0.4)
Dry mouth 9 [+] 1 (0.9} ] 1 {4.0) ] 0 2 (0.8)
Dyspapsia o [+] 1 (0.9) ] 0 o 0 1 (0.4}
Flatulence 0 o o Q 0 0 1] 1]
Freguent bowel movemants 0 [} o 0 0 0 0 0
Haemorrhoids 0 o o 1 [0.7) 0 0 0 1 (0.4)
Haugea 0 1 {1.3) 1 (0.9} Q 1 [4.0) Q 0 2 (0.8)
Rectal haemorrhage 0 o o 0 0 Q 0 0
Salivary hypersecreticn 0 0 a ] 0 1 {1.2}) 0 1 (e.4)
Teothache [} ] ] ] 0 1 {1.2) 0 1 (0.4)
Vomiting 0 [} [+] 1 (0.7} 1] 0 0 1 (0.4)
GENERAL DISORDBERS AND ADMINISTRATION 1 {0.9) 3 (2.9 2 (1.7 Q 1 (4.0} 3 {3.8) 2 {22.2) 11 (4.2)
SITE CONDITIONS

Asthenia 0 0 0 Q [ b 0 0
Catheter aite brulse 0 ] o a [ L] 0 0
Fatigue 1 {0.9) 3 (3.9) 2 (L.7) 0 1 (4.0} 3 {3.6) 2 {2z2.2) 11 (4.2)
Feeling hot 1} o o ] [ 0 0 0
Venipuncture site pain 0 o ] 0 [ ] 0 0
Vessel puncture site bruise [} o Q 0 [ b 0 0
INFECTIONS AND INFESTATIONS 2 {1.9) 1 (1.3 2 (1.7) 1 (¢.7) 2 (8.0} 0 0 6 (2.3)
Bronchitis 0 o [ 0 [ 0 0 ]

Subjects are counted only once per treatment in each row.

If a subject in a given treatment had more than one cccurrence in the same event categery, only the most severe occurrence is taken.

All maraviroc Doses includes subjects who raceived maraviroc + Interactant.

Includes Protocole: A4001001, A4001003, A4001004, A4001002, A4001010, A4001016, A4001017, R4001032, A40CL033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (06:23)

BFIZER CONFIDENTXAL



Table 1.4.1.3
Maraviroc Summary of Cliniecal Safety

Treatmant -Emergent Adverse Rvents by Severity (All Causality)

Severity: Moderate

MEDDRA v(8.1}
SYSTEM ORGAN CLASS
Higher Level Term

maraviroc +
Interactant

Interactant

- Single Dose - Phase 1

Treatment Group

maravirog

only »=100mg Doses

All

page 14 of 30

maraviroc

Abdominal pain upper
Aphthous stomatitis
Constipation

Diarrhoea

Dry mouth

Dyspepsia

Flatulence

Frequent bowel movements
Haemorrheids

Nausea

Rectal haemorrhage
8alivary hypersecretion
Tocthachs

Vomiting

GENERAL DISORDERS AND ADMINISTRATION

SITE CONDITICHNS

Asthenia

Catheter site bruise
Fatigue

Feeling hot

Venipuncture site pain
Veesel puncture site bruise

INFECTIONS AND INFESTATIONS

Bronchitis

cOoCcoOOOCOoOOOoODO0C

SO0 0 00 (=]
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2

cooeoOoCcOoOQODaKO

=

OO0 00

[+

{1.1}

H KM ORMEOSORRRHEHOODD

@

ooomoo

0

(0.4}
(0.8)
[0.4)

(0.4)
(0.8)
(0.4}
(0.4)
(0.4)

(3.4)

(3.4}

(2.1}

HFHEEORREROORNKFOQOQ

"
[

=
Qo OoOH OO

a

a

{0.3}
(0.7}
(0.3}

(0.3}
{0.7})
{0.3})
(0.3}
{0.3)

(3.7}

{13.7)

{2.0}

Subjects are counted only once per treatment in each row.

If a subject in a given Lreatment had mere than one occurrence in the same event category,
All maraviroc Doses includes subjects who received maraviroc + Intaractant.
Includes Protocols: A4001001, A4001003, R4001004, A4001005, A4001010, A4001016, A4Q01017, A4001032, A4001033, A4001038, R4001040, A4001043, A4001D46

and A4001047.

Date of Table Generation: 13SEP2006 (06:23)

PFIZER CONFIDENTIAL

only the mest Fevere occurrence 1s taken.



Table 1.4.1.3 Page 15 of 30
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (All Causality) - Single Dose - Phase 1

Severity: Moderate

Treatment Group

MEDDRA v({8.1} maraviroc
SYSTEM ORGAN CLASS Placeho <100mg 100mg 300mg G00mg 200mg 1200mg only
Higher Level Term

Cystitie

Gastroenteritis

Herpes simplex

Nasopharyngitis

Peritongillar abecess

Pharyngitis

Pyelonephritis

Tonsillitis

Upper respiratory tract infection

(1.9}

{1.3) (0.4)

{e.3) (0.7) 4.0) {1.1)

{0.9) (0.4)

4.0} {0.4)

coacocooomn
cocoocockHO
QO HrOOFHOOO
QeI HIOCQ
OHFOCOMFOOO
coooaoocaooce
Yeoco0oQo el
SFHEEWLORS

INJURY, POISONING AND PROCEDURAL
COMPLICATICHS

o
=
(-3
@
k=]
o
-3
@

Alcohol poisoning
Contusion
Excoriation

Jointk sprain
Sunburn

e a
aocoa
SS SO0
oo
o0 CoO
coooo
= -
[~ - -4

(=]
[

MUSCULOSKELETAL AND CONNECTIVE TISSUE 1 {0.9) a
DISORDERS

(0.7}

o
o
H

(x1.1)

n

{0.8)

Back pain 1
Chest wall pain [
Myalgia )
Pain in extremity [}

(0.9) (0.7} (11.1) {0.8)

cooo
[= 2~

2

o
(11.1) 1 {0.4)

o

Subjects are counted cnly onca per treatment in each row,

If a subject in a given treatment had wmore than one occurrence in the same event category, cnly the most severe occurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001009, A4001010, A4001016, A4001017, A4001032, A4001033, A4001038, A4001040, A4001C43, RA4A00104S
and A4001047.

Date of Table Generation: 13SEP2006 (06:23)
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Table 1.4.1.32 - Page 1§ of 30
Maraviroc Summary of Clinical safety
Treatment-Emergent Adverse Events by Severity (All Causality} - Single Dose - Phage 1

Severity: Moderate

Treatment Group

All
MEDDRR v(8.1) maraviroe + maraviroc maravircc
SYSTEM ORGAN CLASS Interactant Interactant Only »=100mg Doses
Higher Level Term

Cystitis ] 1 {1.1} Q Q
Gastroenteritis 0 o ] 1 [0.3)
Herpes simplex 0 [ 0 0
Nasopharyngitis 0 0 3 (1.3) 3 (1.0)
Peritensillar abscess 0 o o Q
Pharynyitis 0 o ] 0
Pyelonephritis 0 0 1 {0.4) 1 (¢.3)
Tonsillitis 0 [} 1 (0.4) 1 (0.3)
Uppar respiratory tract infection 0 "] 0 ]
INJURY, POLSONING AND PROCEDURAL 0 [} [+] 0
CCMPLICATIONS

Alcohel poisening 0 1] 0 0
Contusion 0 o 0 0
Excoriation 0 o Q 0
Jedint sprain 0 0 Q 1]
Sunburn 0 o a 0
MUSCULOSKELETAL AND CONNECTIVE TISSUE 0 1} 2 {0.8) 2 0.7
DISORDERS

Back pain 0 0 2 {0.8) 2 (0.7)
Chest wall pain 0 o 0 0
Myalgia 0 o 1 (0.4) 1 (0.3)
Pain in extremity 0 0 0 0

Subjects are counted only once par treatment in each row.

If a subject in a given treatment had wore than ohe occurrence in the same event categery, only the most severe ocecurrence is taken.

All maraviroc Doses includes subjects who received maraviree + Interactant.

Includes Protocole: A4001001, A4001003, A4001004, A4001009, A4001010, A4001016, A4001017, A4G01032, A4001033, A4001038, AL001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 {06:23)

BFIZER CONFIDENTIAL



Table 1.4.1.3 Page 17 of 30
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity {All Causality) - Single Dose - Phasge 1

Severity: Mcderate

Treatment Group

MEDDRA v (8.1} maravirec
SYSTEM ORGAN CLASS Placebo <100mg 100mg agomg &00my 300mg 1200mg only
Higher Level Term

NERVOUS SYSTEM DISORDERS 2 (1.9) 2 (2.6) 5 [(4.3) 4 (2.6} 1 {4.0) 5 (6.0) 4 (44.4) 29 {7.8)
Dizziness 1 (0.9} G o 1 {0.7} ] ) 1 {11.1) 2 {0.8)
Dizziness postural a 1] 1] 4] 0 2 {2.4) Q 2 (0.8}
Dysgausia a 4 o 0 0 ] ] L]

Head discomfort ] 4 0 Q 0 a o o
Headache 1 ({p.9) 1 (1.3) 4 (3.5) 4 {2.6) 1 {4.0) 3 {3.6) 3 {33.3) 16 {6.1)
Sciatica 1] 1 (1.3) o o 0 q ] 1 {0.4})
Somnclence a [} 1 (0.9 o 0 a 0 1 {0.4)
Syncope a [} o Q 0 o 0 0
PREGNARCY, PUERPERIUM AND PERINATAL Q (1] o Q 0 [+] 0 ]
CONDITIOQNS

Abortion spontanecus a ] ] o 0 a 0 0
PSYCHIATRIC DISORDERS [+] [+] a ] 0 4] 1] 0

Mood altered o 4 0 o 0 9 0 0
REPRODUCTIVE SYSTEM AND BREAST DISORDERS 0 [+ Q Q 0 o 0 0
Menstruation irregular Q [+ o Q 0 a 0 0
RESPIRATORY, THORACIC AND MEDIASTINAL 0 o 4] 1 {0.7) 1 {4.0) o 1 {11.1} 3 {1.2}
DISORDERS

Subjects are counted only once per treatment in each row.

If & subject in a given treatment had mere than one occurrence in the same event category, only the most severa occurrence is taken.

All maravirec Doses includes subjects who received maraviroc + Interactant.

Includes Prebocole: A40010D1, A4001003, A4001C04, A400100%, A4001010, A4001016, A4001017, A4001032, AR4001033, Ad001038, A4a001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (0&:23)

PFIZER CONFIDENTIAL



Table 1.4.1.3
Maraviroc Summary of Clinical Safety

Treatment-Emergent Adverse Events by Severity (All Causality)

Severity: Moderate

MEDDRA v (8.1)
SYSTEM ORGAN CLASS
Higher Level Term

waraviroc +
Interactant

Interactant

- Single Dose - Phage 1

Treatment Group

maraviroc
only »>=100mg

all

maraviroc

Doges

Page 18 of 30

NERVQUS SYSTEM DISORDERS

Dizziness
Dizziness postural
Dysgeusia

Head discomfort
Headache

Sciatica
Somnclence
Syncepe

PREGNANCY, PUERPERIUM AND PERINATAL

CONDITIONS
Abortion spontaneots
PSYCHIATRIC DISORDERS

Mood altered

REPRODUCTIVE SYSTEM AND BREAST DISORDERS

Menstruation irregular

RESPIRATORY, THORACIC AND MEDIASTINAL

DISORDERS

2

CooNODOC

(=]

(5.4)

(5.4)

13 (8.1)
{0.8)
(o0.a)
(6.4)

{0.4)

I
DHONMOONMNN

L=

22

2
2
Q
o
i1a
1
1
Q

o

(7.4)

(0.7
{0.7)

(6.0}
(0.3}
{0.3)

subjects are counted only once per treatment in each row.

If a subject in a given treatment had mere than one occurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Doses includes sukjects who received maraviroc + Interactant,
Includes Protocols: A4001C01, A4001003, A4001004, A400100%, AL00L010, A40C1016, A4001017, A4001032, A4001033, A4001033, A4001040, A4001043, A4001046
and A4001047.
Date of Table Generation: 13S5EP200& (06:23)
PFIZER CONFIDENTIAL



Table 1.4.1.3 Page 1% of 30
Maraviroc Summary of ¢linical Safety
Treatment -Emergent Adverse Evente by Severity (All Causality) - Single Dose - Phase 1

Severity: Moderate

Treatment Group

MEDDRA v({8.1) maraviroc
SYSTEM ORGAN CLASS Placebo <100my 100mg 300mg 600mg 90 0mg 1200mg only
Higher Level Term

Cough 0 0 o o ] o Q a

Nagal congestion a [i] [+] ] [+] 1} 1 (11.1} 1 {(0.4)
Fharyngelaryngeal pain 1] 0 [} 1 (0.7 1 (4.0} 0 0 2 (0.8}
SKIN AND SUBCUTANEOUS TISSUE DISORDERS [} 0 [+] 1 (0.7 [+] [} [} 1 (0.4}
Night sweats 0 0 [+] 0 0 0 0 1]

Rash 0 0 [+] 1 (0.7 0 0 a9 1 (0.4}
SURGICAL AND MEDICAL PROCEDURES a Q o 1 {9.7) Q 0 aQ 1 {0.4)
Venilpuncture a [1] [d] 1 (0.7 Q 0 a 1 {0.4)
VASCULAR DISCRDERS a 0 3 (z2.6) aQ Q 5 (§.0) 4 (4.4} 12 {4.6)
Flushing a 0 4] ] ] o ] a

Haematoma a 0 1 (0.9} ) 0 o ] 1 {0.4)
Hot flush 9 0 2 (1.7 o [s] 0 2 (22.2) 4 {1.5)
Crthostatic hypotension a 0 Q o L] 5 (6.0) 2 (22,2) 7 {2.7)

Subjects are counted only conce per treatment in each yow.

If a subject in a given treatment had more than one coccurrence in the same event category, only the mest severe occurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A400100%, A4001010, R4001016, A4001017, A4001032, A4001033, A4001038, A4001040, h4001043, A4001046
and R4001047.

Date of Table Generaticn: 13SEP2006 (06:23)

PFIZER CONFIDENTIAL




Table 1.4.1.3
Maraviroc Summary of Clinical Safety

Treatment-Emergent Adverse Evente by Severity (A1l Causality) - Single Dose - Phase 1

Severity: Moderate

MEDDRA v(8.1)
SYSTEM ORGAN CLASS
Higher Level Term

Cough

Nasal congestion

Pharyngolaryngeal pain

SKIN AND SUBCUTANEOUS TISSUE DISORDERS

Night sweats
Rash

SURGICAL AND MEDICAL PROCEDURES
Venipuncture

VASCULAR DISCRDERS

Flushing

Haematoma

Hot flush
Crthostatic hypotension

Treatment Group

maraviroc + maraviroc
Interactant Interactant
0 0 [}
o 0 1 (0.4}
o 0 2 (0.8)
] 0 1 {0.4)
0 0 [
0 0 1 (0.4)
Q 0 1 {0.4)
Q 0 1 {0.4)
0 0 12 (5.1)
0 0 [’}
o 0 1 {0.4)
o (] 4 {1.7)
0 0 7 {2.0)

All
maraviroc
Only »>=100mg Doses

12

N O

(0.3)
0.7

(90.3)

(0.3)
(0.3}
{0.3)
(4.0}
(0.3}

(1.3}
(2.3}

Page 2C of 30

Subjects are counted only cnce per treatment in each row.
If a subject in a given treatment had more than one occurrence in the same event category,
All maraviroc Doses includes subjects who received maraviroc + Interactant.
Includes Protocols: A4001001, A4001003, A4001004, A400100%, A4001010, R4001016, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, A4001046

and A4001047,

Date of Table Generaticn: 125EP2006 (06:23)

PFIZER CONFIDENTIAL

only the most severe occurrence is taken.



Takle 1.4.1.3 Page 21 of 30
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (All Causality) - Single Doge - Phase 1

severi ty: Severe

Treatment Greoup

MEDDRA v(8.1) maraviroo
SYSTEM ORGAN CLASS Placebo <100mg 100my 300my $00mg 900mg 1200mg only
Higher Level Term

Number of Subjects Evaluakle for AE 107 77 ' 115 151 25 83 2 262

Number of Subjects Experiencing Events 1 . o z 4 0 ] 4 9
at this severity

Number of Evants at this severity 1 o 2 4 0 9 ] 15
EAR AND LABYRINTH DISCRDERS 0 o . (4] Q 0 Q 0 - 0
Tinnitus 9 [+] a b 0 a 1] 1]
EYE DISORDERS 0 o Q Q 0 Q 2 {22.2) 2 (0.8)
Conjunctival hyperaemia b [+ 1] Q 1] Q 0 0
Dry eye 0 o a Q 0 o 0 0
Eyelid ocedema 0 o o ] 0 b] 0 0
Eyelid pain 0 [+] 0 0 [i] ] 0 0.
Keratitis ] [4] 0 ] 0 L] 0 0
Photophobia o 0 ] Q 0 0 1 {11.1) 1 (0.4)
Vigion blurred 0 Q [} 0 0 0 1 {11.1) 1 (0.4)
GASTROINTESTINAL DISORDER3 0 [+] o 1 (0.7) 0 [s] 2 {22.2) 3 (1.1)
Abdominal discomfort ] s} ] Q 0 2 0 0
Abdominal pain 0 [\] [+] Q 0 0 0 0

Subjecte are counted only once per tramatment in each row.

If a subject in a given treatment had more than one cccurrence in the same event category, only the most gevere occurrence is Laken,

All maravirec Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001002, A4001010, 4001016, A4001017, A4001032, A4001033, Rd001038, A4001040, A4001043, A4D01046
and A4001047.

Date of Table Ganeration: 13SEP2006 (06:22)
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Table 1.4,1.3 Page 22 of 30
Maraviroc summary of Clinical Safety
Treatment -Emergent Adverse Events by Severity (All Causality) - Single Dose - Phase 1

Severity: Severe

Treatment Group

All
MEDDRA v(8.1) maraviroc + maraviroe maraviroc
SYSTEM ORGAN CLASS Interactant Interactant only »>=100ryy Doses
Higher Level Term

Humber of Subjects Evaluable for AE 37 92 236 292
Humber of Subjects Experiencing Events Q 0 = ]

at this severity

Number of Events at this severity [ 0 15 15

EAR AND LABYRINTH DISORDERS i} 0 o o
Tinnitus Q 0 o a

EYE DISCRDERS 1} 0 2 (0.8} 2 (0.7
Conjunctival hyperaemia o] 0 o o

bry eye 0 0 0 0
Eyelid oedema o 0 [ "]
Eyelid pain [i] i} [+] o
Keratitis 0 0 [+] o
Fhotephobia 0 0 1 (0.4) 1 (0.3)
Vision blurred o 0 1 (0.4) 1 (0.3)
GASTROINTESTINAL DISCRDERS aQ 0 3 (1.3} 3 (L.0)
Abdlominal discomEort Q 0 [+] 1]
Abdominal pain 0 0 [} 0

Bubjects are counted only once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001303, A4001004, h4001009, A4001010, A4001016, A4001017, A4001032, A4001033, A4001038, RAGD1040, R4001043, A4001046
and A4001047.

Date of Takle Generaticn: 13SEP2006 (06:23)
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Table 1.4.1.3 Page 23 of 30
Maraviroc Summary of Clinical Safety
Treatment -Emergent Adverse Evants by Severity (All Causality) - Single Dose - Phase 1

Severity: Severe

Treatment Group

MEDDRA v(5.1) maraviroc
SYSTEM ORGAN CLASS Placebo <100my 100y 300mg s00mg 200mg 1200wy only
Higher Level Term

Abdominal pain upper
Aphthous stomatitis
Constipation

Diarrhoea

Dry mouth

Dyspepsia

Flatulence

Frequent bowel movements
Haemorrhoids

Mausaa

Rectal haemecrrhage
Salivary hypersecretion
Toothache

. Vomiting

(2z.2}

{0.8)

(0.7 {0.4)

cocOo0O0C0OaO000
CO0CO000CO000Q0D0
QOO0 HOCSOO0OODDAO0C
OO0 0CQODOOOoO0D
=== N -E-E-E-E-N-E-N-)
coocooocQocOoONQOCOO
cocCcOoORODOONODSOO

GENERAL DISORDERS AND ADMINISTRATION
SITE CONDITIONS

(=]
o
o
-

(0.7

<
a
w

(33.3)

W

{1.1)

Asthenia

Catheter gite bruise
Fatigue

Feeling hot

Venipuncture site pain
Vessel puncture site bruise

{0.7} {33.3) {1.1)

DOoOoCO QO
oooQoa
coooooo
Qo0 KHCO
S OoCO0oC
cocooao
QO OoWOoa
OO CWoo

INFECTIONS AND INFESTATIONS 1 {0.9) [+ 1 (0.9 Q

B}
o
o
-
©
'S

Bronchitis ] [+] a 0 o a 0 L]

Subjects are counted only once per treatment in each row.

If a sukject in a gilven treatment had more than one eccurrence in the same event category, only the mosk severe occurrence i1s taken.

All maravirec Doses inclixdes subjects whe racaived maraviroc + Interactant,

Incliudes Protocols: A4001001, A40C01003, R4001004, A400100%, A4001010, A4001016, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 138SEP2006 (06:23)
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Table 1.4.1.3 Page 24 of 30
Maravircc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (All Causality} - Single Dose - Phase 1

Severity; Severe

Treatment Group

All
MEDDRA v(8.1) maravirec + waraviroc maravirec
SYSTEM ORGAN CLASS Interactant Interactant Only »>=100mg Coses
Higher Level Term

Akdominal pain upper 0 ] Qo 0
Aphthous stomaktitis 0 [ o 0
Constipation L] 0 o ]
Diarrhoea 0 ] ] o

Bry mouth ] o 2 (0.8) 2 (0.7)
Dyspepsia 0 Q o Q
Flatulence 0 0 0 b
Freguent kowel movements 0 o Q Q
Haemorrholds 0 [} Q Q
Naugea ] 4] 1 (0.4} 1 (0.3)
Rectal haemorrhage 0 o o 0
Salivary hypersecreticn 0 1] 0 Q
Teothache 0 o o Q
Vemiting 1] o o 0
CGENERAL DISORCERS AND ADMINISTRATION 0 o 2 (1.2) 3 (1.0)
SITE CONDITIONS

Asthenia 0 o ] Q
Catheter site bruise 0 o o ]
Fatigue 0 ] 3 (1.2) 3 (1.0)
Feeling hot 0 o ] Q
Venipuncture site pain 0 0 0 Q
Vessel puncture site bruise 0 o o ]
INFECTIONS AND INFESTATIONS . 0 0 1 (0.4) 1 (6.2)
Bronchitis 0 ’ 0 o 0

Subjects are counted only once per treatment in each row.

If a subject in a given treatment had more than one cccurrence in the same event categery, only the most severe occurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, AR40010C4, A4001009, A4001010, A4001016, A4001017, R4001032, RA4001033, R4001038, A4001040, A4001043, A4D0L046
and A4001047.

Date of Table deneration: 13SEP2006 (06:23)
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Takle 1.4.1.3 Page 25 of 30
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (All Causality) - Single Dosge - Phase I

Beverity: Severe

Treatment Group

MEDDRA vi8.1) maravirec
SYSTEM ORGAN CLASS Placebo <100mg 100mgy 300mg £00mg 900mg 1200my only
Higher Laevel Term

Cystitis Q [+] ] ] 0 Q 0 0
Gaptroenteritis 1 {0.9) [+] [} Q 0 ] 0 0
Herpas simplex Q o] o Q 0 Q 0 0
Hasopharyngitis a Q 0 Q 1] @ 0 0
Peritensillar abscess bl [+] 1 (0.9} ] 0 4] 0 1 (0.4)
Pharyngitis 0 ] ] Q 0 ] 0 0
byelonephrivis Q o o Q 0 Q 0 1]
Tonsillitis 0 +] 0 b 0 9 0 0
Upper respiratory tract infection 9 o a Q 0 ] 1] 0
INJURY, POISONING AND PROCEDURAIL 9 ) Q Q 0 Q 0 0
COMPLICATIONS

Alcohel peisoning 0 [+] '] Q 0 0 0 0
Contusion 1] 0 0 0 0 9 0 1]
Excoriation Ll 0 0 ] 0 0 0 0
Joint sprain 0 o 9 Q 0 Q 1] 1]
Sunburn 0 o Q Q 0 Q 1] 1]
MUSCULOSKELETAL AND CONNECTIVE TISSUE 1] Q [+] 0 0 Q 0 1]
DISORDERS

Rack pain 1] h] [+ ] 0 ] 0 0
Chest wall pain 0 0 L] Q 0 0 0 0
Myalgia 0 o L] o 0 b] 0 0
Pain in extremity 0 [} 0 Q 3 9 0 0

Subjects are counted only once per treatment in each row.

1f a subject in a given treatment had more than one cccurrence in the same event category, only the most severs occurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protoccls: A4001001, A4001003, A4001004, A4001002, A4001010, A4001016, A4001017, AR4001032, R4001033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (06:23)
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Table 1.4.1.3 Page 26 of 30
Maravircc Summary of Clinical Safety
Treatment-Emergent Advarse Eventa by Severity (All Causality) - Single Dose - Phase 1

Severity: Severe

Treatment Group

AlL
MEDDRA v(8.1) maravirec + maraviroc maravireag
SYSTEM ORGAN CLASS Interactant Interactant Oonly »=100mg Doses
Higher Level Term

Ccystitis 0 ° o 0
Gastroenteritis ] [+] o a
Herpes simplex o o o 3]
Nasopharyngitis 1] ] i} a
peritonsillar abscess b)) ] 1 (0.4) 1 (0,3)
Pharyngitis 0 o Q Q
Pyelonephritis 0 [} 0 0
Tensillitis o [+] 1] ]
Upper respiratory tract infection 0 ] ] ]
INJURY, POISONING AND PROCEDURAL ] o 4] Q
CCMPLICATIONS

Alcohol poisoning )] o] o ]
Contusion 0 0 0 Q
Excoriation 0 o ] Q
Jeint sprain 0 o o Q
Sunburn 0 o o Q
MUSCULOSKELETAL AND CONNECTIVE TISSDE Q 0 [+] 4]
DISORDERS

Back pain 0 o] o 0
Chest wall pain 0 0 a 0
Myalgia 0 1] 0 Q
Pain in extremity 0 0 0 ]

Subjects are counted only once per treatment in each row.

If a subject in a given treatment had more than one ceccurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Doses includes subjects who received maraviros + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001009, A4001010, A4001016, A4001017, R4001032, A4001033, A4001038, A4001040, A4001043, A400L046
and A4001047,

Date of Table Generation: 13SEP2006 (06:23)
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Table 1.4.1.3 Page 27 of 30
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity {All Caugality) - Single Doge - Phase 1

Severity: Severe

Treatment Group

MECDRA v{8.1} maraviroe
SYSTEM ORGAN CLASS Placebo <100mgy 100mg 300myg 600mg 900mg 1200 only
Higher Level Term

NERVOUS SYSTEM DISORDERS 4] L] 0 1 (0.7} [+] 0 [+] 1 {0.4)
Dizzinese [ 0 0 [+ [+] 0 ° ]
Dizzinese postural [ li] 0 3 [} a o [
Dysgeusia [ a ] [ [+] 0 [+] [+]

Head discomfort 1] a ] [ ] 0 o <]
Headache [ a 0. [ [¢] 0 ] ]
Sciatica [+] 9 0 [+] [+] 0 [s] [+]
Somnolence [+] a 1] [ 0 a o [}
Syncope ] 0 0 1 (0.7} [} (1] [} i {0.4)
PREGNANCY, PUERPERIUM AHND PERTNATAL 4] 0 0 [+] o 0 o 1}
CONDITIONS

Abortion spontanecus o 3] 1] o o a [} o
PSYCHIATRIC DISCRDERS ] Q o o L] ] 1} 1}

Mood altered ¢ Q 4 [} o ¢ o o
REPRODUCTIVE SYSTEM AND BREAST LGISORDERS [s] 0 o Q ] [+] o 1]
Mengtruation irregulax Q Q [ o [} ] 1] 1}
RESPIRATORY, THCORACIC AND MEDIASTINAL o Q ¢ [} 1} [+} o 1}
DISORDERS

Subjecte are counted only once per treatwment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A40C1004, A4C010G09, A4001010, A40Q1C16, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table deneration: 13SERI00& (0&:23)
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Table 1.4.1.3 Page 28 of 30
Maraviroc Suumary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (All Causality) - Single Dose - Bhase 1

Severity: Severe

Treatment Group

All
MEDDRA v{a.1} maraviree + maraviroc maraviroe
SYSTEM ORGAN CLASS Interactant Interactant Only >=100myg Doses
Higher Lewvel Term

NERVQUS SYSTEM DISORDERS Q ¢ 1 (0.4) 1 {0.3)
Dizziness ] [ o] 0
Dizziness postural Q [ a o
Dysgeusia ] [ :] a

Head discomfort o] [ Q ]
Headache Q o o Q
Sciatica ] [ o 0
Somnolence a ] o 0
Syncope 0 o 1 (0.4} 1 (0.3)
PREGNANCY, DPUERPERIUM AND PERINATAL ] ] Q Q
CONDITIONS

Abortion spentanecus 0 o o 0
PSYCHIATRIC DISORDERS Q Q Q Q

Mood altered 0 0 o 0
REPRODUCTIVE SYSTEM AND BREAST DISORDERS Q o] 1] 0
Menstruation irregular Q o 0 0
RESPIRATORY, THORACIC AND MEDIASTINAL ) ] (o] Q
DISORDERS

subjects are counted only once per treatment in each row.

If a subject in a given treatment had more thah one occurrence in the same event category, only the most severa occurrence is taken.

211 maraviroc Deses includes subjects who received maraviroc + Interactant.

Includes Protocels: A4001001, A4001003, A40010C4, A4001009, A4001010, A4001016, A4001017, R4001032, R4D0G1033, R4001038, A400104¢, A4001043, A4D0L046
and A4001047.

Date of Table Generation: 13SEP200& (06:23)
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Table 1.4.1.3 Page 29 of 30
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Eventa by Severity (All Causality) - Single Dose - Phase 1

Severity: Severe

Treatment Group

MEDDRA v{8.1) maraviroe
SYSTEM ORGAN CLASS Placebo <100mgy 100mg 300mg 600mg S00me 1200mg only
Higher Level Term

Cough G a4 0 ] o 0 Q Q
MNazal congestion [ a 0 ] [} a [} [}
Pharyngolaryngeal pain o Q i) o [+] 1] ) o
SKIN AND SUBCUTANEOUS TISSUE DISORDERS [+] Q 1 (¢.9) [+} L] 0 [s] 1 {0.4}
Hight sweats o Q 0 o Q 0 o o
Rash [+] Q 1 (.9 [+ [+] Q o x (0.4}
SURGICAL AND MEDICAL PRCCEDURES o 0 0 [+] o] 0 L] ]
Venipuncture [+] a 0 ] ] [} [ ]
VASCULAR DISORDERS Q Q Q 1 {0.7} Q 0 2 {22.2) 3 (1.1}
Flushing [+] o 0 ] ] a 0 0
Haamat oma o Q 0 o o [ o 1]
Hot flush [+} Q ] [+] 0 [+] 1} 1}
Orthostatic hypotension o Q 13 1 (0.7} [+ [} 2 (22.2) 3 (1.1}

Subjacks are counted only once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only the wost severe occurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protecols: A4001001, A4601003, A4001004, A400100%, A4001010Q, A4001016, A4001D17, A4001032, A4001033, A4001038, A4001040, A4001043, A4C01046
and A4001047.

Date of Table Generation: 13SEP2G06 (06:23}
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Table 1.4,1.3 Page 30 of 30
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (All Causality) - Single Dose - Phase 1

Severity: Severe

Treatment Group

All
MEDDRAE v{8.1)} waravirec + maraviroc maraviroc
SYSTEM ORGAN CLASS Interactant Interactant only >=100myg Dosges
Higher Level Term

Cough o a o Q
MNasal congestion a a o o
Pharyngolaryngeal pain ] [ o a
SKIN AND SUBCUTANEOUS TISSUE DISORDERS ] ¢ 1 (0.4) 1 {0.3)
Night sweats 0 [ 1] 0
Rash 9 [+] 1 (0.4} 1 {0.3)
SURGICAL AND MEDICAL PROCEDDRES Q a o Q
Venipuncture 2 [+] 1] ]
VASCULAR DISORDERS 0 [+] 3 (1.3} 3 1.0
Flushing 0 [1] ] Q
Haematoma [} o Q L]
Het flush 1] o ] Q
Orthostatic hypotensicn 0 [} 3 (1.3} 3 (1.0)

Subjects are counted only once par treatment in each row.

If a subject in a given treatment had more than one cccurrence in the same event category, only the most severe occurrence is taken.

All waravirec Deoses includes rubjects whe received maraviros + Interactant.

Includes Protocols: A4001001, A4001003, R4001004, A4001009, RA4001010, A4001016, RA4001017, A4001032, AS001033, A4001038, A4001040, A4001043, A4001046
and A4091047.

Data of Table Ganeration: 13SEP2006 {06:23)
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Table 1.4.1.4 Page 1 of 24
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity {Treatment Related} - Single Doge - Phase 1

Severity: Mild

Treatment Group

MEDDRA v({8.1} maraviroc
SYSTEM ORGAN CLASS Placebo «140mzg 100mg 300myg E00Iy 200my 1200mg only
Higher Level Term

Number of Subjects Evaluable for AB 107 77 115 151 25 83 L 262
Hunber of Subjects Experiencing Events 13 & 12 3c 10 28 2 75

at this severity

Number of Events at this saverity 17 & 14 ag 13 34 2 108

ERR AND LABYRINTH DISORDERS [ Q 0 [+] [+] 0 [+] [+]
Tinnitus [} a 0 (1] 4] 1] [+] ]

EYE DISORDERS [} Q 0 3 (z.0) <] 2 (2.4) [+] & {1.9)
Conjunctival hyperaemia ] ] L] [ [+] 0 [ 0

Dry eye [ a 0 o Q a [+] ]
Eyelid ocadema ¢ a 0 1 (0.7} o Q o 1 {0.4)
Eyelid pain (] a Q 1 (0.7} Q 0 [+] 1 {0.4}
Bhetophobla o Q 0 [+ ] 0 [ [}
Vigion blurred a Q ] 1 (0.7} 0 2 (z.4) <] 3 (1.1}
GRSTROINTESTINAYL DISQRDERS 5 (4.7 2 {2.6) 4 (3.5) 8 (5.3} a {1z2.0) 9 (10.8) ] 23 (8.8}
Abdominal dircomfort 1 (0.9) Q 1] 1 (0.7} 4] 1 (1.2) o 2 {o0.8}
Abdominal pain X 1 (0.9 ] 0 [+] 0 0 [s] 0
Abdominal pain upper [+] o 1 (e.9) 1 {0.7) [+] 1 (1,2) [+] 3 {1.1}

Subjects are counted only onca per treatment in each row.

If a subject in a glven treatment had more than ene ogcurrence in the same event category, only the most severe occurrence ie taken.

Al]l maravirec Deses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A400100%, A400101L0, A4001016, R4C01017, A4001032, A4001033, A4001038, A4001040, A4001043, A4001046
and Ad001047.

Date of Table Generation: 13SEP2006 (06:23}
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Table 1.4.1.4 Page 2 of 24
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity {(Treatment Related) - Single Doge - Phase 1

Severity: Mild

‘Treatment Group

Ail
MEDDRA v({8.1) . maraviroc + maravirec maraviros
SYSTEM ORGAN CLASS Interactant Interactant Cnly »=100mg Doses
Higher Level Term

Number of Subjects Evaluable for AE 37 sz 236 299

Number of Subjects Expeariencing Events S 19 12 a0
at this severity

Number of Events at this severity 5 24 102 113
EAR AND LABYRINTH DISORDERS 0 o Q [
Tinnitue 0 a Q [
EYE DISORDERS 0 Q 5 {2.1) 5 (1.7
Cenjunctival hyperaemia Q 0 Q [}
Dry eye ] o 0 o
Eyelid oedema 0 ] 1 {0.4) 1 (0.3)
Eyelid pain [ 0 1 {0.4) 1 (0.3)
Photophebia Q 0 ] [}
vision blurred 0 o 3 {1.3) 3 (1.0)
GASTROINTESTINAL DISORLCERS Q g8 {8.7) 2 {8.9) 23 (7.7)
Abdominal discomfort 0 1 {1.1) 2 {0.8) 2 (0.7
Abdominal pain a u Q o
Abdominal pain upper 0 <] 3 {1.3) 3 (1.0

Subjects are counted only once per treatment in each row.

If a eubject in a given treatment had more than one occurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Doses includes subjects who received maravirocc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001003, A4001010, A4001018, A4001017, A4001032, A4001033, A4001038, A400L040, A4001043, A4001046
and A4001047.

Date of Teble Generation: 13SEP2006 (06:23)

PFIZER CONFIDERTIAL



Table 1.4.1.4 Page 3 of 24
Maraviroc Summary of Clinical Safety
Treatment -Emergent Adverse Events by Severity (Treatment Related} - Single Dose - Phase 1

Severity: Mild

Treatment Group

MEDDRA v({8.1} maravires
SYSTEM ORGAN CLASS Placebo «100mg 100mg 300my &£00my 900y 1200my only
Higher Level Term

Diarrhoea 0 0 ] ] ] »] 9 a

Dry mouth ] 1 (1.3) [/} 1 (0.7) Q 2 (2.4) Q 4 {1.5)
Dyepepeia ] 3 1] [} 2 (8.0} 0 ] 2 {0.8)
Flatulence Q 0 2 (1.7 3 (2.0} 0 1 {1.2) [ 8 {2.3)
Frequent bowel movements 1] 0 [v] 4] 1 {4.0) 0 Q 1 {0.4)
Nausaa 3 (2.8) 1 {1.3) 1 i{0.9) 2 {1.3) Q 4 (4.8) o § {2.3)
Salivary hypersecretion 0 [} o 0 ] a 0 ]
Vomiting 0 [ 0 L] Q 1 (1.2} Q 1 {0.4)
GENERAL DISORDERS AND ADMINISTRATION 5 {(4.7) 1 {(1,3) 3 (2.6) 2 {1.3) 4 {16.0} 4 {4.8) Q 14 {5.3)
SITE CORDITICNS

Asthenia 0 [+] 1} 0 1 {4.0]) Q9 Q 1 {0.4)
Fatigue 5 {4.7) 1 {1.3} 3 (2.8} 1 {0.7) 3 {12.0) 4 {1.8) ] 12 {4.6)
Feeling hot o o 0 1 {0.7) 0 o 0 1 {0.4)
INFECTIONS AND INFESTATIONS 0 4] o Q 0 1] 1] 0
Herpes simplex L] o 4] Q 0 ] ] 0
INJURY, POISONING AND PROCEDURAL 0 o 0 ] 1 {4.0) 0 0 1 {0.4)
CCMPLICATIONS

Alcohol poisoning 1] 1] 1] Q 1 (4.0) 0 0 1 (0.4)

Subjects are counted only once per treatment in each row.

1f a subject in a given treatment had more than one cccurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Doses includes subjects who raceived maraviroc + Interactant.

Includes Protocels: A4001001, A4001003, A4001004, A4001002, A4001010, A4001016, A4001017, A4001032, R4001033, A4001038, A400104C, A4001043, AS00L046
and A400L047.

Date of Tzble Ganeration: 13SEP2006 (06:23)
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Table 1.4.1.4 Page 4 of 24
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (Treatment Related} - Single Dose - Phase 1

Sevarity: Mild

Treatment Group

All
MEDDRA w{8.1) maraviroc + maraviroe maraviroc
SYSTEM ORGAN CLASS Interactant Interactant Cnly »-100mg Doses
Higher Level Term

Diarrhoea 1] 2 {2.2) 0 0

DPry wouth Q Q 3 {1.3) 4 (1.3)
Dyspepsia 1] a 2 {0.8) 2 (0.7)
Flatulence 1] 2 {2.2) & {2.5) & (2.0)
Frequent bowel movemants 0 o 1 {0.4) 1 (0.3)
Hausea 0 3 (3.3) 5 {2.1) 6 (2.0)
Salivary hypersecretion 3 0 0 o
Vomiting 1] 0 1 {0.4) 1 (0.3)
GENERAL DISORDERS AND ADMINISTRATION ] a 13 {5.5) 14 (4.7}
SITE CONDITIONS

Asthenia ] 1} 1 [6.4) 1 (0.3}
Fatigue 1] ] 11 (4.7 12 (4.0}
Feeling hot [\ a 1 (0.4]) 1 (0.3}
INFECTIONS AND INFESTATIONS 1 {(z.7) [} 0 1 (0.3}
Herpes simplex 1 (2.7) Q o 1 {0.3}
INJURY, POISONING AND PROCEDURAL [+] o 1 [c.4) 1 (0.3}
COMPLICATIONS

Alcohol peisening [ Q 1 [0.4) 1 {0.3}

Subjects are counted cnly once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Dogses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4C0L009%, A400101CG, A4001016, A4001017, A4001032, A4001033, h4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (06:23)
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Table 1.4.1.4 Page 5 of 24
Maraviroec Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (Treatment Related} - Single Dose - Phase 1

Severity: Mild

Treatment Group

MEDDRA v(8.1) maraviroc
SYSTEM ORGAN CLASS Placebo <100mg 100mey 300mg 600meg 900mg 1200mg only
Higher Level Term

MUSCULOSKELETAL AND CONNECTIVE TISSUE 0 0 Q 2 (1.3) o 0 0 2 {(0.9)
DISORDERS

Back pain 0 0 Q 1] [+ 0 a [}
Myalgia 0 0 0 2 (1.3) [ [ 2 (0.9)
NERVQUS SYSTEM DISCRDERS 4 (3.7) 3 {(3.9) 3 {2.6) 17 (11.3) 5 (20.0) 12 (14.5) 1 (11.1) a2 (12.2)
Dizziness 1 (0.9) 1} 1 {0.%9) 2 (1.3) 2 (8.0) 3 (3.8) 1 (il.1) g (3.4)
Dizzinees postural 1 (0.9) a 1 {0.9) [ ] 6 (7.2) o] 6 (2.3)
Dysgeusia 1 (0.9} o ] [ [+] 0 [ [

Head discomfort 0 1] 4] [i] ] 1 (1.2) [+ 1 {(0.4)
Headache 2 (1L.9) 2 (2.6) 2 {17 13 (8.8) 2 (8.0) 3 (3.8) [ 18 (6.9)
Bcmnolence 0 1 {1.3) Q 3 (2.0) 1 (4.0) 0 [+ 3 (.0
PSYCHIATRIC DISORDERS 0 0 0 1 (0.7) [+] 0 ¢ 1 {0.4)
Mood altered 1] i} Q 1 (0.7 o 0 [ 1 {0.4)
REPRODUCTIVE SYSTEM AND BREAST DISCRDERS Q Q Q 1 (0.7 [+] 1] [+ 1 {0.4)
Menstruation irregular 0 a ] 1 {0.7) ] 0 ] 1 {0.4)
RESPIRATORY, THORACIC AND MEDIASTINAL ] Q 2] 1 {0.7) 4] 0 [+] 1 {(0.4)

DISORDERS

Subjects are counted only once per treatment in each row,

If a subject ip a given treatment had more than one occurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, AR4001009, R4001010, A4001016, A4001017, hK4001032, A4001033, A4001038, A400L040, A4001043, A4001046
and A4001047.

Date of Table Generation: 1ISEP2006 (06:23)
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Table 1.4.1.4 Page & of 24
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (Treatment Related) - Single Dose - Phase 1

Severity: Mild

Treatment Greup

All
MEDDRA v(8.1) wmaravizroc + maravirec maraviroc
SYSTEM ORGAN CLASS Interactant Interactant only >=100mg Doses
Higher Level Term

MUSCULOSKELETAL AND CONNECTIVE TISSUE 0 1} 2 (0.8) 2 (6.7)
DISORDERS

Back pain 0 1] [+] ]
Myalgia 0 "] 2 (0.8} 2 (.7
KERVOUS SYSTEM DISCRDERS 3 {a.1) 10 (10,9} 32 (13.8) 35 (11.7)
Dizziness 0 2 (2.2) 5 (3.8) 9 (3,0)
Dizziness postural 0 3 (3.3) § (2.5) 6 (2.0
Dysgeusia 0 -] L] 0

Head discomfort 0 0 1 (0.4) 1 (e.3)
Haadache 3 {8.1) 7 (7.6} 17 (7.2) 21 (7.9)
Scemnelence 0 0 3 (1.2) 3 (1.0)
PSYCEIATRIC DISORDERS 0 1] 1 {2.4) 1 10.3)
Meod altered 0 o 1 (0.4) 1 (e.3)
REPRCDUCTIVE SYSTEM AND BREAST DISCRDERS 0 [} 1 (9.4) 1 (0.3)
Menstruation irregular 0 o 1 (0.4) 1 (¢.3)
RESPIRATORY, THORACIC AND MEDIASTINAL 0 o 1 (0.4) 1 (0.3)

DISORDERS

Subjects are counted only once per treatment in each row,

1f a subject in a given treatment had wore than one cccurrence in the same event category, only the most eevere occurrence is taken.

All maraviroc Doses includes subjects wheo received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A400100%, A4001010, A4001016, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, AdQ01046
and A4001047.

Date of Table Generation: 133EP2006 (06:23)

PFIZER CONFIDENTIAL



Table 1.4.1.4 Page 7 of 24
Maraviroc Summary of Clinical Safety
Treatment -Emergent Adverse Events by Severity (Treatment Related) - Single Dose - Phase 1

Severity: Milg

MEDDRA v(8.1) waraviroe
SYSTEM ORGAN CLASS Placebo <100mg 100mg 300mg 600mg 300my 1200tg only
Righer Level Term

Cough o Q [ 1 {0.7} o o 0 1 (0.4}
Nasal cecngestien o 0 o o o ¢ 1] o
SKIN AND SUBCUTANEQUS TISSUE DISORDERS [+] Q 1 (0.9} 1 {0.7) o a 1] 1 (0.4}
Night sweats 0 ] o [+] o [+ o o
Rash ] Q 1 (0.9} 1 {0.7) [} (] 1] 1 (0.4}
VASCULAR DISORDERS 2 (1.3) Q 1 (0.9} ] [} 4 (4.8) 1 (1z.1) & (2.3}
Flushing 0 L) ¢ o 1] o 1 {11.1) 1 (0.4}
Het flush 2 (1.9) 0 (] o 0 [+] 1] [}
Orthostatic hypotension o Q 1 {0.9} [+ 0 4 (4.8) 1] 5 (1.9}

Subjecte are counted only once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only the most severe occcurrence ie taken.

All maraviroe Doses includes subjects who received maraviroc + Interactant. .

Includes Protocols: A4001001, A4C01003, A4001004, A4002009, A4001010, AR4001016, A4001017, A4001032, A4001033, A4001038, A4001040, R4001043, R400DL046
and A4001047.

Date of Table Generation: 13SEDP2006 {06:23)

PFIZER CONFIDENTIAL



Table 1.4.1.4 Page 8 of 24
Maraviroc Summary of Clinical Safety
Treatment -Emergent Adverse Events by Severity (Treatment Related) - Single Dose - Phase 1

Severity: Mild

Treatment Group

All
MEDDRA v(8.1) maraviroc + maraviroe maraviroe
SYSTEM ORGAN CLASS Interactant Interactant only >=100mg Doses
Higher Level Term

Cough o ] 1 (0.4} 1 (0.3)
Rasal congestion 0 0 ] [s]

SKIN AND SUBCUTANEOUS TISSUE DISORDERS 1 (2.7 0 1 (0.4} 2 (0.7)
Night sweats 1 (2.7 0 [} i (0.3)
Rash 1} 1] 1 (0.4) 1 (0.3)
VASCULAR DISORDERS 1} 2 (2.2) 6§ (2.5) & (2.0)
Flushing 0 0 1 (0.4) 1 {0.3)
Hot flush o 0 [} o

Orthestatic hypotension o 2 (2.2) & (2.1} 5 (1.7

Subjects are counted only once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Doges includes gubjecte who recelved maraviree + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001D09, A4D01010, A4001016, A4001017, A4001032, A4001033, A4001038, A4001040, h4001043, A400L046
and A4001047.

Date of Table Generation: 13SEDP2006 {06:23)

PFIZER CONFIDENTYIAL



Table 1.4.1.4 Page 5 of 24
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (Treatment Related) - Single Doge - Phase 1

Saverity: Moderate

MEDDRA v(8.1) maraviree
SYSTEM ORGAN CLASS Placebo <1C0mg 100my 300mg G00my 200my 1200mey only
Highar Leval Term

Humber of Subjects Evaluable for AE 197 77 115 151 25 83 ] 262
Number of Subjects Experiancing Events s 4 o -1 5 13 7 41

at this severity

Kumber of Events at this severity s 4 10 [ 5 13 1a 56

EAR RND LABYRINTH DISORDERS 0 0 o] o Q ] 1 (11.1} 1 (0.4)
Tinnitus 0 0 o o Q 0 1 (11.1} 1 (0.4)
EYE DISORDERS [} 0 o] o 1 (4.0) 1} 2 (22.2) 3 {1.1)
Conjunctival hyperaemia o 0 [+] 0 ] o 1 (11.1} 1 (0.4)
Dry eye Q 0 Q Q [+] o 1 {11.1} 1 {0.4)
Eyelid cedema Q [1] [+] o ] 0 ] 0
Eyelid pain 1] 0 4] ] Q 1] a 4]
Photopheobia 1] 0 [+] ] Q 1] ] Q
Vision blurred [} 0 ] o 1 (4.0) [} 1 {11.1) 2 {0.8)
GASTROINTESTINAL DISCRDERS 2 (1.9 1] 3 {2.86) Q 3 (1z2.0) 1 (1.2) ] 7 {2.7)
Abdomipal discomfort 0 0 4] o a 0 ] 0
Abdominal pain 2z (1.9) 0 o Q 1 (4.0} 0 a 1 {0.4)
Abdominal pain upper a 0 o Q o ]

Subjects are counted only onca per treatment in each row.

If a subject in a given treatment had mere than one occurrence in the same event category, only the most severe occurrence is taken,

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, R400100%, A4001010, R4001016, A4001017, A4001032, A4001023, A4001038, R4001040, A4001043, Ad4001046
and A4001047.

Date of Table Generaticn: 13SEP2006 (06:23)
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Takle 1.4.1.4 Page 10 of 24
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (Treatment Related) - Single Doge - Phaste 1

Severity: Moderate

Treatwment Group

All
MEDDRA v(8.1} maraviroc + maraviroc maraviroc
SYSTEM ORGAN CLASS Interactant Interactant only »>=100myg Doges
Higher Level Term

Number of Subjects Evaluable for AE a7 g2 236 299
Humber of Subjects Experilencing Events 2 0 38 413

at this severity

Number of Events at this severity 2 0 52 58

EARR AND LABYRINTH DISORDERS o] 0 I (0.4) 1 {0.3}
Tinnitues [+] [\] 1 (0.4) 1 (0.3}
EYE DISORDERS [+] (] 3 (1.3) 3 (1.0}
Conjunctival hyperaemia Q [+ 1 (¢.4) 1{0.3)
bry eve 0 ) 1 (0.4) 1 {0.3)
Eyelid cedema 0 c i} 0
Eyelid pain ] [ [ ]
Photophobia 4] ] 1] ]
Vieion blurzed Q [¢] z (0.8) 2 {0.7})
GASTRCINTESTINAL DISORDERS [s] (o] T (3.0) 7T {2.3)
Abdominal digeomfort 9 [} Q
Abdeminal pain Q [ 1 (0.4} 1 {0.3}
Abdominal pain upper 0 [} 0 0

Subjects ara counted only once per treatment in each row.

If a subject in a glven Lreatment had mere than one cccurrence in the same event category, only the most mevere cccurrence is taken.

All maravirec Doses incliudes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4C01004, A400100%, A4001010, A4001016, A4001017, A4001032, A4001033, R4001038, A4001040, A4001043, Ad001046
and A4001047.

Date of Table Generation: 13SEP2006 (06:23)

PFIZER CONFIDENTIAL



Table 1.4.1.4 Page 11 of 24
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (Treatment Related) - Single Dose - Phase 1

Severity: Mcderate

Treatment Group

MEDDRA v{8.1} maraviroc
SYSTEM ORGAN CLASS Placeba «100mg 100mg acomy 600my 200my 1200mg only
Higher Level Term

Diarrhoea o [ 1 (0.9) a ] 0 Q 1 {0.4)
Dry mouth 0 [1] 1 (0.9 0 1 (4.0) i} Q 2 {0.8)
Dyspepeia Q [ ] 0 Q 0 aQ 0
Flatulence ] [+ [} ) 9 a 0 Q
Frequent bowel movements 0 [+ 0 o 9 a 0 9
Nzusaa o 4 1 (0.9) o 1 {4.0) 0 o 2 {0.8)
Salivary hypersecretion ] ] o 0 ] 1 ¢1.2) b] 1 {¢.4)
Vomiting Q [+] o 1 {0.7} bl a 0 1 {0.4}
GQENERAL DISORDERS AND ADMINISTRATION 1 {0.9) 3 (3.9} 1 (0.9} [s] 1 {4.0) 3 {3.6) 2 {22.2) 10 {3.3)
SITE CONDITICHNS

Asthenia Q [ o ] ] 9 ] 0
Fatigue 1 {0.9) 3 (3.9} 1 (0.9) 9 1 {4.0) 3 {3.6) 2 {22.2) 10 {3.8)
Feeling hot 0 o o aQ 0 ' ] 0 o
INFECTIONS AND INFESTATIONS ) o Q Q Q 1] 1] ]
Herpes simplex 0 [+ 0 aQ 0 ] 0 0
INJURY, POISONING AND PROCEDURAL Q o] ] ] 0 o 0 0
COMPLICATIONS

Alcohcl poisening ] 0 9 Q 0 ] 0 0

Subjects are counted only once per treatment in each row. :

If a subject in a given treatment had more than one cccurrence in the same event category, only the most severe occurrence is taken.

All maravirec Doses includes subjects whe received maraviros + Interactant.

In¢ludes Protocols: A40D01001, A4001003, R4001004, A400100%, A4001C10, A4001016, A4001017, A4001032, A4001033, A4001038, A4001040, A4001043, 24001044
and A4901047.

Date of Table Generation: 13SEP2006 (06:23)
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Tabla 1.4.1.4 Page 12 of 24
Maraviree Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (Treatment Related) - Single Dose - Fhase 1

Severity: Moderate

Treatment Group

all
MEDDRR v(8.1) maraviroc + maraviroc maravirec
SYSTEM ORGAN CLASS Interactant Interactant Only »>=100mg Dosaes
Higher Level Term

Diarxhoen 0 "] 1 (0.4) 1 (0.3)
Dry mouth 0 [} 2 {0.8) 2 (0.7)
Dyspepsia 0 o o 0
Flatulence 0 o 0 0
Freguent bowel movemsnte 1] 0 Q 0
Nausgea 0 [} 2 {0.8) 2 (w.7n
Salivary hypersecretion 0 o 1 {0.4) 1 (0.3)
Vomiting 0 0 1 {0.4) 1 (0.3)
GEMERAL DISORDERS AND ADMINISTRATIGN 0 0 7 {3.0) 10 (3.3)
SITE CONDITIONS

Asthenia 0 0 0 0
Fatigue 0 -] 7 {3.0) 10 (3.3)
Feeling hot 0 0 9 ]
INFECTIONS AND INFESTATIONS Q a 0 o
Herpes simplex 0 q Q0 ]
INJURY, POISONING AND PROCEDURAL 0 o 0 (]
COMPLICATIONS

Alcohol peiscening 1] Q 0 [}

Subjects are counted only once per treatment in each row.

If a subject in a given treatment had more than one occurxence in the same event category, only the most severe occurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includea Protocols: A4001001, A4001003, A4001004, A4001009, A4001010, A4D01016, R4C01017, A4001032, A4001033, A4001038, A4001040, Ad001043, AI001046
and Ad001047.

Date of Table Generation: 13SEP2006& (06:23)

PFIZER CONFIDENTIAL



Table 1.4.1.4 Page 13 of 24
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity {Treatment Related) - Single Dose - Phase 1

Severity: Moderate

Treatment Group

MEDDRA w{a.1) maravirec
SYSTEM ORGAN CLASS Placebo <100y 100mg 3gomg 600my S00myg 1200mg only
Higher Level Term

MUSCULOSKELETAL AND CONNECTIVE TISSUE ¢ aq 0 o 0 ] 1 (11.1) 1 {0.4)
DISORDERS

Back pain e a 0 o o Q 1 (11.1) 1 (0.4}
Myalgia G q 0 [ 0 1 {11.1) 1 (0.4)
NERVOUS SYSTEM DISORDERS 2 (1.9} 1 {1.3]) 4 (3.5) 3 (2.0} Q 4 (4.8) 4 (44.4) 16 (6.1)
Dizziness 1 (0.9) o 0 1 (0.7} [ 0 1 {(11.1) 2 {0.8}
Dizziness postural [} Q 1] [} [} 2 (z.4) [1] 2 {0.8)
Dysgeusia ] ] 0 [ [4] 0 ] [+]

Head diseomfort o Q 1] [+ o 0 [} o
Headache 1 (0.9 1 {1.3}) 3 (2.8} 3 (2.0 o 2 (2.4) 3 (23.3) 12 {4.6}
Somnolence 0 0 1 (0.9} [+ o 1] [} I {0.4}
DEYCHIATRIC DISCORDERS o Q 0 [¢] o 0 o o

Mood altered [+ o 0 [+ [} [ [+] o
REPRODUCTIVE SYSTEM AND BREAST DISORDERS [+] [s] 1] [+] ] 1] [+] ]
Menstruation irregular o Q 0 =] o 0 o o
RESPIRATORY, THORACIC AND MEDIASTINAL [+] 4] 0 [+] Q ] 1 {11.1) 1 {0.4)

DISORDERS

Subjects are counted cnly once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only thae most severe cccurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A40C1001, A4001003, Ad001004, A4001009, A4001010, A4001016, A4001017, A4001032, A400L033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (06:23)

PFIZER CONFIDENTIAL



Table 1.4.1.4 Page 14 of 24
Maraviroc Summary of Clinical Safety
Treatment -Emergent Adverse Events by Severity (Treatment Related) - Single Dose - Phase 1

Severity: Moderate

Treatment Group

all
MEDDRA v(8.1) maraviroc + maraviroc maraviroe
SYSTEM CORGAN CLASS Interactant Interactant only >=100mg Doses

el Term

Higher

MUSCULOSKELETAL AND CONNECTIVE TISSUE Q Q 1 (0.4} 1 {0.3)
DISCRDERS
Back pain o Q 1 (0.4} 1 (0.3}
Myalgia o Q 1 [0.4) 1 {0.3}
. NERVOUS SYSTEM DISORDERS 2 (5.4) Q 15 (6.4} 18 (§.0)
Dizzinesa ] Q 2 (0.8} 2 {0.7)
Dizziness postural [+ ] 2 (0.8} 2 (0.7}
Dysgeusia [+] ] 13 [}
Head discomfort 0 Q 0 [+]
Headache 2 (5.4) o 11 (4.7} 14 {4.7}
Somnolence [+] ] 1 (e.4} 1L {0.3}
PSYCHIATRIC DISCRDERS ] Q o [+]
Mood altered o Q 0 o
REPRODUCTIVE SYSTEM AND BREAST DISORDERS ] 0 [} [+]
Menstruation irregular ] 0 13 [}
RESPIRATORY, THORACIC AND MEDIASTINAL [+] [s] 1 (0.4} 1 {0.3}
DISORDERS

Subjects are counted cnly once per treatment in each row.

If a subject in a given treatment had more than one cccurrenca in the same event category, only the wmost savara occurrence is taken.

All maraviroe Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4C0L009, A4001010, A4001016, A4001017, A4001032, A4001033, AL001038, A2001040, A4001043, R4001D46
and A4G01047.

Date of Table Generation: 13SEP2006 (06:23)

PFIZER CONFIDENTIAL



Table 1.4.1.4 Page 15 of 24
Maravirec Summary of Clinical Safety
Treatwment -Emergent Adverse Events by Severity (Treatment Related) - Single Dose - Phase 1

Severity: Moderate

MEDDRR v(8.1) maraviroc
SYSTEM ORGAN CLASS Placebo - <100y 100mg 300mg 600mg 200mg 1200mg only
Higher Level Term

Ceugh 0 o a 0 0 Q 0 0
Nasal congestion 0 i} [s] Q ] 0 1 {11.1) 1 (0.4)
SKIN AND SUBCUTANEOUS TISSUE DISORDERS 0 o o 1 @7 0 ] /] 1 {0.4)
Night sweats 0 o o ] [ ] 0 0
Rash 0 1} Q 1 (0.7) ] 0 0 1 (0.4)
VASCULAR DISORDERS 1] [} 2 (1.7) 0 ] 5 {6.0) 4 (44.4) 11 {4.2)
Flushing 0 o [+ [} 0 0 [1]
Het flush 0 1} 2 {1.7) 0 [¢] 0 2 {22.2}) 4 (1.5)
Orthostatic hypotensicn 0 1] Q [+ 5 {6.0) 2 (22.2) 7 {2.7)

Subjects are counted only once par treatment in each row.

If a subject in a given treatment had more than one ceccurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Doses includes subjects whe received maravirec + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001009, A4001010, A4001016, A4001017, R4001032, A4001033, A4001038, A4001040, A4001043, A40010465
and A4001047.

Date of Table Ganeration: 13SEP2006 {06:23)

PFIZER CONFIDENTIAL



Table 1.4.1.4 Page lé& of 24
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (Treatment Related) - Single Dose - Phase 1

Severity: Moderate

Treatment Group

All
MEDDRA v(8.1) maraviroc + maravirec maraviroc
SYSTEM CRGAN CLASS Interactant Interactant Only »=100mg Doses
Higher Level Term

Cough o L] ¢ [e]
Nasal congesticn o Q0 1 (0.4} 1 (0.3)
SKIN AND SUBCUTANEQUS TISSUE DISORDERS o 9 1 (0.4} 1 (0.3)
Night sweats o Q [ +]
Rasgh 1] Q 1 (0.4} 1 (0.3)
VASCULAR DISORDERS ] 0 11 (4.7} 11 (3.7}
Flushing 4] 9 [ [+]
Hot flush o 0 4 (1.7} 4 (1.3}
Orthestatic hypotension o 0 7 (3.0} 7 (2.3}

Subjects ara counted conly once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only the mwost severe oceurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protccols: A4001001, A4001003, A4001004, R4001009, A4001010, A4001016, A4001017, 24001032, A4001033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (06:23)

PFIZER CONFIDENTIAL



Table 1.4.1.4 . Page 17 of 24
Maraviroe Summary of Clinical Safety
Treatment-Emergant hdverse Events by Severity (Treatment Related} - Single Dose - Phase 1

Severity: Severe

Treatment Group

MEDDRA v({8.1) maraviroc
SYSTEM ORGAN CLASS Placebo <100mg 100my 300myg 400mg 900mg 1200my only
Higher Level Term

Humber of Subjects BEvaluable for AE 107 77 115 151 25 &3 9 262
Rumber of Subjects Expariencing Evaente 0 o 1 3 4] 0 4 7

at: this severity

Rumber of Events at this severity o o 1 3 ] 0 9 13

EAR AND LABYRINTH DISORDERS 0 0 Q 0 [¢] 0 Q [}
Tinnitus 0 0 Q 0 [} 0 [ [y

EYE DISORDERS 0 0 Q 0 [+] 0 2 (22.2) 2 (0.8)
Conjunctival hyperaemia 0 0 9 0 ] 0 0 a

Dry eye 1] 1} Q 0 o 1] ] ¢
Eyelid oedema 0 0 o ] [ 0 a o
Eyelid pain 0 0 Q ¢ o 0 [ [
Photophobia 1] 1] 0 ¢ [ 0 1 (11.1) 1 {0.4)
Vigion blurred 0 ] ] [ [+] 0 1 (:1.1) 1 (0.4)
GASTROINTESTINAL DISORDERS o [} 0 1 (0.7} o 0 2 (22.2) 3 (1.1)
Abdominal discomfort 4] Q ] [ 1] 0 1] [
Abdominal pain [ a 0 [} [} 1] ] [}
Abkdominal pain upper ] a 0 [ o a [ o

Subjects are counted only onca per treatment in sach row.

If a subject in a given treatment had more than ohe occurrence in the same event category, only the most severe occurrence ies taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A400100%, A4001010, A4002016, R4CO0L0LT, A4001032, A4001033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (06:23)
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Table 1.4.1.4 Page 18 of 24
Maraviroc Summary of Clinical Safety

Treatment-Emergent Adverse EBvents by Severity (Treatment Related) - Single Dose - Phase 1

Severity: Severe

Treatment Group

All
MEDDRA v{8.1) maraviroc + maravirec maraviroc
SYSTEM ORGAN CLASS Interactant Interactant Cnly »>=100mg Doses
Higher Leval Term

Number of 3ubjects Evaluable for AB 37 92 236 299

Humber of Subjects Experiencing Events 0 Q 7 ki
at this geverity

Number of Events at this severity 0 ] 13 i3
EAR AND LABYRINTH DISORDERS 0 Q 0 [¢]
Tinnitus (] i} L] [
EYE DISORDERS 1] a 2 {0.8) 2 (0.7}
Conjunctival hyperaemia [ ] L] [
Dry eye o 0 0 [+
Eyelid oedema [} 1] 0 [
Eyelid pain 4] ] 0 ]
Photophobia o a 1 (0.4) 1 (0.3}
Vision blurred [+] a 1 (0.4) 1 (0.3}
GASTROINTESTINAL DISORDERS [+] 9 3 (1.3) 3 (1.0}
Abdominal digcomfort o] Q 0 o
Abdeminal pain [] ] 0 [
Abdominal pain upper [+] 0 0 [}

Subjects are counted only once per traatment in each row.

If a subject in a given treatment had more than one ccecurrence in the same event category, only the most mevere occurrence is taken.

All maravires Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, A4001L009, A4001010G, A4001016, A4001017, A4001032, A4001033, A4001028, A4001040, A4001043, R4C01046
and A4001047. .

Date of Table Generation: 13SEP200& (06:23}
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Table 1.4.1.4 Page 19 of 24
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (Treatment Related) - Single Dose - Phase 1

Severity: Severe

Treatment Group

MEDDRA v(8.1) maravirec
SY¥STEM ORGAN CLASS Placebo <100mg 100me 300my £00mg S00mg 1200mg only
Higher Level Term

Diarrhoea a 0 ] [:] a 0 ] o

Dry mouth 0 0 1] o 0 o 2 (2z2.2) 2 {0.8)
Dyspepsia ] 0 4] 9 0 a L] 0
Flatulence a 0 o a 0 o Q Q
Frequent bowel movements ] 0 ] o 2 0 0 b
Nausea a 0 o 1 (0.7} 0 L:] o 1 {0.4)
Salivary hypersecretion ] a 0 ] Q a 0 o
Vowiting o 0 o Q Q ] Q 9
GENERAL DISORDERS AND ADMINISTRATION 9 ] 1] 1 {0.7) Q Q 3 {(33.3) 3 {1.1)
SITE CONDITICHNS

Asthenia o 0 o ] Q ] ] 0
Fatigue Q [ 0 1 {0.7) Q Q 3 (33.3) 3 {1.1})
Feeling heot 0 [ o L] L] :] ] ]
INFECTIONS AND INFESTATIONS Q (] 1} Q 0 i} 9 ]
Herpes simplax ] 4 Q ] Q a 0 L]
INJURY, PCISCNING AND PROCEDURAL [+] [+ 1} 0 0 aQ ] 0
COMPLICATIONS

Alcohol poiscning 0 [} 0 o 0 ] 0 0

Subjects are counted only once per treatment in each row.

If a subject in a given treatment had mere than one occurrence in the same event category, only the meat cevere occurrence is taken.

All maravirow Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4C01004, A4001009%, A4001010, A4001016, A4001017, A4001032, A4001033, R4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (06:23)
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Table 1.4.1.4 Page 20 of 24
Maraviroc Summary of Clinical Safety
‘Treatment-Emergent Adverse Events by Severity {Treatment Related} - Single Dose - Phase 1

Severity: Severe

Treatment Group

Al
MEDDRA vi(B8.1) maraviroc + maraviroe maraviroc
8YSTEM ORAAN CLASS Interactant Interactant Only »>=100mg Doses
Higher Level Tarm

Diarrhoea [ g 0 [

Dry mouth (] [+] 2 (0.8) 2 (0.7}
Dyspapsia [ a 0 [
Flatulence [ o 0 [}
Fraguent bowel movemanta [ a 0 [+
Hausea o o 1 (C.4) 1 (0.3}
Salivary hypersecretion [ o 0 4]
Vomiting [+] Q 0 [+]
GENERAL DISORDERS AND ADMINISTRATION [+] o 3 (1.3} 3 (1.0}
SITE CONDITIONS

Asthenia o 0 0 [+]
Fatigue Q 0 3 (L.3} 3 {1.0}
Feeling hot o 0 [ ]
INFECTICHS AND INFESTATIONS 4] [+] o s}
Herpes simplax 0 a ] )
INJURY, POISONING AND PROCEDURAL ] Q o s}
COMPLICATIONS

Alccohol poisoning ] Q [J [+]

Ssubjecte are counted cnly once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only the most severe cccurrence is taken.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protecols: A4001001, A4001063, A4001004, A4001009, A4001010, AJ001C16, A4001017, A4001032, Ad001033, A4001038, A4001040, A4001043, A4001046
and AR4001047.

Date of Table Generation: 13SEP2006 (06:23)
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Table 1.4.1.4 Page 21 of 24
Maraviree Summary of Clinical Safety
Treatment-Emergent Advarse Events by Severity (Treatment Related) - Single Dose - Phase 1

Severity: Severe

Treatment Group

MEDDRA vi8.1}) maravired
SYSTEM ORGAN CLASS Placebo <100mg 100mg 300my 600mg 900mg 1200my only
Higher Level Term

MUSCULOSKELETAL AND CONWECTIVE TISSUE Q [+ 1} o 0 Q Q ]
DISORCERS

Back pain 0 ¢ [} Q a 1} L) 0
Myalgia ] [ -] o 0 0 ]
NERVOUS SYSTEM DISORDERS Q [+] 1] 4] 0 [+] 1] /]
Dizziness L] [+] Q Q 0 o 0 ()]
Dizziness postural L] o a 0 0 0 0 1]
Dyegeusia Q 0 o ] 0 Q 0 0
Head discomiort 0 [+] o a 0 ] 1] 0
Headache ] [+ o 0 0 Q 0 0
Somnolence ko] [¢] o L] 0 ] 0 0
PSYCHIATRIC DISORDERS L] ] [ ] 0 0 0 0
Mood altered ] o o 0 1] ] 0 0
REPRODUCTIVE SYSTEM AND BREAST DISORDERS 0 ] Q Q 0 Q 0 0
Menstruation irregulax L] ] ] 0 0 a 0 0
RESPIRATORY, THORACIC AND MEDIASTINAL 0 o 0 Q ] Q 0 0

DISORDERS

Subjects are counted only once per treatment in each row.

If a subject in a given treatment had more than one cccurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Deses includes subjects whe received maraviroc + Interactant.

Includes Proboccls: A4001001, A4001003, A4001004, A4001009, A4001010, A4001016, A4001017, A4001032, R4Q0L033, A4001038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generation: 13SEP2006 (D6:23)
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Table 1.4.1.4 Page 22 of 24
Maravircc Summary of Clinical Safety
Treatment-Emergent Adverse Events by Severity (Treatment Related} - Single Dose - Phase 1

Severity: Severe

Treatment Group

All
MEDDRA v(8.1) wmaraviroc + maravirec maraviroe
SYSTEM ORGAN CLASS Interactant Interactant Only »>=100mg Doses
Higher Level Term

MUSCULOSKELETAL AND CONNECTIVE TISSUE 0 o Q 0
DISORDERS

Back pain [1] 0 0 1]
Myalgia 0 0 Q

KNERVOUS SYSTEM DISCRDERS L] Q 0 3
Dizziness Q 0 0 [}
Dizziness postural 0 1] Q0 [
Dysogeusia 0 a Q ¢
Head discomfort (] i} 0 [
Headache 0 Q Q g
Somnolence 0 0 Q o
PSYCHIATRIC DISORDERS ] [} 0 1]
Mood altered 0 q 0 ¢
REPRODUCTIVE SYSTEM AND BREAST DISCRDERS a a 0 [+
Menstruaticn irregular [ Q o ¢
RESPIRATORY, THORACIC AND MEDIASTINAL ¢ Q 0 [+]
DISORDERS

Subjects are counted cnly once per treatment in each row.

If a subject in a given treatment had more than one cccurrence in the same event category, only the moat severe occurrence is takan.

Al]l maraviroc Doses includes pubjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A40C1004, A400100%, A4001010, A4001016, R4C01017, A4001032, A4001033, A4001038, A4001040, A4001043, R4001046
and A1001047.

Date of Table Generation: 13SEP2006 (06:23}
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Table 1.4.1.4 Page 23 of 24
Maraviroc Summary of Clinical Safety
Treatment -Emergent Adverse Events by Severity (Treatment Related) - Single Dose - Phase 1

Severity: Severe

Treatment Group

MEDDRA v(8.1) ’ maraviroc
SYSTEM ORGAN CLASS Placebo <100mg 100mg 300my 600myg - 900mg 1200mg only
Higher Level Term

Cocugh 0 [} Q 0 o 0 1] 0
Wasal congestion 1] 0 0 0 [} 0 0 0
SKIN AND SUBCUTANEQUS TISSUE DISORDERS a o 1 {0.9) 0 ] 0 Q 1 (0.4)
Night sweats [ 0 9 0 ) 0 Q 0
Rash Q aQ 1 {0.9) o ] 1] ] 1 {0.4)
VASCULAR DISORDERS o a 0 1 (0.7} [s] 0 2 (22.2) 3 {1.1)
Flushing [+] ] 0 [ [+] 0 [+] [+]
Hot flush [+] [+] 0 [+] [+] ] [+] [+]
Orthostatic hypetension o ] 0 1 {0.7) /] Q 2 (22.2) 3 {1.1}

subjects are counted only once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only the most severe occurrence is taken.

All maraviroc Dogses includes subjecte who received maraviroc + Interactant.

Includes Protocols: A4001001, R4001003, A4001004, A4001009, A4001010, A4001018, AR4001017, A4001032, A4001033, A4001638, A4001040, A4001043, A4001046
and R4001047.

Date of Table Generation: 13SEP2006 (06:23)
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Tabkle 1.4.1.4 Page 24 of 24
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Evente by Severity (Treatment Related) - Single Dose - Phage 1

Severity: Severe

Treatment Group

All
MEDCRA v(8.1) maraviroc + maraviroc maraviroe
SYSTEM ORGAN CLASS Interactant Interactant only >=100mg Doses
Higher Level Term

Cough Q 0 o 1}
Nasal congestion 0 0 [} ]
SKIN AND SUBCUTANEQUS TISSUE DISORDERS 0 0 1 {0.4) 1 (0.3)
Night sweats 0 0 ] a
Rash a [1] 1 {0.4) 1 (0.3)
VASCULAR DISCRDERS a 0 3 1.y 3 (1.0}
Flushing a [1] [} 0
Hot Elush 0 0 o o
Orthostatic hypotension 1] 0 3 {1.3) 3 (1.0}

Subjects are counted only once per treatment in each row.

If a subject in a given treatment had more than one occurrence in the same event category, only the most severe occurrence ig taken.

All maravircc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001001, A4001003, A4001004, R400100%, A4001010, R4001016, A4001017, AZ001032, A4003032, A40G01038, A4001040, A4001043, A4001046
and A4001047.

Date of Table Generaticn: 135EP2006 (06:23)
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Table 1.4.2.1 Page 1L of 20
Maraviroc Summary of Clinical Safety
Treatment-Evergent Adverse Events (All Causality) - Multiple Dose - Phase 1

Treatment Group

MEDDRA v{a.1} <100mg unit
SYSTEM ORGAN CLASS Placebo dose 1¢omg BID 150mg BID 300my BID $00mg QD 500mg BID 200mg QD
Higher Level Tarm :

Number of Subjects Evaluable for AE 57 19 149 12 81 18 1% ]
Numbar of Subjects Experiencing Events 44 13 67 L} 7 15 13 8
Number of Events 155 31 162 17 181 99 96 74

BLOOD AND LYMPHATIC SYSTEM DISORDERS 1 (1.8) [+] [} Q 2 {2.5) 1] ] 0
Anaamia 0 [ o ] 1 {1.2) 0 L] 0
Lymphadencpathy 1 {(1.8) ] o o b a 0 0
Neutrapenia 0 . [y 0 L] 1 {1.2) a b 0
CARDIAC DISORDERS 0 ¢ 0 Q 4 {4.9) aQ 1 {5.9) 1 {11.1)
Palpitaticns 0 c 0 4] 3 {3.7) Q 1 {5.9) 1 {11.1)
Sinus tachycardia [+ G i} 9 0 a 1 {5.9) 0
Tachycardia o C i} Q 1 {1.2) a 0 L)
CORGENITAL, FAMILIAL AND GENETIC [+] 1 (5.3} 0 ] 0 [ ] ]
DISORDERS

Epidermal paswvus Q 1 (5.3} 1} (4] 0 ] [1] [1]

EAR AND LABYRINTH DISORDERS Q o] o Q 0 [+] 0 1 (11.1)
Hearing impaired 0 [+] 0 0 0 ] "] 1 (11.1)
Tinnitus Q [+ o 0 0 Q 0 0

Subjects are counted only once per treatment in each row.

A1l maravirec Doges includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001CD2, A4001005, A4001C006, A4001008, A400L011, A4001012, A4001013, A4001018, A4001013, R4AG0L020, A4001021, A4001022, A4001025
and Ad4001042.

Date of Table Generation: 13SEP2006 (05:27}
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Table 1.4.2.1 Page 2 of 20
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events (All Causality) - Multiple Dose - Phase 1

Treatment Group

All
MECDRA v{8.1) maraviroec maraviros + maraviroc maravirec
SYSTEM ORGAN CLASS 800mg BID 1200mg QD only Interactant Interactant only >=100mg Doses
Higher Lewvel Term

Humber of Subjects Evaluable for AR a ] 297 130 s 278 333
Humber of Subjects Experiencing Events 8 3 188 153 26 175 273
Number of Events al 49 720 737 75 759 1527
BLCOD RAND LYMPHATIC SYSTEM DISORDERS 0 Q 2 {0.7) 1] ) [+] 2 (0.7) 2 (0.6}
Anaemia (] a 1 {0.3) ] ¢ 1 (0.4) 1 (0.3)
Lymphadencpathy a a 0 [ 0 0 [+]
Neutropenia [} 0 1 {0.3) [} [} 1 (0.4) 1 (0.3}
CARDIAC DISORDERS o a9 § {2.0) 6 (3.2} 3 (7.9) 6 (2.2) 12 (3.6}
Palpitations [} 0 5 (1.7) 3 (2.5} [+ 5 (1.8) 8 (2.4}
Sinus tachycardia [} 0 1 (0.3) [} [+ 1 (0.4) 1 (0.3}
Tachycardia 1] a 1 {0.3) 3 (1.6} 3 (7.9) 1 (0.4) 4 (1.2)
CONGENITAL, FAMILIAL AND GENETIC 1] 1} 1 {0.2) 1] Q 0 1 (0.3)
DISORDERS

Epidermal naevus (] 1] 1 {0.3) ] [+] 0 1 (0.3)
EARR AND LABYRINTH DISORDERS Q o 1 {0.3) 2 (1.1) o] 1 (0.4) 3 (0.9)
Hearing impaired 0 o] 1 {0.3) [ [ 1 (0.4) 1 {0.3)
Tinnitua 0 aQ Q 2 (1.1) [+ 0 2 (0.4)

Subjects are counted only once per treatment in each row.

All maraviroc Dosee includes subjects who received wmaraviroc + Interactant,

Includes Protocols: A4001002, A4001005, A4001006, A400L008, A40C1011, A4001012, A4001013, A4001018, A4001019, A4001020, A4001021, A4001022, A4001025
and A4001042.

Date of Table Generation: 13SEP2006 ([05:27)
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Table 1.4.2.1 Page 3 of 20
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Bvente (All Causality) - Multiple Dose - Phase 1

Treatment Group

MEDDRA v (8.1} <100my unit

SYSTEM ORGAN CLASS Placebo dose 104mg BID 150mg BID 300mg BID €00my QD €00my BID 200mg QD
Higher Level Term

E¥YE DISORDERS 5 (8.8) 1 (5.3) 5 (3.4) o 1 (1.2) 3 (16.7) 3 (17.8) S (55.6}
Accommodation disorder 1 (1.8} 0 o 0 0 0 0 Q
Asthenopia a 0 o o 0 o 1 (5.9) 1 {11.1}
Conjunctival hyperaemia 9 0 ] o o 0 0 Q
Conjunctivitis a 1 (5.3) [+] o 0 [i] 1] a
Dry aye 0 0 2 (1.3) o o 0 o [
Eye irritation a 0 0 ] ] o ] ]
Eye cedema ] 0 o o o i} L] a
Eye pain 2 (3.5) [1] [+] o aQ 0 a 4]
Eyelid ocedema 1} 0 ] a 0 0 aQ a
Ccoular hyperaemia a 0 o o 0 1] 4] 5 {55.6)
Vigion blurred 1 (1.8) 0 3 (2.0} ] 0 3 (16.7) 3 (17.6) 3 (33.3)
Vigual disturbance 1 {1.8) a Q 4] 1 {1.2) o 4] [+]
GASTROINTESTINAL DISCRDERS 17 {29.8} & (31.6) 25 {1£.8} & ({50.0) 28 (34.6) 9 (50.0) 8 (47.1) 4 {44.4)
hbdominal discomfort 2 {3.5) ] 2 (1.3) 4 (33.3) 0 0 1 (5.9) o
Abdominal distension 1 {1.8) 0 1 {0.7) o 2 (z.5) 1 (5.6) o ]
Abdominal pain 1 {1.8) 2 (10.5) L] 4] 4 (4.9) 1 ({5.6) 0 L]
Abdominal pain lower 1 (1.8) 1] o o 2 {2.5) [+] 1 (5.3 Q
Abdominal pain upper 1 (1.8) 0 4 (2.7 0 Q 1 (5.6) 0 0
Abdominal tenderness q 0 0 o a 1] ] 0
Aphthous stomatitis Q 1 (5.3) o o L] a 0 O
Change of bowel habit o 0 o a 0 a 9 Q
Cheilitis ] o 1 (0.7 0 Q 0 ] ]
Constipation 1 {1.8) 0 2 (1.3) 1 {8.3} 1 {1.2) a [s] 0
Diarrhoea 3 {5.3) 1 (5.3} 3 (2. o] 4 {4.9) 1 (5.8) ] 9
Dry mouth Q [+] 3 (2.0) [+] 2 {2.5) a 2 {11.8) 2 {22.2)
Dyspepeia 3 (5.2) 1 (5.3} 2 (1.3) 1 {8.2) 3 (3.7 1 {5.6) o 0
Dysphagia o [ "] ] ] Q a ]
Eructatien Q c o 0 0 1 {5.8) 0 0

Subjecta are counted only onca per treatment in each row.

All maravircc Doses includes subjects who received maraviree + Interactant,

Includes Protocols: A4001602, A4001005, RA4001G05, A4001008, A4091011, A4D01012, A4001013, A4001018, A4001019, A4001020, A4001021, A4001022, A4001025
and A4001042.

Date of Table Generaticn: 13SEP2006 (05:27)
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Table 1.4.2.1 Page 4 of 20
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events (All Causality) - Multiple Dose - Phase 1

Treatment Group

All

MEDDRA v(8.1) maraviroc maraviroc + maraviroc maravirec
SYSTEM ORGAN CLASS 200mg BID 1200mg QD only Intaractant Intaractant Only »>=100mg Doses

Higher Level Term
EYE DISORDERS 5 {62.5) 6 {66.7) 24 (8.1) 20 (19.5) 0 23 {8.3) 42 {12.6)
Accommodation disorder 0 o ] 0 0 9 [1}
Asthenopia 0 1 (11.1} 3 (1.0} 1 (¢.5) 0 3 (1.1} 4 {1.2)
Cenjunctival hyperaemia 0 1} [+] 1 (6.8} o Q 1 {0.3)
Conjunctivitis 0 o 1 {0.3) 0 [ Q 1 {0.3)
Dry eve 0 0 2 {0.7) 0 [} 2 {0.7) 2 {0.8)
Eye irritation 2 {25.0) 0 2 (0.7} 0 (1] 2 {0.7) 2 {0.8)
Eye ocedema a 1 (11.1} 1 {D.3) 1] 3 1 {0.4) 1 (0.,3)
Eye pain 1 {12.5) o 1 (0.3) 1 (0.5 ¢ 1 {0.4) 2 (0.6)
BEyalid ocedema 0 o 9 1 (0.5) o 0 1 (0.3)
Ocular hyperaemia 5 (62,5} 5 (55.8} 11 {3.7) 2 (1.1) [} 11 (4.0) 13 (3.9)
Vigion blurred 3 (37.5) 1} 14 {4.7) 13 (6.4) Q 14 (5.0) 28 (7.8)
Visual disturbance 1] 1} 1 {0.3) 3 (L.8) [+] 1 (6.4) 4 (1.2)
GASTROINTESTINAL DISORDERS & (75.0) 5 {55.6} as (29.0) 85 (46.8) 10 (26.3) 80 (28.8) 14% (44.7)
Abdominal discomfort (1] a 7 (2.4) 13 (6.8} ] 7 (2.5) 18 (5.4)
Abdominal distension ] 1} 4 (1.3) [ o 4 (1.4) 4 (z.2)
Abdominal pain 1] 2 {22.2) 9 (3.9) % (4.7} ] 7 (2.5) 18 (5.4)
Abdominal pain lower [} ] 3 (1.9) [+ [+ 3 (1.1) 3 (0.9)
Akdominal pain upper 1 (12.5) Q 6 [2.9) 8 (4.2} ] 6 (2.2) 13 (3.9}
Abdominal tenderness [ 0 0 1 (0.5} o a 1 (0.3}
Aphthous stowatitis [+ a 1 (0.3) 3 (1.8} [+ 0 4 (1.2}
Change of bowel habit [ ] 0 1 (0.5} [\] 0 1 (0.3}
Cheilitis [+] Q 1 (0.3) [+] L] 1 (0.4) 1 {0.3)
Constipaticn [+] Q 4 (1.3} 12 {6.3} 1] 4 (1.4) 15 (4.5}
Diarrhoea ] o 9 (3.0} 20 (10.5) 3 {7.9) a (z.9) 23 (8.4)
Dry mouth 1 (12.5) 3 {33.3) 12 (4.0} 13 (5.8) 1 (2.8) 12 {4.3) 24 (7.2}
Dyspepsia 0 o 8 (2.7} 15 (10.0) 0 7 (2.5) 26 (7.8)
Dyephagia o a o 1 (0.5} o [ 3 (0.3}
Exuctation o Q 1 (0.3} o 0 1 (0.4) 1 (0.3}

Subjects are counted only once per treatment in esach row.

All maraviroc Doses includes subjects who received maraviroc + Interactant.

Includes Protecels: A4001002, A4G01005, A400L006, A4001008, A4001011L, A4001012, A4001013, A4001018, A400101%, A4001020, A4001021, A4001022, A400102S5
and A4001042,

Date of Table deneration: 13SEP200& {(05:27)
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Takle 1.4.2.1 Paga 5 of 20
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events (All Causality) - Mulbiple Dose - Phase 1

Treatment Group

MEDDRA v{3.1} <100mg unit
SYSTEM ORGAN CLASS Placebo doge . 100mg BID 150mg BID 300mg BID &00mg QD 600mg BID S300mg QD
Higher Level Term

Flatulence

Gastritis
Gastrogescphageal reflux disease
Haematochezia
Hypoaesthesia oral

Lip dry

Lip ulceratien

Mouth ulceration

Nausea

tdynephagia

Cral pain

Salivary hypersecretion
Stomach discomfort
Toothache

Vomiting

{10.5} {5.3) 2.7 {25.0} (9.9} (33.3) (5.9} {11.1)

(0.7)

{1.2)
{1.8)
(0.7)
(4.0}
(0.7}

{1.2)

{10.5} (10.5) {8.6) {5.86) {35.3) {44.4)

{1.8)
{1.8)
(3.5)
{1.8)

{5.9)
{5.3}
(5.3}

(0.7)
(1.3}

FMNSFOOROROOCOOAOM

1
Q
Q
a
0
1]
0
¢
2
¢
¢
4
]
1
1

NHROCOHARODAKDO R
COQOCOOOOITOO0o0O W
NMOSCOOIOOSLNHFOH OO OO
HFOCOQEODOHODODOOODOOM
DO HDODO NS COOOSOCOR
OO0 O RO 0OSSORH

{2.8] {5.6]

GENERAL DISORDERES AND ADMINISTRATION
SITE CONDITICHS

o

{14 .0} [

"
-

(7.4)

N

{16.7} 12 {14.8}

w

{16.7)

&

{35.3)

@

{66.7)

Asthenia

Axillary pain

Catheter site haemorrhage
Cathater site cedema
Catheter site pain
Catheter site related reaction
Chest discomfort

Chest pain

Fatigue

Feeling abnormal

Feeling ccld

Feeling drunk

Feeling hot

{1.8) (0.7) {2.5)

{1.2)

{(5.6) (5.9}

{1.8)
{1.8)
{1.8)
{1.2)
{1.2)
{4.92]1

{11.1)
(5.9}

{7.0) (5.4} {8.3) {11.1}) {17.6) 166.7)

{5.9)

COCORAORRHOOH
COoOCRODEORO R0
[= = I = R = . = = = = = R = O
COOOrROCOO0O0CCT
WCOORERHOOOOMNN
Do OO NOOTOoODOOH
HFOMOWROOOCOGR
DO ANOCHOODO BT

{3.7) {5.9)

Subjects are counted only once per treatment in each row.

All maravircc Doses includes subjects who received maraviroc + Interactant.

Includes Protocols: A4001002, A4001005, R4001006, A4001008, A4001011, A4001012, A4001913, A4001018, A4001013, RA4001020, R4001021, A4001022, A4001025
and A4001042.

Date of Table Generation: 138EP200& (05:27)
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Table 1.4.2.1
Maravirec Summary of Clinical Safety
Treatment-Emergent Rdverse Events (All Causality) - Multiple Dose - Phase 1

Page & of 20

Treatment Group

All
MEDDRA v(8.1) maraviroc maravirec + maraviroc maraviroec
SYSTEM ORGAN CLASS 200myg BID 1200mg QD only Interactant Interactant Cnly >=l00mg Doges
Higher Level Term
Flatulence ] ] 24 (8.1) 13 (6.8) 0 23 (8.3} 35 {10.5)
Gastritis ] ] o 1 (0.85) ] Q 1 {0.3)
Gastrooesophageal reflux disease 0 0 Q b 1 (2.6} ] 1]
Haematochezia 0 ] 1 (0.3) ] 0 1 {0.4) 1 {0.3)
Hypoaesthesia oral 0 o ] § (3.2) 0 aQ 6 (1.8)
Lip dry ] ] 1 (0.3) 4] 1] 1 {0.4) 1 {0.3)
Lip ulceration 0 o o 0 0 Q 0
Mouth ulceration 1 {12.5) o 3 (1.0) 0 0 3 {1,1)° 3 {0.9)
- Nausea 3 {37.5) 2 (22,2} 25 (8.8) 31 (16.3) 7 (18.4) 24 {8.6) 54 {16.2)
Cdynophagia 0 o 1 (9.3) ] o 1 {0.4) 1 {0.3)
Oral pain 0 1] [+] 0 1 (2.8) 0 0
Salivary hypersecretion 0 1} 0 0 o 0 1]
Stomach discomfort 0 o 1 (0.3) 4 (2.1) 1] 1 {0.4) 5 {1.5)
Teothache 0 o 2 {0.7) 1 (0.5) 4 . 1 {0.49) 3 {0.9)
Vomiting 0 0 § (2.0) 8 (4.2) 1 (2.8) 5 {1.8) 13 {3.9)
GENERAL DISORDERS ARND ADMINISTRATION 4 {50.0) 3 (33.3) 42 (14.1) 59 (31.1) a (21.1) 42 {15.1) %2 {27.6)
SITE CONDITIONS
Asthenia 0 0 5 (1.7) 3 (1.8) [ 5 (1.8) 7 (2.1)
Axillary pain 0 o 1 {0.3) 0 ] 1 {c.4) 1 {c.3)
Catheter site haemerrhage [i] 1] Q 0 1 (2.8) 0 [1]
Catheter site oedema 0 o 0 [ [+] 0 (]
Catheter site pain 0 1 {11.1} 1 {0.3) 1 (0.5) 4] 1 (0.4) 2 (o.8)
Catheter site related reaction 0 o 0 5 (2.8) 1 (2.6) 0 s [1.5])
Chest discomfort [i] ] 2 {0.7) /3 [+ 2 (0.7 2 (0.8)
Chest pain 2 (25.0) [} 4 {1.3) 1 (0.5) o 4 (1.4) 5 (L.5)
Fatiguae 1 (12.5) 3 {33.3) 25 {8.4) 39 (20.5) 5 {13.2) 25 (%.0) 61 (18.2)
Feeling abnormal 1 (22.5) 0 1 {0.3) 2 (1.1) [} 1 (0.4) 3 (0.9)
Feeling cold [1] i} 1 {0,3) o o 1 (0.4) 1 (0.3)
Feeling drunk [y aQ Q 3 (1.6) o] 0 3 (0.9)
Feeling hot Q o 4 {1.3) 3 (1.8) ] 4 (1.4) 5 (1.5)

Subjects are counted only once per treatment in each row.

All maravirec Doses includes subjects who received maravirec + Interactant.

Includes Protocols: A40G01002, A4001CG0S, A4001006, A4001008, A4001011, A4001012, A4G01C13, AR4001018, A4001019, A4001020, A4001021, A4001022, A4001025
and Ad4001042.
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Table 1.4.2.1 Page T of 20
Maraviroc Summary of Clinical Safety
Treatment-Emergent Adverse Events (All Causality) - Multiple Dose - Phase 1

Treatment Group

MEDDRA v({&.1} <100mg unit
SYSTEM ORGAN CLASS Placebo dose 100mg BID 150myg BID 300mg BID &00mg QD 600mg BID Ic0mg QD
Higher Level Term

Feeling hot and cold
Hypotharmia

Inflammation

Influenza like illness
Irritability

Malaise

Hicosal dryness

Cedema peripheral

Pain

PyTexia

Thirst

Venipuncture site pain
Vessal puncture site bruise
Vessel puncture site reaction

{1.8)
(5.2

(8.3}

{1.8) {11.1)

0.7
{1.2)
(0.7)
(1.8)
{1.8)

{8.3)
{2.5)

CHHROOGCOOKROOOOK
coooeEoee@OoOcDaOo0C
ODOHOROODOOOOG
COHOOOSOCOHOOOD
CNOOHOOOCOOOKHA
0 CcCoOo00C 00000000
DOV VEOOOOOOHOO
COVBOOTOCROOOOO

HEPATOBILIARY DISORDERS

<
<
a
(=]
-]
L=
1=
L~

Hyperbilirubinaemia
Jaupdice

(=]
(=]
oa
<
[
o
=
S

IMMUNE SYSTEM DISCRDERS o] [+ ._ 1} 0 0 Q ] 0
Seasenal allergy ] ¢ o ] L] ] ] L]
INFECTIONS AND INFESTATIONHS g9 {(15.3) 3 {15.8) 15 (10.1) 0 9 {11.1) 2 {11.1) 1 {5.9) 1 {11.1)
Abpcess
Acarodermatitis

Bronchitis
Erysipelas

{1.2)
{1.8)
{1.8])

Subjecks are counted only once per treatment in each row.

All maraviroc Doses includes subjecta who received maraviroc + Interactant.

Includes Protocols: A4001002, A4001005, A4001006, A4001008, A4001011, A4001012, A4001013, A4001018, A4001019, A4001020, A4001021, A4001922, A4001025
and A4001042.
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