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1. Introduction
This document includes corrections to statistical review document sent to DFS dated
6/2012007 for the priority review of Maraviroc. DA VP review team commented that
none ofthese had any significant impact on the conclusions of the primary stats review or
approval of Maraviroc.

2. Erratum to NDA 22-128 Statistical Review bv Susan Zhou. Ph.D.
Page 12 1st paragraph, "Subjects who did not fail continued treatment with maraviroc
300 mg QD but in an unblinded manner."

Replace with

'Subjects who did not fail were given the opportunity to opt for open label maraviroc 300
mg BID therapy. . . ' .

Page 15 -last paragraph, Page 55 - 2nd paragraph and Page 70 - last paragraph,
"Hodges- Lehmen"

Replace with

'Hodges-Lehman' .

Page 15 _3rd paragraph, "As a result, reporting 97.5% CI of the treatment difference in
primary effcacy endpoint remained unchanged in the maraviroc labeL."

Replace with

'As a result, reporting 97.5% CI of the treatment difference in primary efficacy endpoint
remained unchanged in the study report but removed from maraviroc labeL.'

Page 17 Section 1.3.7 "We experienced diffculties in requesting the submissions of SAS
programs on time"



Replace with

'See history of data and SAS program submissions (Appendix 1).'

Page 18 Under #4 "datasets submitted during March 23-April 4, 2007"

Replace with

'datasets received during March 23-March 26,2007'.

Page 22 - last paragraph, "Swaziland"

Replace with 'Switzerland'.

Statistical Review Page 37 - 1st bullet, "...the subjects in the maraviroc 150 BID
regimen had slightly better results than the maraviroc 300 mg QD regimen (p::0.20)"

Replace with

, .. .the subjects in the maraviroc 150 BID regimen had slightly better results than the
maraviroc 150 mg QD regimen (p::0.20)'.

Page 48 - #3, "This feather is different... ",

Replace with

'This feature is different....'.

Page 69 -last sentence, "The sponsor's presentations in the Advisory., ...and maraviroc
labeling, the sponsor kept the 97.5% CI. . ."

Replace with

'The sponsor's presentations in the Advisory.. ...and initially proposed maraviroc
labeling, the sponsor kept the 97.5% CI... However, it was agreed with the review team
to remove all confidence intervals from the label' .

Page 70 2nd paragraph, "As a result, reporting 97.25% CI of the treatment difference in
primary efficacy endpoint remained unchanged in the maraviroc labeL."

Replace with

'As a result, confidence intervals of the treatment difference in primary efficacy endpoint
were all removed in the maraviroc labeL.'



Page 70 - last paragraph, "sceening"

Replace with 'screening'.

Page 70 - 3rd paragraph, "In the future, the adjustment of multiplicity in a phase 2b/3
design
should be discussed in the protocol and the SAP reviews to avoid the potential
confusions."

Replace with
'Although the multiplicity adjustment for two doses was fully addressed in the protocol
and the SAP, the adjustment for the two studies combined was not discussed.'

Page 71 Section 5.1.7 "The sponsor failed to submit SAS programs on time....:"

Replaced with

'We requested the sponsor submit all datasets and SAS programs as early as the pre-NDA
meeting, the whole process lasted more than four months. Please see history of data and
SAS program submissions (Appendix 1).'

Regarding sponsor Comment # 12

Page 82 of electronic fie, p.2 of Stats Evaluation, "You failed to submit * .csv fies. . ."

Replace with
'SAS input data fies including two * .csv fies to debug the SAS program for creation
anlpop.xpt were not submitted. However, in the E-mail submissions 02 February 2007,
the sponsor explained the reasons. The review team accepted the explanations and
agreed to use the sponsor's indicators for defining study populations in statistical
evaluation of Maraviroc efficacy.'
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# Date of Communication Requests

Request
A 28 November Pre-NDA Meeting SAS xpt fie and SAS programs to EDR

2006
B 1 February Facsimile 1. Reiterating the requests in A;

2007 2. Additional requests
. SAS programs for anlpop.xpt; .
. SAS programs for vir27.xpt,

vir28.xpt and vir29.xpt.
C 7 February Statistical Review Requesting



2007 . Two input fies 'pidlist.csv' and
'pv.csv' for anlpop.xpt;

. Revised SAS programs to create
anlpop.xpt;

. SAS programs for hiv.xpt and
vir* .xpt;

. Updated * .xpt for all studies;

. SAS programs for A400 1 026.
D 26 February Internal E-mails Waiting Dr. Proestel's telecom with the

2007 sponsor regarding
. Two input fies 'pidlist.csv' and

'pv.csv' for anlpop.xpt;
. TLOVR and SAS programs

E 5 March 2007 Facsimile Reiterating revised SAS programs to create
anlpop.xpt and SAS programs for hiv.xpt;
Requesting

. SAS program to obtain covar.xpt;

. TLOVR datasets and SAS
programs;

. Death information in the ITT
population;

. Explanation of one individual in the
F AS population who had a
screening HIV -1 viral load 2600
copies/mL.

F 20 March E-mailÆDR 9 SAS log fies sent by E-mail and 11 SAS
2007 log fies sent to EDR.

G 21 March E-mail TLOVR
2007

H 29 March Facsimile Requesting
2007 . Complete datasets for HIV -1 viral

load and CD4+ cell count including
the follow-up data;

. Conducting sensitivity analyses on
change from baseline to Week 24 in
HIV -1 viral load (primary efficacy
endpoint) and CD4 (secondary
efficacy endpoint) forA4001027,
A4001028 respectively and those
using combined data;

. SAS programs for the above
analyses.

I 1 st Week, Telecom and E- Problems identified in the submitted SAS
April 2007 mail * program per request in H.

*. Some of the E-mail information in Microsoft Outlook could not be recovered after consulting with the
CDER Helpdesk.



Susan Zhou, Ph. D.
Mathematical Statistician
Date: November 24, 2008

Concur: Guoxing Soon, Ph.D., Statistics Team Leader

cc:

HFD-530/ Kenny Shade (project Manager)
HFD-530/ Scott Proestel, M.D. (Medical Reviewer)
HFD-530/ Linda Lewis, M.D. (Medical Team Leader)
HFD-530/ Debbie Bimkant, M.D. (Medical Director)
HFD-530/ Jeffrey Murray, M.D. (Medical Deputy Director)
HFD-725/ Susan Zhou, Ph.D. (Statistical Reviewer)
HFD-725/ Guoxing Soon, Ph.D. (Statistics Team Leader)
HFD-725/ Mohhamad Huque, Ph.D. (DB4, Director)
HFD-725/ Daphne Lin, Ph.D., (DB4, Deputy Director)
HFD-725/ Lilian Patricia, MS, MBA (OB)
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/s/
Susan Zhou
11/24/2008 03: 59: 56 PM
BIOMETRICS

Greg Soon
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