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' 1: - EXECUTIVE SUMMARY"

L1 - Conclusions and Recommendations . - -~ .

On July 17, 2007, Tibotec submitted the NDA to séek the Agency’s accelerated approval
of TMC125 (Intelence®; etravirine), a non-nucleoside reverse transcriptase inhibitor
(NNRTI) for the treatment of HIV-1 infection in treatment-experienced adults. The
dosage was TMC125 200 mg administered orally, twice daily (bid) following a meal.

The statistical reviewer evaluated efficacy results based on all 24-week data from two
pivotal Phase III trials in treatment-experienced [i.e., Studies TMC125-C206 (DUET-1)
and TMC125-C216 (DUET-2)] in the original submission which included the data up to
database cutoff dates of February 9, 2007 for DUET-1 and January 18,2007 for DUET-2.

The statistical reviewer concluded that TMCI25 200 mg bid in combination. of the
background regimen (BR) had superior efficacy over the placebo in combination of BR-
for the treatment of HIV treatment-experienced adults who had previously taken or were
retaking enfuvirtide. Among the non de-novo ENF subjects, 56% of the TMCI125
subjects had HIV viral loads <50 copies/mL at Week 24 compared to only 34% of the
placebo subjects.

In contrast, TMC125 200 mg bid appeared to offer less benefit compared to placebo in de
novo enfuvirtide subjects. Among the de-novo ENF subgroup, 67% of the TMC125
subjects had HIV RNA viral loads <50 copies/mL at Week 24 compared to 62% of the
placebo subjects

The overall percentage of subjects with any adverse events was comparable in TMC125
and placebo treatment groups. However, rashes were more prevalent in TMC125
subjects than placebo subjects. Compared to placebo, the statistical reviewer also found
somewhat higher increases in LDL cholesterol from baseline in TMC125 subjects.

1.2 Brief Overview of Clinical Studies

TMCI125 is a non- nucleoside reverse transcriptase inhibitor (NNRTI) whose efficacy,
according to the applicant was established in vitro in MT4 cells.

Tibotec conducted two pivotal Phase III, randomized, double-blind, placebo-controlled
trials to evaluate the long-term efficacy, tolerability, and safety of TMC125 as part of an
antiretroviral therapy (ART) containing TMC1 14/ritonavir (RTV) as an investigator-
selected optimized background regimen (OBR) in treatment-experienced HIV-1 infected
subjects. In addition, changes in the HIV-1 genotype, drug susceptibility, and the
population pharmacokinetics of TMC125 will be assessed. A pharmacokinetic substudy
was to be performed at selected sites in each trial. Safety and tolerability were to be
documented throughout the two trials.




Six hundred HIV-1 mfected subjects on a stable but v1rologlcally fallmg regimen were to
be included in‘each trial. Subjects should have had at least one documented NNRTI :
resistance-associated mutation (either at screening or. from historical: genotype reports)
an HIV-1 plasma viral load > 5000 RNA copiés/mL at‘screening, and at least 3
documented primary protease inhibitor (PI) mutations. Subjects were randomized in a
1:1 ratio to either TMC125 (200 mg b.i.d.) or to matching placebo; both in combination
with TMC114/RTV (600/200 mg b.i.d.) and an investigator-selected OBR of at least 2 .
antiretrovirals (ARVs) consisting of nucleoside reverse transcriptase inhibitor(s) (NRI[S])
with or without enfuvirtide (ENF). The use of ENF is optional and de novo use of ENF
was to be limited to 40% of the overall trial population in each study. Each trial had a
screening period of a maxunum of 6 weeks, a 48-week treatment perlod and a 4-week
follow-up period.

The posmbnhty to extend the treatment period will be provided for subjects who in the
opinion of their investigators are deriving clinical benefit from their ART. For each
subject, the optional extension will 1mmed1ately follow the 48-week treatment period and
- will continue until the subject has been treated for 96 weeks. As long as subjects
continue to paiticipate in the trial they were to remain on the same ART as started during
the initial 48 weeks of treatment. Initially, the optional extension phase is to continue in
a blinded manner; however, once the database for the 48-week analysis has been locked,
the treatment code will be broken and subjects can continue treatment within the trial in -
an open-label fashion. _
o Table 1: Summary of Reviewed Studies

Study ID | Study Design Treatment Arms and Number | Geographic

of Randomized Patients Region
DUET-1 Phase III, multicenter, double-blind, | TMC125 200 mg b.i.d.: n=304 | Primarily USA,
(Study randomized, placebo-controlied Placebo: n=308 Latin America,
TMC125- | study to evaluate the safety and France, Thailand.
C206) antiretroviral activity of TMC125

200 mg bid in combination with an
OBT vs. OBT alone in HIV-infected
treatment-experienced patients

DUET-2 Phase III, multicenter, double-blind, | TMC125 200 mg b.i.d.: =295 | USA, Western

(Study randomized, placebo-controlled Placebo: n=296 Europe, Canada,
TMCI125- | study to evaluate the safety and Australia.
C216) antiretroviral activity of TMCI125 ’

200 mg bid in combination'with an
OBT vs. OBT alone in HIV-infected |

treatment-experienced patients

1.3 Statistical Issues and Findings
Overall, based on the data submitted, the following results were observed:

e In the two pivotal Phase Il studies (TMC125-C206 and TMCI125-C216),
approximately 60% of the patients in the TMC125 treatment group had HIV RNA
viral load <50 copies/mL at Week 24 compared to 40% of the placebo patients.




TMC125 efﬁcacy compared to placebo was more lmpressrve for patrents ‘Wwho

nevet used’ or were ‘ré-using enfuvirtide than' for de-novo enfuvirtide - patients:+-

* " Amongthe"de‘novo ENF subgroup, 67% of the TMC125 subjects had HIV RNA "

- viral lodds <50 copies/mL 4t Week 24 compdred to 62% of the placebo’ ‘subjects’
(p=0.427) while among the non de-novo ENF subjects, 56% of the TMC125
subjects had HIV viral loads <50 copies/mL at Week 24 compared to only 34% of
‘the placebo subjects (p<0. 0001)

To evaluate the robustness of the efﬁcacy results of the two Phase III trials in the
treatment-experienced patrents the applicant used different approaches to impute missing
data and the statistical reviewer used a snapshot approach instead of the TLOVR '
algorithm and different rules of counting non-responders who discontinued early as
virologic failures. The statistical reviewer’s results were quite srmrlar to the applicant’s.

With regards to the mortality, there were 15 placebo deaths and 9 TMC125 deaths based
on the database lock for the NDA submiission.

Rash (any type) combining all rash-related terms reported during treatment and/or
follow-up was reported in 17% of the subjects in the TMC125 treatment group compared
to only 9% of the placebo group. AEs with at least grade 2 severity, determined by the
investigator to be at least possibly related to the investigational medication occurring in at
least 2.0% of subjects in the TMC125 group that appeared to be higher in TMC125

- patients included rash (individual preferred term, 4.8% vs. 1.0% in the placebo group),
nausea (3.2% vs. 1.3%) and metabolism and nutrition disorders (4.7% vs. 1.8%). None
of the placebo subjects and 6 (1%) of the TMC125 subjects had grade 3 or 4 rashes.

After 24 weeks, mean calculated LDL levels increased from baseline by 11 mg/dL to 104

-mg/dL in the placebo treatment group and by 14 mg/dL to 108 mg/dL in the TMCI125
treatment group. At week 32, when less than half the randomized subjects remained,
mean calculated LDL levels increased by 9 mg/dL in the placebo treatment group to 111
mg/dL and increased by 18 mg/dL in the TMC125 treatment group to 117 mg/dL.

After 24 weeks, the proportion of paitlents with increases in calculated LDL levels from
baseline exceeding 10 mg/dL was 48% in the placebo treatment group and 56% in the
TMC125 treatment group. This différence was statrstrcally significant (p=0.02).

Statistically significant differences between TMC125 and placebo were also observed at
Week 20 and 32 with non-significant statistical trends favoring placebo at Weeks 12 and
l6:

An additional analysis used the last calculated LDL value up to and including Week 24
but prior to use of any new lipid lowering agents. In this analysis, the proportion of
patients with increases in calculated LDL levels from baseline exceeding 10 mg/dL was
49% in the placebo treatment group and 56% in the TMC 125 treatment group. These
results were quite similar to the Week 24 results except they were not quite statistically
significant (p=0.06).



As part of the review process, the FDA requested the copres of orrgmal source documents T
- for,treatment’ randomization schedules generated | for each patient in the two. DUET trials. .05
" In addition, the review team requested Tibotec’s, standard operating. procedures for
randomization schedule generatlon unblinding and release of randomrzatron codes along
with corresponding flow charts. - » :

The FDA asked the applicant to provide the address and phone number of the central
laboratory used for the two DUET trials. The FDA asked the applicant if external
vendors were used to generate randormization codes for the two studies, and if so, to
provide their addresses and telephone numbers and to disclose to the FDA any financial
or partnering agreements between Tibotec and the external vendors, If external vendors
were used to generate, the treatment allocation codes for the two DUET frials, the FDA
asked to have the external vendors send the treatment allocation codes drrectly to the
FDA along with information on when the vendors received/generated the original codes.
The FDA also requested certification (from the external vendors, if they were used. to
generate treatment allocation codes for studies TMC125-C206 and TMC125-C216) that
the documents of the treatment allocation codes were the original source documents and
that the treatment allocation codes were generated prior to study initiations. ‘

In addition, the FDA requested all other source documents of treatment allocation codes.
(e-g., from the applicant’s Clinical Pharmaceutical Operations or drug packaging group).

2. INTRODUCTION - )
2.1 Overview

TMC1125 is a non- nucleoside reverse transcriptase inhibitor (NNRTI) whose efficacy,
according to the applicant was established in vitro in MT4 cells.

Tibotec conducted two pivotal Phase III, randomized, double-blind, placebo-controlled
trials to evaluate the long-term efficacy, tolerability, and safety of TMC125 as part of an
antiretroviral therapy (ART) containing TMC114/ritonavir (RTV) as an investigator-
selected optimized background regimen (OBR) in treatment-experrenced HIV-1 infected
subjects. ‘

Six hundred HIV-1 infected subjects on a stable but virologically failing regimen were to
be included in each trial. Subjects should have had at least one documented NNRTI
resistance-associated mutation (either at screening or from historical genotype reports),
an HIV-1 plasma viral load > 5000 RNA copies/mL at screening, and at least 3
documented primary protease inhibitor (PI) mutations. Subjects were randomized in a
1:1 ratio to either TMC125 (200 mg b.i.d.) or to matching placebo; both in combination
with TMCI114/RTV (600/100 mg b.i.d.) and ap investigator-selected OBR of at least 2
antiretrovirals (ARVs) consisting of nucleoside reverse transcriptase inhibitor(s) (NRI[s])
with or without enfuvirtide (ENF). The use of ENF is optional and de novo use of ENF
was to be limited to 40% of the overall trial population in each study. Each trial had a



= follow-up period. "~~~ -

screening period of a maximum of 6 weeks, a 487W§ck treatment period, and a 4-week °

- The:possibility to extend the treatment period will be provided for sibjects, who.inthe "
opinion of their investigators are deriving clinical benefit from their ART. For each
subject, the optional extension will immediately follow the 48-week treatment period and
will continue until the subject has been treated for 96 weeks. As long as subjects
continue to participate in the trial they were to remain on the same ART as started during -
the initial 48 weeks of treatment. Initially, the optional extension phase is to continue in
a blinded manner; however, once the database for the 48-week analysis has been locked, } ,
the treatment code will be broken and subjects can continue treatment within the trial in
an open-label fashion. '

Table 1 bélqw summarizes the studies reviewed in this report.

Table 2: Summary of Reviewed,Stud:ies :

Study ID Study Design Treatment Arms and Geographic Region
Number of Randomized
Patients .

Study C206 | Phase III, multicenter, double-blind, | TMC125 200 mg: n=304 Primarily United
randomized, placebo-controlled +| placebo: n=308 States, South .
study to evaluate the safety and . America, and France
antiretroviral activity.of TMC125 plus a few subjects
200 mg bid in combination with an from Central
OBT vs. OBT alone in HIV-infected America, Puerto
treatment-experienced patients - Rico and Thailand.

Study C216 | Phase IlI, multicenter, double-blind, | TMCI25 200 mg: n=295 United States,
randomized, placebo-controlled placebo: n=296 Western Europe, *
study to evaluate the safety and Canada, and
antiretroviral activity of TMC125 Australia.

200 mg bid in combination with an
OBT vs. OBT alone in HIV-infected
treatment-experienced patients

2.2 Data Sources

Thevappl'icétién was élect'rgnic‘ and can be found in FDA iﬁtemal network drive of
W\Cdsesub1\evsprodINDA022187 . ' :

The applicant informed FDA that copies of laboratory source documents of HIV RNA-
Amplicor and HIV RNA-Ulirasensitive assay results and CD4+ cell counts data were
available at the sites.

The central laboratory used for the two pivotal DUET studies was

SR

T
the United States, Eur

e
The applicant provided ——  addresses and phone numbers in
ope, Singapore and Australia.



3. STATISTICAL EVALUATION

3.1 Evaluatlon of Efficacy Results in: Studies TMC125-C206 and TMC125-C216 |

3.1.1 Study Design and the Dynamlc Randomlzatlon Process I

Studies C206 and C216 were identical in study design with the only difference arising in
that Study C206 was conducted primarily in the United States and Latin America while
Study C216 was conducted primarily in the United States and Europe. Both studies were -
multi-center, double-blind, randomized, placebo-controlled trials in heavily pretreated
HIV populatlons who had limited or no treatment options available. These patients had
screening HIV RNA > 5000 copies/mL and documented genotypic resistance to currently
available NNRTIs by havmg at least 1 NNRTI resistance-associated mutation present and
3 or more documented primary protease inhibitor (PI) mutations. '

The primary objective of the studies was to show supenorlty of TMC125 compared to

placebo as part of an ART containing TMC114/RTV and an investigator-selected OBT
for the primary endpoint [the proportlon of subjects with undetectable plasma viral load
values (< 50 copies/mL) at Week 24] in treatment—experlenced HIV-1 infected subjects.

Subjects were randomized 1:1 according to a central randomization schedule, to either
TMC125 (200 mg b.i. d.) or a placebo group, both in combination with TMC114/RTV
(600/100 mg b.i.d.) and investigator-selected OBR of at least two antiretrovirals (ARVs)
consisting of nucleoside reverse transcriptase inhibitors (NRTIs) with or without
enfuvirtide (ENF). The randomlzatlon was stratified by the intended use of ENF in the
underlying ART (not using ENF, using ENF de novo, or re-using ENF; i.e., experienced
or using), previous use of TMC114 {durinavir (DRV)] (yes/no) and screening plasma
viral load (< or 230,000).

Randomization was performed at baseline using a central Interactive Voice Response
System (IVRS), using an adaptive minimization technique with biased coin assignment to
ensure balance across treatment groups in each stratum and random treatment

~ assignment. Since the two DUET studies were double-blinded trials, treatment codes
were not to be distributed to the investigator or patients. The applicant stated that neither
they nor the investigators knew which treatment group the subjects were randomized to.
In the primary analysis, treatment codes were to be revealed by Tibotec after the database
lock.

In Section 5.4.8 of the protocols for the two DUET trials, the sponsor mentioned that the
code should only be broken in case of an emergency if further treatment of the subject is
dependent on the investigational medication he/she had been receiving. Only in those
cases may the investigator call the [VRS to break the treatment code and the sponsor was
to have been notified when a site broke the code.




In response to an FDA query about whether external vendors were used to generate or -

~ manage the: treatment allocatron codes for the two DUET trials; Tibotec informed FDA: -
that
. was the vendor used to generate and manage the treatment codes for both DUET trrals e

In response to the FDA query about dlsclosrng any ﬁnancral or partnermg agreements
between Tibotec and the external vendor, the applicant provided FDA with a work order
for ~———————— According to this document, the. —— toll-free
telephone Voice System operates 24 hours/day, 7 days/week from all locations operating
in the study and prompts callers to identify themselves by entering a user identification
number and numeric password. These two identifying numbers serve to verify the caller
represents a valid and active site/| investigator or Project Team member.

T  senerated and sent conﬁrmatlon faxes to the site and /or Tibotec
(typlcally reports including patient enrollment and inventory summaries). The
confirmation faxes include relevant patient information such as date of randomization
and medication assigned. Site members are able to review their patients via an audio
report. Upon entering a patient’s ID into the IVRS/IWRS (Interactive Voice Response
System / Interactive Web Response system), useérs at the sites can receive all pertinent
patient information, mcludmg date of last visit and last medication assigned.

The applicant informed the FDA that a dynamic randomization system using a
minimization technique was used in the DUET trials for the three pre-specified
stratification variables. Asa consequerice of this randomization techmque there were no
fixed randomization lists available prior to enroliment of the patients in either study. The
external vendor _ was used to generate and manage the treatment
allocation codes for both DUET studies via their [IVRS/IWRS.

The duet trials used a Pocock and Simon minimization randomization process that is
designed to target a 1:1 treatment arm randomization balance. Unlike a list-based
randomization scheme, there was no set treatment randomization schedule pre-
determined and pre-loaded into the IVRS/IWRS. Rather, the algorithm evaluated
previous treatment assignments across the different strata of the stratification factors to-
determine. the probability of treatment assignment.

- The source document for this IVRS/IWRS randomization algorithm is Section 13.1 of the
Requirements Specification from — entitled ‘[VRS Requirement
Specifications.” This document was signed on 23 September 2003, prior to the first
randomization in the study.

Once a subject was found to be eligible for the trial, the investigator contacted the
[VRS/IWRS and provided the subjects details including the patient's data of the 3
stratification factors (step | in dynamic randomization process, Flowchart 1). After
assignment of the treatment group, the [VRS/[WRS provided the numbers of the
allocated medication bottles to the investigator (step 2 in the dynamic randomization
process, Flowchart 1).



*For each packaging order; Johnson & Johnson Clinical Supplies Unit (CSU):p!
medication kit randomization lists:to- and the dxstrlbutlon -
“contractor —— _ in ASCII file format. - These lists did-not prov1de individual patlent
treatment codes, but had mformatxon for unblmdmg the medication bottles (see Flowchart

1.

Csu

J&J Clindcal
Supplies Uit

Medication numbers
(VRSAWRS)

Flowchart1: Dynamic Randomization Process

Source: Tibotec’s Responses to FDA Statistics Questions in- Fllmg Letter
WCdsesub 1\evsprod\NDA 022 187\0007\m 1 \us\tmc 125-2007 1 000-fda-rtq. pdf

In response to our request for certification that the documents were the original source
documents and that the treatment allocation codes were generated/received prior to study
initiation, the applicant informed us that the Requirements Specification defined the
randomization algorithm and was generated and approved prior to the first patient
randomization on 8 December 2005. The testing of the randomization algorithm
specified in Section 13.1 of the Requirement Specification was completed successfully
and the associated functionality was released prior to the first patient randomization. The
applicant attached PDF copies of the two-validation test grids for the IVRS that verified
the randomization algorithm of the Requirements Specification (signed and dated by

employees of —_— L as well as'a PDF copy of the initial felease notice
for protocols TMC125-C206 and TMC125-C216 by — dated Dec 7,
2005.

In response to our request for standard operating procedures for randomization treatment
code generation, unblinding and release of randomization codes, along with
corresponding flow charts the applicant had the following responses:

The release of the randomization codes is described below along with a corresponding
flowchart (Flowchart 2).




' The partles w1th access to treatment codes mcluded

: — for conductmg the analySes for the Data Safety-Moni
Board (prior to the 24-week analysis). For‘Open DSMB analyses the treatment
codes were partially broken up to the code level (treatment A, B), but this
information was not communicated to Tibotec. The chair of the DSMB did not
think it was necessary to completely unblind the treatment codes

' — < — for the bioanalysis of
TMCI125 plasma concentrations (prior to the 24-week analysis). ——

—_ was allowed to be unblinded prior to the 24-week analysis in order
to allow bioanalysis of TMC125 plasma concentrations in patients randomized to
TMCI25 and not placebo. © ~ —provided the randomization
codes for both trials to Jirst transfer for patients on 12 Jun
2006, second transfer when all patients were randomized on 31 Aug 2006).

' — +PK modeling (prior to the 24-week analysis). “—— was allowed to
be unblinded before the formal database lock in order to prepare ‘the PK modeling
analysis. —— was provided with the randomization code through the data
transfers received from

—_— ,» the CRO who performed the primary Week 24 analyses of both
DUET studies and received the randomization codes after the official 24-week
analysis database lock . Randomlzatxon codes were received by ———
on 21 Feb 2007 and 17 Mar 2007 for studies C216 and C206, respectively. —

—— . provided the codes to Tibotec Biostatistics on the same day for both
studies.
Johnson & Johnson Pharmacovigilance Beneﬁt and Risk Management (BRM).
Single cases in the BRM Worldwide Safety Database were to be unblinded if a
serious adverse event (SAE) met expedited reporting requirements. The R&D
Unit/Operating Company was to fully disclose treatment assignment information
once a blinded study reached an analysis time point at which the blind needed to -
be broken and where the results of the unblinded data was to be shared with either
investigators, Tibotec staff, or external personnel.

Note: Database Lock dates for DUET-trials for the 24-week Analyses were:
- 16 Mar 2007 for TMC125-C206
- 20 Feb 2007 for TMC125-C2 16

Access to emergency unblmdmg via the IVRS/IWRS for safety reasons was restricted to
the following designees:

Principal investigator
BRM
DSMB chair

1t



e

Biostatistics

Biostatistics

TIBOTEC

BRM
Jad
Pharmacevigilancd
Benefit-and Risk

Mahagement

——

Apspé (czos&ciﬁ) " )
'Sep 08 (C2068£216)
1 Feb 07 (C216)

12 Jun 2006 (C206&C216)
31 Aug 2006 (C2063C216)

et

-j22 Feb 07 (C210) | Biganatytical
119 Mar 07 (G206) “lab |

Otham—— L.
PK madeling
provider -

y \]11 QOct 2008 (C206&C216)

Flowchart 2: Release of randomization codes

Source: Tibotec’s Responses to FDA Statistics Questions in Filing Letter

\\Cdsesub 1\evsprod\NDA022187\0007\m 1 \us\tmc125-20071000-fda-rtq.pdf

APPEARS THIS WAY
ON ORIGINAL

12

Y



3 1.2 Efficacy and Safety Assessments :

Vlral load testmg was performed using 2 methods the standard (lower hmlt of
quantitation=400 copies/mL) and the ultra-sensitive (lower limit of quantitation =50
copies/mL) method. The ultra-sensitive method was used for the primary endpoint for
subjects with different samples on the same sample date; unless the sample was right
censored (above the upper limit of quantitation).

Missing baseline viral load data were imputed with screening data, if available.

Imputation of left-censored valies: values below the‘detection limit (lower limit of
quantitation) were scored at 49 in the analysis, unless explicitly specified differently.

Imputation of right-censored values occurred using diluted retests in cases where HIV
RNA viral loads were above the upper limit of quantitation. In cases were no absolute
value could be obtained from this diluted retesting, the viral load was scored at 750,001
copies/mL in the analysis, unless explicitly specified differently.

During the double-blind phase, HIV RNA and CD4 cell counts were to be determined at
Randomization (Day 1), Weeks 2, 4, 8, 12, 16, 20, 24,.32, 40, and 48 with a Week 52
post-treatment follow-up period 30-35 days after the final/withdrawal visit. Unscheduled
- visits may have been performed for safety / tolerability reasons.

Virologic failure due to a lack of response was defined as:
¢ Plasma viral load decline of 0.5 log; from baseline by Week 8
¢ Plasma viral load decline of <1.0 logyo from baseline by Week 12

Virological failure due to a loss of response was defined as 2 consecutive measurements
of plasma viral load > 0.5 logo above the nadir after a mlmmum of 12 weeks of
treatment.

Confirmation of virologic fallures should have been done at the next planned visit or at
_an unscheduléd visit. There should be a minimum 2-week tlme interval between such
- plasma viral load asses$ments. :

There is an optional extended treatment period lasting up to Week 96. All subjects who
are prematurely withdrawn from the trial will be followed for survival until the last
follow-up visit of the last subjects in the trial, unless they withdraw consent.
[nvestigators will be asked to provide minimal information about the survival of the
subjects every 6 months. For any fatal event, investigators will be asked to provide
information about the cause of death.

Subjects from either treatment arm not achieving a | log decline from baseline in plasma
viral load at Week 24 or subjects experiencing a viral rebound as evidenced by 2
consecutive plasma viral measurements at least 0.5 log above nadir at Week 24 or later




will have the opportunity to receive TMC125 in oombmatlon with TMC14/RTV m an ek

"+ open-label rollover trial (TMC125-C217).

Subjects who have been treated for at least 48 weeks m the tnal and are in the opnmon of
the investigator not responding well to the therapy will have the possibility to enroll in
the open-label rollover trial TMC125-C217 after having performed the 48-week visit. -
For these subjects, the treatment code can-be individually unblinded before entering the:
rollover trial, if requested by the investigator and after approval of the sponsor.

The following time windows were allowed:

For visits at Week 2: + 2 days;

For visits at Weeks 4, 8, 12, 16, 20 and 24: + 4 days;

For visits from Week 32 onwards: +7 days;’

Follow-up visit: 30-35 days after the Fmal/Wlthdrawal visit.

Unscheduled visits could be performed for safety / tolerability reasons or for
confirmation of virologic failure. However there should have been a minimum 2-week
time interval between such assessments.

The following time windows were to be used for the analyses:

-Phase

Visit Target day | Analysis time point | Time interval (days)
Screening 1 Screening — 42
Treatment 2 1 . Baseline Day -5 — |
3 15 Week 2 Day 2 — Day 21
4 29 Week 4 Day 22 — Day 42
5 57 Week 8 Day 43 — Day 70
6 85 Week 12 Day 71 — Day 98
7 113 Week 16 Day 99 — Day 126
8 141 Week 20 Day 127 — Day 154
9 169 Week 24 Day 155 — Day 196
10 225 - | Week 32 Day 197 — Day 252
11 281 | Week40 - | Day 253 —Day 308
12 |.337 Week 48 ' Day 309 — Day 364
13* 393 . Week 56 Day 365 — Day 420
14 449 - Week 64 Day 421 — Day 476
15 505 Week 72 Day 477 — Day 546
16 589 : Week 84 Day 547 — Day 630
17 673 ' Week 96 > Day 631
Follow-up 13/18 32 30-35 days after
Final / Withdrawal
Visit

? A 48-week extension treatment period is optional (Protocol Amendment [V). The visit
numbering atter visit 12 depends on whether a subject will enter the extension period or
not.




. I 2 visits fell w1thm the same mterval the one c105est to the target day was used -m ‘the
: analy51s If the distances of 2 visits were equally close to the target day, the latest visit
was used. '

-

The apphcant counted the end date of tréatment as
.min(max{last TMC125/Placebo intake date + 2 days last TMC114 intake date +2 days]
date of last contact).

If the subject died, the appticant counted the end date of treatment as
min(max[last TMC125/Placebo intake date + 2 days, last TMC114 intake date + 2 days],
date of death). '

The statistical reviewer did not add 2 days to the end of treatment to compute
dlscontmuatlon days. :

3.1.3 Efficacy Endpoints

The primary efficacy endpoint in the two TMC125 DUET studies was the eroportion of
patients achieving HIV RNA <50 copies/mL at Week 24.

The secondary efficacy endpoints included the following variables.

1) Virologic response defined as:
¢ % of subjects with plasma viral load < 50 copies/mL at all other time points other
than the Week 24 time point,
* % of subjects with plasma viral load < 400 copies/mL at all time points,
* % of subjects with at least a 1 log,o decrease in viral load compared to baseline at
all time points;

2) Time to reach first virologic résponse for the definitions of viral load < 50 or <400
copies/mL or a 1.0 logo drop in plasma viral load from baseline. Subjects who never
reached plasma HIV-1 RNA levels < 50 or 400 copies/mL or a 1.0 log;o drop in
plasma viral load from baseline were censored at their last available time point;

3) Time to loss of virologic response for the definitions of viral load < 50 and < 400
copies/mL or a 1.0 log, drop in'plasma viral load from baseline. Only subjects who
achieved the virologic response were included in these analyses. Subjects who did
not lose the virologic response were censored at their last available time point;

4) Time to virologic failure for the definitions of viral load < 50 and < 400 copies/mL.
Subjects who never achieved the virologic response were counted as failures as of
Day 1;

5) change in log)o plasma viral load from baseline at all time points;

6) Time-averaged difference (DAVG) over 24 weeks;

7) Change in CD4" cell count (absolute and %);




8) Phenotype and gegdtypé-=d¢térmmati(5ns i
‘response.

¥

APPEARS THIS WAY o
ON ORIGINAL
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L *'3.‘_1.4 ‘Patient Disposition, Déﬂi’dgraplilic aﬂd Baseline Charaéferi’stics

| [N=170 Suecs Sereaed ]

N =605 Screening Faihures:
- not meeting all selecfion criteria (582)
- withdrew conseant (16)

- lost to follow-up (4)

| -other )

- AE/HIV related event (1)

[ N=4615 Subjects Randonzized |

N =3 Randomized, not Treated-

- not meeting all selection criteria (1)
- other (1)
- withdrew consent (1)
N=612 Subjects Randomtized and Treated |
I !
" PLACEBO . TMCI125
N=308 "N=304
N=287 Noa VF N=280 NowVF _
Excluded Population Excluded Population
N = 43 Discontinued: N-=37 Discontinued:
- virologic endpoiat (19) - virologie endpoint (12)
-AE(15) - AF (18)
- withdeew consent (6) - withdrew consent (2)
- non-compliant (2) - non-compliant (2)
- sponsor's decision (1) - lost to follow-up (1)
- other (1)
- ineligible to continue (1)
Week 24 N=1265 N=267 |
N =13 Discontinued: N =5 Discontinued:
- virologic endpoint (10) - virologic endpoint (5)
-other (2)
~AE(1)
Analysis _ -
cacondne | N=1 Congitd N -1 Completed
09-Feb-2007 l
In the original 48-week period (243) In the original 48-week period (245)
In the optional extension period (8) In the optional extension period (16)

Subject Disposition in Trial TMC125-C206
Source: Figure 1 in Clinical Study Report for study TMC125-C206

Figure 1 displays patient disposition for each DUET trial.

[n study TMC125-C206, almost half of the 1220 subjects screened were screening failures,
leaving only 615 randomized subjects. Of the 605 screening failures, 582 (96%) did not fulfill
all selection criteria, mostly because the inclusion criterion 8 (having 3 or more documented



: ‘prlmary PI mutatlons at sereenmg) was not met. T—here were a total of 612 subjects m the I'IT
“population (i.e., subjects whowere. randomized and treated) w1th 308 subjects i in ‘the: plaeebo
- treatment group and 304 subjects in the TMC125 treatment group

vﬁN=9§4§uﬁjeclsSaeened

N =361 Screening Failures:
- not meeting all selection criteria (331)

- withdrew consest (27)
- othes (2)
- non-compliant (1),

[ N=593 Subjects Randomized |

N =2 Randomized, not Treated:

- lost to follow-up (1)
- withdrew consent (1) ~
N =591 Subjects Randomized and Treated
ITT Population
PLACERO TMCIZ5
N=296 . N=295 .

N =282 Noo-VF N =269 Non-VF

Exchuded Population Excluded Population - ~

N= 57 Discontinued: N = 44 Discontined: _ )

- virologic endpeint (35) - virologic endpoint (17)

-AE(12) - AE (20)

- withdrew consent (6) - withdrew consent (3)

- nog-comphant (2) - non-compliant (1)

- ineligible to continue (1) - lost to follow-up (2)

- lost to follow-up (1) - other (1)

Week 24 N=23¢ ] N=251 ]

N = 16 Discontinued: 1 N = 7 Discontinued:

- virologic endpoint (14) - virologic endpoint (7}

- withdrew consent (1) i

-other (1) .

- Analysis
cut-off date N= 223 N= 2_44
18-Jan-2007 Ongoimng Ongoing
In the original 48-week period (215) In the original 48-week period (236)
In the optional extension period (§) In the optional extension period (8)

Subject Disposition in Trial TMC125-C216
Source: Figure 1 in Clinical Study Report for study TMCI125-C216

In study TMC125-C216, 361 of the 954 screenedb subjects were screening failures, leaving 593
randomized subjects. Of the 361 screening failures, 331 (92%) did not fulfill all selection



group and 295 subjects in the 'IMC125 treatment group

Number of Randomized and Treated 'Subject’s per Country

» crlterra, mostly because the mclusron criterion 8 (havmg 3 or more documented prrmary PI :
mutations at screening) was not met. There were a total of 591 subjects in‘the ITT populatlon
(i.e.,.subjects who were randomized and treated) with 296 subjects in the placebo treatment

- Trial TMC125-C206

Country Placebo TMC125 All Subjects
n (%) N =308 N=304 N=612
-United States 118 (38.3) 119(39.1) 237(38.7)
Brazil 118 (38.3) 118 (38.8) 236 (38.6)
Argentina 37 (12.0) 29(9.5) 66 (10.8)
France 21(6.8) 21 (6.9) 42 (6.9)
Mexico 72.3) 72.3) 14 (2.3)
Panama 2(0.6) 4(1.3) 6 (1.0)
Chile 1(0.3) 3(1.0) 4(0.7)
Thailand 2(0.6) 2(0.7) 4 (0.7)
Puerto Rico 2(0.6) 1(0.3) 3(0.5)
N = number of subjects, n = number of subjects per country '
Note: all subjects in Costa Rica were screening failures.

Source: Table 6 of the TMC125-C206 Clinical Report.

Trial TMC125-C216 v

Country Placebo TMC125 All Subjects
n (%) ~ N=296 N =295 N =591
United States 118 (39.9) 127 (43.1) 245 (41.5)
France 49 (16.6) 53 (18.0) 102 (17.3)
Italy 139(13.2) 31 (10.5) 70 (11.8)
Germany 26 (8.8) 35(11.9) 61(10.3)
Canada 22 (7.4) 20 (6.8) 42(7.1)
Spain 14 (4.7) 9 (3.1) 23(3.9)
Australia 8(2.7) 7(2.4) 15(2.5)
Belgium 8(2.7) 6 (2.0) 14 (2.4)
United Kingdom 6(2.0) 4(1.4) 10 (1.7)
The Netherlands 4(14) 2(0.7) 6 (1.0)
Poland 1{0.3) 1(0.3) 2(0.3)
Portugal 1.(0.3) 0 1(0.2)

N = number of subjects, n = number of subjects per country
Source: Table 6 of the TMC125-C216 Clinical Report.

Study C206 was conducted primarily in the United States and Latin America (39% of the
subjects were from the United States and 39% of the subjects were from Brazil) while Study
C216 was conducted primarily in the United States and Europe (42% from the U.S., 17% from

France, 12% from ltaly, and 10% from Germany).



Reasons for 'fr,ial Termmatmn, TnalTMClZS-CZOG

Trial Termination Placebo .1 TMCI125 . All Subjects
Reason, n (%) . N=308 N=304 - . N=612
Up to Week 24 (inclusive) 43 (14.0) 37(12.2) —80(13.1)
AE/HIV related event 15(4.9) 18 (5.9) 33(54)
Reached virologic endpoint 19(6.2) 12 (3.9) 31(5.1)
Withdrew consent 6(1.9) 2(0.7) 8(1.3)
Non-compliant 2(0.6) 2(0.7) 4(0.7)
Ineligible to continue the trial 0 1(0.3) 1(0.2)
Lost to follow-up 0 1(03) 1(0.2)
Other 0 1(0.3) 1(0.2)
Sponsor’s decision - 1(0.3) 0 1(0.2)
At the Analysis Cut-Off Date’ 56 (18.2) 42 (13.8) 98 (16.0)
Reached virologic endpoint 29 (9.4) 17 (5.6) 46 (7.5)
AE/HIV related event 16 (5.2) 18 (5.9) 34 (5.6).
Withdrew consent 6(1.9) 2(0.7) 8(1.3)
Non-compliant 2(0.6) 2(0.7) 4 (0.7)
Other 2(0.6) 1(0.3) 3(0.5)
Ineligible to continue the trial 0 1(0.3) 1(0.2)
Lost to follow-up 0 1(0.3) 10.2)
Sponsor’s decision 1(0.3) 0 1(0.2)

N = number of subjects, n = number of subjects with observations
* Including terminations after Week 24 for subjects that had visits after Week 24.
. Source: Table 7 of the TMC125-C206 Clinical Report.

In study TMC125-C206, 14% of the placebo subjects and 12% of the TMC125 subjects
terminated the trial on or before Week 24. Subjects were counted as discontinuing if no data was
present beyond the Week 24 analysis time point. At the time of the analysis cut-off date, 18% of
the placebo subjects and 14% of the TMC125 subjects prematurely terminated from the trial.
The majority of subjects discontinued from the trial because they reached a virologic endpoint or
had AE/HIV related events.

APPEARS THIS WAY
Of ORIGINAL



 Reasons for Trial Termination, Trial TMC125-C216

Trial Ternﬁn‘s’iﬁbnﬂﬁéasoﬁ, n (%)

“ Placebo ot TMCI125 All Subjects
o o ‘N =296 N=295 N=591
Up to Week 24 (inclusive) 57(19.3) 44 (14.9) N TIXYAT)
Reached virologic endpoint 35(11..8) 17 (5.8) 52(8.8)
AE/HIV related event 12 (4.1) 20 (6.8) 32(5.4)
Withdrew consent 6(2.0) 3(1.0) 9(1.5)
Lost to follow-up 1(0.3) 2(0.7) 3(0.5)
Non-compliant 2{0.7) 1(0.3) 3(0.5)
Other 0 1(0.3) 1 (0.2)
Ineligible to continue the trial 1 (0.3) 0 {(0.2)
At the Analysis Cut-Off Date” - 73(24.7) 51(17.3) 124 (21.0)
Reached virologic endpoint 49 (16.6) 24 (8.1) 73 (12.4)
AE/HIV related event 12 4.1 20 (6.8) 32(5.4)
Withdrew consent 7(2.4) 3(1.0) 10(1.7)
Lost to follow-up 1(0.3) 2(0.7) 3(0.5)
Non-compliant 2(0.7) 1(0.3) 3(0.5)
Other 1(0.3) 1(0.3) 2(0.3)
Ineligible to continue the trial 1(0.3) 0 1(0.2)

N = number of subjects, n = number of subjects with observations

*Including terminations after Week 24 for subjects that had visits after Week 24.
Source: Table 7 of the TMC125-C216 Clinical Report

In study TMC125-C216, 19% of the placebo subjects and 15% of the TMC125 subjects
terminated the trial on or before Week 24. Subjects were counted as discontinuing if no data was
present beyond the Week 24 analysis time point. At the time of the analysis cut-off date, 25% of

the placebo subjects and 17% of the TMC 125 subjects prematurely terminated from the trial.

The majority of subjects discontinued from the trial because they reached a virologic endpoint or

due to AE/HIV related events.

APPEARS THIS WAY -

ON ORIGINAL
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Treatment A]locatmn for dlfferent Stratification Factors (IVRS/IWRS Data) N

~Trial TMC 125-C206

Treatment Allocatlon _ o , .
Stratification Factors ) .Piacébo" : TIMCI125 "All Subjects”. . |7
Specification, n'(%) N =308 N =304 N =612
Use of ENF in Underlying ART o - -
Using de novo 88 (28.6) - 86 (28.3) 174 (28.4) -.

| Re-using 42 (13.6) 44 (14.5) 86 (14.1)
Not using 178 (57.8) 174 (57.2) 352 (57.5)
Screening Plasma Viral Load
> 30000 copies/mL 220(71.4) 214 (70.4) 434 (70.9) .
< 30000 copies/mL 88 (28.6) 90 (29.6) 178 (29.1)
Previous Use of DRV '
No 291 (94.5) 286 (94.1) 577(94.3)
Yes 17 (5.5) 18 (5.9) 35(5.7)

N =number of subjects, n = number of subjects with observations
Source: Table 8 of the TMC125-C206 Clinical Report.

In study TMC125-C206, between 25-30% of the subjects in both treatment groups were using de
novo ENF, while slightly less than 15% were re-using ENF and nearly 60% were not using ENF.
Approximately 70% of the subjects in both treatment groups in study C206 and 65% of the
subjects in study C216 had screening plasma viral loads of 30,000 copies/mL or higher.
Approximately 5% of the subjects had previously used DRV.

Treatment Allocation for different Stratification Factors (IVRS/IWRS Data)
Trial TMC125-C216

Treatment Allocation

Stratification Factors Placebo TMC125 All Subjects
Specification, n (%) N =296 N =295 N =591
Use of ENF in Underlying ART

Using de novo 79 (26.7) 80 (27.1) 159 (26.9)
Re-using 70 (23.6) 72 (24.4) 142 (24.0)
Not using 147 (49.7) 143 (48.5) 290 (49.1)
Screening Plasma Viral Load

> 30000 copies/mL 193 (65.2) 191 (64.7) 384 (65.0)
< 30000 copies/mL 103 (34.8) 104 (35.3) 207 (35.0)
Previous Use of DRV

No 281 (94.9) 283 (95.9) 564 (95.4)
Yes 15 (5.1) 12 (4.1) 27 (4.6)

N = number of subjects, n = number of subjects with observations
Source: Table 8 of the TMC125-C216 Clinical Report.

[n study TMC125-C216, between 25-30% of the subjects in both treatment groups were using de
novo ENF, while slightly less than 25% were re-using ENF and nearly 50% were not using ENF.
Approximately 65% of the subjects in both treatment groups had screening plasma viral loads of
30,000 copies/mL or higher. Approximately 5% of the subjects in both treatment groups had
previously used DRV.



: Durauon of Investigational Medication Intake ’I:)V’l‘ii"ihg"t'lié"Trgat_méiit/ Period *

Trial TMC125-C206_ -

Investigational Medication Intake®

TMC125

All Subjects

" Placebo
Total Duration, Weeks N=308 . N=304 _N=612
N o 308 304 612
‘Median (range) , 26.6 (3-55) 26.6 (1-60) 26.6 (1-60)
Total patient-yéars of exposure 171.5 173.1 344.6

N = number of subjects

* For the Primary Analysis, the ‘latest available date of intake’ was used, i.e., the last date that the subject was
indicated as taking TMC125/placebo up to and including the analysis cut-off date.
Source: Table 9 of the TMC125-C206 Clinical Report.

The median duration of either treatment was 27 weeks in study TMC125-C206 and 33 weeks in

study C216.

Duration of Investigational Medication Intake During the Treatment Period

Trial TMC125-C216

Investigational Medication Intake® Placebo TMC125 All Subjects
Total Duration, Weeks N=1296 N=295 N=591
N ) 296 295 591
Median (range) - - 32.2 (3-35) 33.1 (2-56) 32.6 (2-56)
Total patient-years of exposure 187.7 184.4 372.1

N = number of subjects

* For the Primary Analysis, the ‘latest available date of intake’ was used, i.e., the last date that the subject was

indicated as taking TMC125/placebo up to and including the analysis cut-off date.
Source: Table 9 of the TMC125-C216 Clinical Report.

- APPEARS THIS WAY
ON ORIGINAL



. Number of Subjects fier Visit
" Trial TMC125-C206

. AlFSubjects

Number ‘of Subjects Placebo TMC125

" Visit, n (%) N =308 - N=304 N=612
Baseline 297 (96.4) 299 (98.4) . 596 (97.4)
Week 2 301 (97.7) 300(98.7) 601 (98.2)
Week 4 305 (99.0) . 295(97.0) 600 (98.0)

. Week 12 294 (95.5) 287 (94.4) 581 (94.9)
Week 24 285 (92.5) 278 (91.4) 563 (92.0)
Week 32 92 (29.9) 99 (32.6) 191 (31.2)
Week 40 309.7) 44 (14.5) 74 (12.1)
Week 48 11 (3.6) 17(5.6) 28 (4.6)
Week 56 1(0.3) 3(1.0) 4 (0.7)

N = number of subjects, n = number of subjects with visit

Note: Screening, Baseline (imputed), Weeks 8, 16, and 20 were not included in this table.

Source: Table 10 of the TMC125-C206 Clinical Report.

Over 90% of the subjects in the ITT population remained in the DUET studies for 24 weeks,
while only 30% of the DUET-1 study subjects and slightly over 50% of the DUET-2 study
subjects remained in the trials for at least 32 weeks. The percentage of subjects at each visit was
similar in the two treatment groups up to Week 24 in study C206 and up to Week 48 in study

C216. A higher percentage of TMC125 subjects than placebo

after Week 24.

Number of Subjects per Visit
Trial TMC125-C216

subjects remained in study C206

Number of Subjects Placebo - TMC125 All Subjects
Visit, n (%) N =296 N =295 N =591
Baseline 293 (99.0) 293 (99.3) 386 (99.2)
Week 2 291 (98.3) 287 (97.3) 578 (97.8)
Week 4 291 (98.3) 285 (96.6) 576 (97.5)
Week 12 283 (95.6) 274 (92.9) 557 (94.2)
Week 24 276 (93.2) 268 (90.8) 544 (92.0)
Week 32 155 (52.4) 154 (52.2) 309 (52.3)
Week 40 63 (21.3) 67 (22.7) 130 (22.0)

Week 48 8§(2.7) 9(3.1) 17 (2.9)

N = number of subjects, n = number of subjects with visit

Note: Screening, Baseline (imputed), Weeks 8, 16, and 20 were not included in this table.

Source: Table 10 of the TMC123-C216 Clinical Report.




Type and Incidence of Major Protocol Dewatlons S

Trlal TMC125-C206

Protocol Deviations

v .Placebo .

TMCI125

Deviation Class - _ *All Subjects
Deviation, n (%) _"N=308 - N=304 _. N=612

Any Major Protocel Deviation 30 (9.7) 27 (8.9) ~57(9.3)

Treatment Deviation of Investigational

Medication ' 103.2) 9(3.0) 19 3.1)
Non-compliance with investigational 10 (3.2) 9(3.0) 19 (3.1)
medication intake

Forbidden non-ARV Therapy 15(4.9) 12 (3.9} 27 (4.4)
Disallowed drug in the treatment period 15 (4.9) 12 (3.9) 27 (4.4)

Selection Criteria not met 3(L0) 3(L0) 6 (1.0)
Selection criteria not met 3(1.0) 3(1.0) 6(1.0)

Treatment Deviation of Underlying ART 4(1.3) 4(1.3) 8(1.3)
Deviation of underlying ARV intake 3(1.0) 3(1.0) 6(1.0)
Disallowed underlying ARV intake 1(0.3) 1(0.3) 2(0.3)
Disallowed underlying ARV changes 1(0.3) 0 1(0.2)

N = number of subjects, n = number of subjects with observations

Source: Table 11 of the TMC125-C206 Clinical Report.

Slightly less than 10% of the subjects in each treatment group in study C206 had major protocol-
deviations. In study C216, 9% of the placebo subjects and 5% of the TMC125 subjects had
major protocol deviations. The most frequent major protocol deviations were the use of a

disallowed drug in the treatment period, non-compliance with investigational medication intake,
selection criteria not met and deviation of underlying ART mtake

Type and Incidence of Major Protocol Deviations
Trial TMC125-C216

Protocol Deviations

Deviation Class Placebo TMC125 All Subjects
Deviation, n (%) N =296 N =295 N =591

Any Major Protocol Deviation 27 (9.1) 15 (5.1) 42 (7.1)

Treatment Deviation of Investigational

Medication 5¢(1.7) 8(2.7) 13 (2.2)
Non-compliance with investigational 5(1.7) 8(2.7) 13(2.2)
medication intake

Forbidden non-ARV Therapy 8(2.7) 4(1.4) 12 (2.0)
Disaliowed drug in the treatment period 8$(2.7) 4(1.4) 12 (2.0)

Selection Criteria not met 10 (3.4) 1(0.3) 11(1.9)
Selection criteria not met 10 (3.4) 1 (0.3) 11 (1.9)

Treatment Deviation of Underlying ART 5(17) 3(1L0) 8(1.4)
Deviation of underlying ARV intake 4 (1.4) 1 (0.3) 5(0.8)
Disallowed underlying ARV intake 1(0.3) 2(0.7) 3(0.5)

N = number of subjects, n = number of subjects with observations

Source: Tabte U1 of the TMC125-C216 Clinical Report.
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" Demographic Parameters =

o : “Trial TMC125-C206 _ AR
Demographic Parameters | - Placebo <. TMCI125 . Al Subjects.
Specification N} N =308 ' N =304 N=612 -
Gender, n (%) ] - ,
Female 44(143) - 41(13.5) 85(13.9)
Male - 264 (85.7) - 263 (86.5) 527 (86.1)
Age”, years 45.0 ‘ 45.0 45.0
Median (range) (18-72) (18-67) (18-72)
Height', cm - 173.0 175.0 174.0 !
Median (range) ! (146-196) ' (140-203) (140-203)
Weight', kg 70.0 71.0 70.6
Median (range) (34-123) (36-131) (34-131)
BML, kg/m2 23.0 - 23.1 23.1
Median (range) (13-40) (15-40) (13-40)
Ethnic Origin’, ‘

n (%) . :
Caucasian 189 (64.7) 187 (64.7) 376 (64.7)
Hispanic 42 (14.4) 41 (14.2) 83 (14.3)
Black 35(i2.0) 39 (13.5) 74 (12.7)
Other 23(7.9) 20 (6.9) 43 (7.4)
Asian 3(1.0) 2 (0.7) 5(0.9)

N= number of subjects, n = number of subjects with observations

* Age is calculated at Baseline (start intake investigational medication). _ ,
b Height, weight and BMI are imputed with screening data if missing at Baseline. : \‘
©In total, 31 subjects are not included in the denominator for race percentages due to local regulatxons in d
some countries prohibiting collection of racial information and are not in this table.

Source: Table 12 of the TMC125-C206 Clinical Report.

In the DUET-1 study 14% of the subjects were female, the median age was 45 years old, 65% of
the subjects were Caucasian, 14% of the subjects were Hispanic, 13% were black, 1% were
Asian and 7% were other races.

APPEARS THIS WAY
ON ORIGINAL
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- Demogripﬁic Parameters

. N Trial TMC125-C216 ¢ . :.: - R
Demographic Parameters " Placebo “TMC125 "All Subjects - v
Specification : N =296 "N=295 N=591 -
Gender, n (%) T

_ Female 25(8.4) 19 (6.4) 44 (7.4)
Male 271 (91.6) 276 (93.6) 547 (92.6)
Age’, years 45.0 46.0 46.0
Median (range) (20-69) (31-77) (20-77)
Heigh?, cm 176.0 177.0 176.5

Median (range) (140-195) (154-196) (140-196)
Weight', kg 72.0 74.0 72.5
Median (range) (45-137) (41-115) (41-137)
BMP, kg/m2 22.9 234, 23.2
Median (range) (15-47) (14-34) (14-47)
Ethnic Origin®,

n (%)

Caucasian 187 (75.7) 186 (76.5) 373 (76.1)
Black 35(14.2) 31(12.8) 66(13.5)
Hispanic 24 (9.7) 19(7.8) - 43 (8.8)
Asian 0 520 5(0.8)
Other 1(0.4) 2(0.8) 3 (0.6)

N = number of subjects, n = number of subjects with observations
# Age is calculated at Baseline (start intake investigational medication).

® Height, weight and BMI are imputed with screening data if missing at Baseline.

®Intotal, 31 subjects are not included in the denominator for race percentages.due to local regulations in

some countries prohibiting collection of racial information and are not in this table.

Source: Table 12 of the TMC125-C216 Clinical Report.

In the DUET-2 study 7% of the subjects were female, the median age was 46 years old, 76% of
the subjects were Caucasian, 9% of the subjects were Hispanic, 13% were black, and 1% were

Asian and other races.

Demographic characteristics appeare

studies.

APPEARS THIS WAY

ON ORIGINAL

d to be very balanced across treatment groups in both




Baselme Dlsease Characterlstlcs

Baseline Disease Parameters

Trlal TMC125-C206
s TMC125

““Placebo

Al Subjects - .

Specification . N=308 N=304 N=612-.
Viral Load, copies/mL ' ‘ - '
Median 77000.0 67850.0 75200.0
(range) (479-1,740,000) (227:3,030,000)

Logl0 Viral Load, copies/mL

(227-3,030,000)

Median 49 4.8 4.9
(range) _ 2-7 - (3-6) -7
CD4 Cell Count, 10° cells/L Median
109.0 99.0 106.0
(range) (1-694) (1-789) (1-789)
CD4 Cell Count, %
Median 7.5 8.2 8.1
" (range) (0-40) (0-37) {0-40)
. Duration of Known HIV Infection at
Screening, years

Median 133 134 133
(range) (5-26) (4-25) (4-26)
Clinical Stage of HIV Infectwn ,

n (%) . .
CDC Category A 59 (19.2) 69 (22.7) 128 (20.9)
CDC Category B 54 (17.5) 51(16.8) 105 (17.2)
CDC Category C 195 (63.3) 184 (60.5) 379(61.9)

N = number of subjects, n = number of observations
Note: Baseline values were imputed with screening values if no data at Baseline were available.

*1993 revised classification system for HIV infection and expanded surveillance case definition for AIDS
among adolescents and adults. MMWR Recomm Rep. 1992 Dec 18; 41(RR-17) 1-19.
Source: Table 13 of the TMC125-C206 Clinical Report.

The subjects in the two DUET trials had advanced HIV disease, as was apparerit from the high
baseline viral loads, low CD4 cell counts and the long duration of HIV infection.
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- " -Baseline Disedse Characteristics’ * EIRE

Trial TMC125-C216 .

- Baseline Disease Parameters Placebo -7 TMC125 -* All Subjects
Specification - - N=296 N=295 _N=591
Viral Load, copies/mL’ .

Median 61450.0 - 65300.0 64500.0 .
(range) (177-2,110,000) (977-7,030,000) (177-7,030,000)
Log10 Viral Load, copies/mL '
Median 4.8 4.8 438
(range) (2-6) 3-n @7
CD4 Cell Count, 10° cells/L Median

108.0 100.0 105.0
(range) (0-912) (1-708) (0-912)
CD4 Cell Count, %
Median : 86 - 78 83 .
(range) v (0-35) (0-35) (0-35)
Duration of Known HIV Infection at
Screening, years
Median 15.1 14.5 14.9
(range) o (5-26) (3-25) (3-26)
Clinical Stage of HIV Infection®, n :
(%)
CDC Category A -71(24:0) 57 (19.3) 128 (21.7)
CDC Category B 63 (21.3) - 76 (25.8) 139 (23.5)
CDC Category C 162 (54.7) 162 (54.9) 324 (54.8)

N = number of subjects, n = number of observations
Note: Baseline values were imputed with screening values if no data at Baseline were available.

* 1993 revised classification system for HIV infection and expanded surveillance case definition for AIDS
among adolescents and adults. MMWR Recomm Rep. 1992 Dec 18;41(RR-17):1-19.
Source: Table 13 of the TMC125-C216 Clinical Report.

. APPEARS THIS way
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Speclfic Indlwdual Prevmusly Used ARVs (up to Baselme)

Trial TMC125-C206. S

ARVs Prekusly Used‘ Individual ARV Placebo - TMC125 .All Subjects -

n (%) N =308 N =304 N=612 @ .

NNRTIs ' 288 (93.5) 283 (93.1) 571(93.3)
EFV 227 (73.7) 220 (72.4) 447(73.0)
NVP - 180 (58.4) 173 (56.9) 353 (57.7)
DLV 40 (13.0) 25(8.2) 65 (10.6)
Other 1(0.3) 3 (1.0) 4.(0.7)

DRV 16 (5.2) 16 (5.3) 32(52)

ENF 105 (34.1) 93 (30.6) 198 (32.4)

N = number of subjects, n = number of subjects with observations

* Specific individual ARVs up to Baseline were included.
Source: Table 16 of the TMC125-C206 Clinical Report. -

In both DUET frials, the most frequently used ARV prior to the treatment period was EFV,
which was used by approximately 70% of the subjects in each treatment group followed by NVP
which was used by 60% of the subjects in each treatment arm and ENF which was used by 32%
of the DUET-1 trial and 49% of the subjects in the DUET-2 trial. Other ARVs that were
previously used by a much smaller proportion of subjects included DLV (8-19% use, depending

on study and treatment group) and DRV (3-5% use)

Specific Individual Previously Used ARVs (up to Baseline)
Trial TMC125-C216

Z"\
ARVs Previously Used® Individual ARV, Placebo TMC125 All Subjects ’ \1
n (%) N =296 N =295 N =591
NNRTIs 268 (90.5) 267 (90.5) 535 (90.5)
EFV 211 (71.3) 201 (68.1) 412 (69.7)
NVP 174 (58.8) 169 (57.3) 343 (58.0)
DLV 37 (12.5) 57 (19.3) 94 (15.9)
Other 2(0.7) 2(0.7) 4(0.7)
DRV 14 (4.7) 9(3.1) 23 (3.9)
ENF 148 (50.0) 144 (48.8) 292 (49.4)

N = number of subjects, n = number of subjects with observations

* Specific individual ARVs up to Baseline were included.
Source: Table 16 of the TMC125-C216 Clinical Report.

)
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ARVs Durmg the Screening Period (Other than NRTIs)

Trlal TMC125-C206

ARVs During Screening Period “Plicebo TMCI25 ‘ AlFSlibjecfs v
Number of ARV, n (%) - N =308 N =304 . N=612 "
NNRTIs 42 (13.6) 42(13.8) - 84 (13.7).
EFV 34 (11.0) 28 (9.2) 62.(10.1).
NVP 8(2:6) 12(3.9) 20 (3.3)
DLV 1(0.3) 2(0.7) 3 (0.5)
Boosted Pls 268 (87.0) 267 (87.8) 535(87.4)
DRV 12 (3.9). 13 (4.3) . 25(@4.1)
Unboosted Pls 17 (5.5) 21(6.9) . 38(6.2)
Fusion Inhibitor 62 (20.1) 54(17.8) 116 (19.0)
ENF 62 (20.1) 54 (17.8) 116 (19.0)
Experimental ARVs" 2(0.6) 0 .2(0.3) ..

N = number of subjects, n = number of subjects with observations

Low-dose ritonavir (< 800 mg/day) was not counted as a PI; and LPV/rtv as 1 PL
* Experimental ARVs: CCRS and other entry inhibitors and integrase inhibitor
Source: Table 17 of the TMC125-C206 Clinical Report.

At screening subjects were required to be on a stable ART for at least 8 weeks and were to stay

on this ART up to baseline.

14% of the DUET~1 subjects in each treatment group and 9% of the DUET-=2 subjects in each
treatment group were taking NNRTIs (mostly EFV). In both DUET trials, 87% of the subjects
were taking boosted Pls, 6% of the subjects were taking unboosted Pls, 20% were taking fusmn
inhibitors (ENF), and <1% were taking experimental ARV drugs.

ARYVs During the Screening Period (Other than NRTIs)
Trial TMC125-C216

ARVs During Screening Period Placebo TMC125 All Subjects
Number of ARVs, n (%) N =296 . N=295 N =591
NNRTIs 28 (9.5) 28 (9.5) 56 (9.5)
EFV 18 (6.1) 16 (5.4) 34(5.8)
NVP 8(2.7) 7(2.4) 15 (2.5)
DLV 2(0.7) 5(1.7) 7(1.2)
Boosted PIs < 263 (88.9) 254 (86.1) 517 (87.5)
DRV 13 (4.4) 2(0.7) 15(2.5)
Unboosted Pls 13 (4.4) 23(7.8) 36 (6.1)
Fusion [nhibitor 63 (21.3) 57(19.3) 120 (20.3)
ENF 63 (21.3) 57 (19.3) 120 (20.3)
Experimental ARVs" 1(0.3) 2(0.7) 3(0.5)

N = number of subjects, n = number of subjects with observations
Low-dose ritonavir (< 800 mg/day) was not counted as a PI; and LLPV/rtv as 1 PL.
* Experimental ARVs: CCRS and other entry inhibitors and integrase inhibitor

Source: Table 17 of the TMC125-C216 Clinical Report.



" '3.1.5 "Statistical Methodologies

The primary efficacy méasure in this sfudy was:

.» The proportion of subjects with v1rologlc response based on plasma HIV-1 RNA levels -
< 50 copies/mL at Week. 24.- A responder at 24 weeks was defined as a subject who, -
had achieved confirmed plasma HIV-1 RNA < 50 copies/mL and had not yet lost the
virologicial response by Week 24 as defined by the TLOVR algorithm, a composite
endpoint of safety and virologic activity.

The primary population for analyses of clinical efficacy data was the Intent-to-Treat (ITT)
Population and included all subjects who were randomized and exposed to at least one dose
of any study medication.

Since the population with major protocol deviations was less than 10% in each DUET trial,
no on-protocol analyses for efficacy and/or pharmacokinetics were performed. (The
applicant said they had pre-specified this in the protocol).

The applicant anticipated in their sample size assumptions of the trial that there would be a

significant statistical interaction effect between ENF use and the TMC125 treatment effect

relative to placebo. In the presence of such an interaction, CMH tests for comparisons of

TMCI125 with placebo were to be run separately in each of the two ENF strata controlling

for previoususe of DRV (yes, no) and plasma viral load (<30000, >30000 HIV-1 RNA T
copies). : )

To determine the sample size, trial simulations were performed based on the results of the
TMC114 Phase IIb trials; and different assumptions of use of ENF in the OBR ranging
from 20% to 80%. The following assumptions were made in all simulations:

¢ The expected response at Week 24 in the placebo group was 60% when ENF was used
as a new drug; 35% when ENF was not used as a new drug. These were the results
obtained in the combined TMC114 b.i.d. treatment groups at Week 24 in the combined
efficacy analysis of the Phase IIb trials.

¢ The expected response at Week 24 in active TMC125 group was 60% when ENF was
used as a new drug; 55% when ENF was not used. ,

¢ The significant level was 5% (two-sided).

The power to detect a statistically significant difference between TMC125 and placebo
based on 1000 simulations with different sample size was presented in the following table.

Three hundreds subjects per treatment group were to be randomized in each DUET trial.
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" Table 1 Power Simulation

Expected used of ENF Number of subjects/group Power
20% ‘ 200 / 300/ 400 - 794% 1 99%199%
30% 200/300/400 ° 91% / 98% /99%
40% 200/ 300/ 400 - 85%1/95% /99%
50% A 200/ 300/ 400 80% /93%/98%
60% 200 / 300/ 400 66% / 84% / 94%
70% 200 /300/ 400 54% 1 72% / 85%
80% ' 200/ 300/ 400 39% /55% / 68%

To evaluate the robustness of the efficacy results of the two Phase III trials in the treatment-
experienced patients, the applicant used different approaches to impute missing data
including Observed Cases consisting of patients with observations at a given visit,
imputation of noncompleters as failures, and imputing missing data as failures. The
statistical reviewer used a snapshot approach instead of the TLOVR algorithm and different
rules of counting non-responders who discontinued early as virologic failures.

The applicant plotted the proportion of subjects with confirmed viral load < 50 and <400
copies/mL at all time points up to Week 24, in the overall population and by the ENF strata
according to the TLOVR algorithm. Plasma viral load below the detection fimit (< 50
copies/mL) was 1mputed with 49.

The applicant also used Kaplan-Meier plots to graphically compare the time to reach
confirmed virologic response in TMC125 vs. placebo treatment groups. Proportional
hazards models were used by the applicant to statistically test for differences between the
time to confirmed virologic response in the two treatment groups. Treatment, baseline log
viral load, use of ENF and the interaction between treatment and ENF use were used in
these analyses.

The applicant also compared TMC125 with placebo for change from baseline with respect
to logyo plasma viral loads and CD4 cell counts. Subjects who discontinued early or who
had ENF introduced in their OBR after Week 12, had their viral load values after
discontinuation/change imputed with their baseline value, thus resulting in a 0 change from
baseline (NC=F). To test the robustness of this imputation method, additional analyses
were performed for the subsets of subjects who reached at least 24 weeks of treatment
(observed data) or by using different imputation methods (e.g., M=F).

The statistical reviewer used a cross-sectional Week 24 “snapshot’ approach for the primary
analysis and compared his results with the applicant’s TLOVR results. Using the snapshot
approach, the statistical reviewer also performed sensitivity analyses that made different
assumptions about whether certain discontinuations should be counted as virologic failures.
The statistical reviewer also compared TMCI125 to placebo using ordinal categories of viral
load responses and analyzed LDL cholesterol data.




3.1.6 Applicant’s Primary Efficacy Results . -

TLOVR Classification at Week 24

Trial TMC125-C206 _
Virologic Response Data (TLOVR) Placebo TMC125
Specification, n (%) N=308 - N =304
Viral Load < 50 copies/mL 119 (38.6) 170 (55.9)
Non-Response Reason: - :
Virologic failure: - » 168 (54.5) 110 (36.2)
- Rebound (Loss.of Response) ' 12(3.9) 14 (4.6)
Viral load <400 copies/mL at Week 24 8 (2.6) 11.(3.6)
Viral load >= 400 copies/mL at Week 24 3(10) 3(1.0)
Discontinued due to VF before Week 24 ' 1(0.3) B R
- Never suppressed (Not Responding) 156 (50.6) - 96 (31.6)
. Viral load < 400 copies/mL at Week 24 31 (10.1) 44 (14.5)
Viral load >= 400 copies/mL at Week 24 124 (40.3) 51(16.8)
Discontinued due to VF before Week 24 1.(0.3) 1(0.3)
Death 6(1.9) - 4(13)
Discontinuation due to AE ‘ 723) 13 (4.3)
Discontinuation due to other reasons 8 (2.6) . 71@2.3)

N = number of subjects, n = number of observations, VF = virologic failure
Note: Thé categories are mutually exclusive; no subject can be counted more than once.
Source: Table 32 of the TMC125-C206 Clinical Report.

TLOVR Classification at Week 24
Trial TMC125-C216

Virologic Response Data (TLOVR) Placebo TMCI125
Specification, n (%) N=296 N=295
Viral Load < 50 copies/mL 129 (43.6) 183 (62.0)
Non-Response Reason:
Virologic failure: ' ’ 153 (51.7) 86 (29.2)
- Rebound (Loss of Response} 9 (3.0) 7:(2.4)
Viral load < 400 copies/mL at Week 24 4(1.4) . 7(2.4)
Viral.load>= 400 copies/mL at Week 24 5(1.7) 0
Discontinued due to VF before Week 24 0 0
- Never suppressed (Not Responding) : 144 (48.6) 79 (26.8)
Viral load < 400 copies/mL at Week 24 26 (8.8) 31 (10.3)
Viral load >= 400 copies/mL at Week 24 113 (38.2) 47 (15.9)
Discontinued due to VF before Week 24 5(L.7) 1(0.3)
Death 4(1.4) 4(1.4)
Discontinuation due to AE 4 (1.4) 17 (5.8)
Discontinuation due to other reasons 6 (2.0) 5(1.7)

N = number of subjects, n = number of observations, VF = virologic failure
Note: The categories are mutually exclusive; no subject can be counted more than once.
Source: Table 32 of the TMC123-C216 Clinical Report.
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o dlscontmuatron of treatment are summarized above using the TLQVR algorlthm for studles ¥

S The applrcant’s drstrrbutron of vrrologlc responses and fallures along with reasons for

C206 arid C216. In the primary analysis, patients who drscontmued for any reason were
considered to be non-responders : . '

Approximately sixty percent (60%) of the TMC125 subjects compared to only about 40%
of the placebo subjects had viral loads <50 copies/mL with slightly higher response rates
observed in the study TMC125-C216. A little more than 50% of the placebo subjects were
virologic failures at Week 24 compared to approximately 30% of the TMC125 subjects.
Approximately 5% of the TMC125 subjects discontinued due to AEs compared to
approximately 2% of the placebo subjects. Approxrmately 2% of the patients in each
treatment arm discontinued due to other reasons.

The applicant performed the subgroup analys'es" for the primary efficacy endpoint with
respect to Enfuvirtide (ENF) use (de novo, not used, re-used) as shown in Figure 14 of the
Clinical Study Report. Since the percentage of patients with an SVR appeared similar in
the subjects who had not used ENF and those who re-used it, these two categories were
combined for treatment comparisons.

APPEARS THIS WAY
ON ORIGINAL



'Virologic Responsé (Viral Load < 50 copies/mL TLOVR) at Week 24 by ENF Use (3 Catego

Trial TMC125-C206

pEnovo RSN B a0 (55.7%)

NOT UseD

RE-USED

0 10 20 30 40 ' 50 60

Responders (%)

Placebo I TMC125

Source: Figure 14 of the TMC125-C206 Clinical Report.

Trial TMC125-C216

DE NOVO S5/81 (67.9%)

58/79 (73.4%)

NOT USED
861143 (60.1%)

RE-USED
39/73 (53.4%)

Illllllllllll|

0 10 20 .'30 40 50 60 70 80

Responders (%)

Placebo

Source: Figure 14 of the TMC125-C216 Clinical cho}t.
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Vlrologlc Response Rate’ (V jral Load'< 50 coples/mL TLOVR) at Week 24
Primary Statistical Analysis for Trial TMC125-C206 © * °

De novo ENF Not de nove ENF
- Placebo - TMCI125 Placebo TMC125
Primary Statistical Analysis N=79 N=174 N=229 N=230
Response rate, n (%) - 44 (55.7) 44 (59.5) | 75(32.8) 126 (54.8)
P value vs. placebo” 0.7935 <0.0001

* p-value for comparisons with placebo (Hochberg adjusted p—value)

p-value for Breslow-Day test of treatment by ENF interaction was 0.046

Sourcé: Table 33 of the TMC125-C206 Clinical Report.

Virologic Response Rate (Viral Load < 50 copies/mL. TLOVR) at Week 24:
Primary Statistical Analysis for Trial TMC125-C216

De novo ENF -Not de novo ENF
Placebo TMC125 Placebo TMC125
Primary Statistical Analysis N=81 N=179 N=215 N=216
Response rate, n (%) 55 (67.9) 58 (73.4) 74 (34.4) 125 (57.9)
P-value vs. placebo® 0.3838 ' <0.0001

# p-value for compariéons with placebo (Hochberg adjusted p-value)
p-value for Breslow-Day test of treatment by ENF interaction was 0.082
Source: Table 33 of the TMC125-C216 Clinical Report.

CMH tests for comparisons of TMC1235 with placebo were run separately in each of the two ENF strata
controlling for previous use of DRV (yes, no) and plasma viral load (<30000, >30000 HIV-1 RNA copies).

The sponsor anticipated in the sample size assumptions of the trial that there would be a
significant statistical interaction effect between ENF use and treatment effects. As shown
in Table 33 of the Clinical Study Report, there was no statistically significant benefit of
adding TMC125 to the treatment regimen of de novo ENF subjects. However TMC125
was clearly superior compared to placebo in subjects who did not use ENF as a de novo
drug (p<0.0001 in both studies). Therefore the applicant divided the primary statistical
analysis into de novo ENF users and non de novo ENF users. -



Vu'al Load < 50 Coples/mL (TLOVR) Prlmary Statlstlcal Analysns - . |

Pooled DUET Trlals
Pooled DUET Trials —
de novo ENF Not de novo ENF
Placebo TMC125 “Placebo TMC125
N=160 N=153 N =444 N =446
Observed response rates Y 61.9% 66.7% 33.6% 56.3%
p-value vs. placebo’ Hochberg 0.427 <0.0001 '

adjusted p-value*

*CMH test controlling for baseline viral load and previous DRV use
Source: Module 2.7.3 Summary of Clinical Efficacy, Table 43

Results from the pooled analysis were similar to results for each individual study, with no
statistically significant difference between TMC125 and placebo subjects in the de novo

ENF subgroup and a highly significant difference in favor of TMC125 compared to
placebo in rion de novo ENF subjects.

APPEARS THIS WAY
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3.17 Appﬁcaﬁt’s Assessment of RObllS.tl}‘l‘eéSuof A_P-rinia"ry Efficacy Analysis. & .

-

Virologic Response Rate (Viral Load < 50 copies/mL TLOVR)rai Week 24:

Sensitivity Analysis for the Imputation Methods

Trial TMC125-C206

. De novo ENF Not de nove ENF
Sensitivity Analysis Placebo TMCI125 Placebo - TMCI125
Imputation Method | N | n (%) N ' n (%) N I ' n(%) ‘N n (%)
Observed ' 75 45 (60.0) 69 47 (68.1) | 208 | 76(36.5) 208 129 (62.0)
NC=F 79 45 (57.0) 74 47(63.5) | 229 | 76(33.2) 230° 130 (56.5)
M=F 79 45(57.0) | 74 47(63.5) | 229 | 76(33.2) 230° 129 (56.1)
TLOVR 79 44 (55.7) 74 44 (59.5) | 229 | 75(32.8) | 230 126 (54.8)

N = number of subjects, n = number of observations
Source: Table 36 of the TMC125-C206 Clinical Report.

The sponsor performed the sensitivity analyses separately for de novo ENF and not de novo
ENF subjects. The primary analysis using the TLOVR algorithm is shown in the last row

of the two tables of sensitivity analyses using different imputation schemes.

The Observed Cases Imputation Method was the most liberal imputation method both in
terms of giving the highest estimates of the percentage of patients with a SVR and in terms

of the magnitude of treatment effects in favor of TMC125 compared to placebo.

Conversely, the TLOVR was the most conservative imputation method. However all of the
approaches estimated larger treatment differences in favor of TMC125 compared to

placebo for subjects who were not using de novo ENF.

Virologic Response Rate (Viral Load < 50 copies/mL TLOVR) at Week 24:

Sensitivity Analysis for the Imputation Methods

Trial TMC125-C216

"De novo ENF Not de novo ENF
Seasitivity Analysis | Placebo TMC125 Placebo TMCI125
Imputation Method | N n (%) N n (%) N n (%) N | n (%)
Observed 78 53(67.9)- | 74 58 (78.4) 198 69 (34.8) | 194 124 (63.9)
NC=F 81 53 (65.4) 79 58 (73.4) 215 69 (32.1) | 216 124 (57.4)
M=F 81 53 (65.4) 79 58 (73.4) 215 69 (32.1) | 216 124 (37.4)
TLOVR 81 55(67.9) 79 58 (73.4) 215 74 (34.4) | 216 125 (57.9)

N = number of subjects, n = number of observations
Source: Table 36 of the TMC125-C216 Clinical Report.




3.1.8 Applicant’s Secondary Effic,acy. ReSﬁlté. .‘ i |
 Statistical Analysis of the Virologic Response (TLOVR) at Week 24:
Pooled DUET Data’ '

Pooled DUET Trials

Grouping, de novo EN F Not de nove. ENF

Specification, % Placcbo | TMCI25 Placebo TMCI23
N =160 N =153 _ N=44d | N=446

Viral load < 400 copies/mL

Observed response rate 756 ] 86.9 44.1 [ 706
p-value vs placebo* ‘ _ 0.047 <0.0001
p-value vs placebo** 0.035 <0.0001

Overall p-value vs placebo** : <0.0001

Viral lead > 1 log drop from baseline

Observed response rate ' 84.4 [ 88.2 49.1 76.9
p-value vs placebo* 0.402 <0.0001
p-value vs placebo** 0.316 < 0.0001

Overall p-value vs placebo** < 0.0001

*p-value from CMH test controlling for previous DRV use and baseline viral load
**p-value from logistic regression model with covariates baseline viral load and factors ENF and treatment and
nteraction term ENF*treatment

Source: Module 2.7.3 Summary of Clinical Efficacy, Table 46

Similar trends that were apparent for the primary efficacy analysis were also apparent for
the percentage of subjects with viral loads <400 copies/mL and the percentage of subjects
~ with more than a 1 log drop from baseline.

Although p-values for treatment differences between the percentage of TMCI125 and
placebo subjects with viral load < 400 copies/mL were slightly under 0.05, these results
were not statistically significant since this is a pooled analysis using data from the two
DUET trials. The significance level for two pooled studies should be approximately 0.001
instead of 0.05.
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Proportion of Virologic Responders (< 50 Copies/mL; TLOVR Imputed),

Overall in the DUET-1 and DUET-2 Trials
Source: Module 2.7.3 Summary of Clinical Efficacy, Figure 26

The proportion of virologic responders with HIV RNA viral loads < 50 copies/mL were
plotted against time in Figure 26 of the Summary of Clinical Efficacy. Compared to
placebo, there were a higher percentage of TMC125 subjects who were virologic
responders (<50 copies/mL, TLOVR imputed) at later time points.
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De novo ENF use
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For De Nove ENF Subjects in the DUET-1 and DUET-2 Trials
Source: Module 2.7.3 Summary of Clinical Efficacy, Figure 26

Compared to placebo, there were a similar percentage of TMC125 subjects who were
virologic responders (<50 copies/mL, TLOVR imputed) in de novo ENF subjects.




. Not denam ENF use
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For Non De Novo ENF Subjects in the DUET-1 and DUET-2 Trials
Source: Module 2.7.3 Summary of Clinical Efficacy, Figure 26

Compared to placebo, there were a higher percentage of TMC125 subjects who were
virologic responders (<50 copies/mL, TLOVR imputed) in non de novo ENF subjects.
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Source: Module 2.7.3 Summary of Clinical Efficacy, Figure 29

Similar trerids were observed usitig Kaplan Meier Curves for the time to confirmed
virologic response (< 50 copies/mL using the TLOVR algorithm). Using proportional
hazards regressions to compare the time to confirmed virologic response in TMC125 and
placebo subjects, the overall p-value for the effect of TMC125 vs. placebo was <0.0001.

Similar results were obtained for proportional hazards analyses of time to confirmed
virologic response of <400 copies/mL.
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Kaplan Meier Curves for the Time to Confirmed Vireologic Response (< 50 copies/mL, TLOVR),
for De Novo ENF Subjects in the DUET-1 and DUET-2 Trials
Source: Module 2.7.3 Summary of Clinical Efficacy, Figure 29

When the proportional hazards model - was fitted separately per ENF use stratum (excluding
ENF use and its interaction with treatment as covariates), there was no statistically
significant difference between TMC125 and placebo for the de novo ENF group (p=0.375).
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Kaplan Meier Curves for the Time to Confirmed Virologic Response (< 50 copies/mL, TLOVR),
for Non De Novo ENF subjects in the DUET-1 and DUET-2 Trials
Source: Module 2.7.3 Summary of Clinical Efficacy, Figure 29

There was a statistically significant effect of TMC125 vs. placebo in the non de novo ENF

group (p<0.0001).
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: Change from Baselme in Loglo Plasma Vlral Load at Week 24 in the o
. DUET-1 and DUET-2 Trials i . - S LS

Teley

Pooled DUET Tnals

p-value < 0.0001 vs placebo - ) '
Missing data imputed by LOCF up until the time point that the subject is calculated to have reached in the trial at the
cut-off date, and time points after dropout imputed by 0 in NC = F analysis up to the time point that the subject
would have been in the trial at the cut-off date.

Source: Module 2.7.3 Summary of Clinical Efficacy, Table 47

Ny Mean (SE) DUET-l I o .

- e - Placebo TMCi25 Placebs .| TMC125 Placebo | TMCII5
Over.all y ] 'N=308. N=304 N=296 | .. N=295 N=604 -N=599
{Baseline logm viral load 4.90(0.04) | 4.87(0.04) 475 (0:04) .| 4.81(0.03) | 4.83(0.03) | 4.84(0.03)

Change in log;, viral load i : P
from baseline at Week 24 -1.70 (0.08) | -2.41 (0.07)° | -1.68 (0.08) | -2.34 (0.08)*| -1.69 (0.06) | -2.37(0.05)

de novo ENF N=79 N=74 N=81 N=79 N=160 N=153
'|Baseline log;o viral load 4.96(0.07) | 4.92(0.07) | 4.77 (0.06) | 4.83(0.06) | 4.86(0.05) | 4.87 (0.05) -
Change in log, viral load :
from baseline at Week 24 -2.47(0.14) | -2.73 (0.13) | -2.49 (0.13) | -2.72(0.13) | -2.48 (0.10) | -2.72 (0.09)
| Not de novo ENF N=229 N=230 N=215 N=21¢6 N=44 N =446
Baseline logyo viral load | 4.88(0.04) | 4.86(0.04) | 4.74(0.05) | 4.81(0.04) | 4.81(0.03) | 4.83(0.03)
Change in logy, viral load 4 , a < a
from baseline st Weck 24 -1.44(0.10) |-2.30 (0.09)"| -1.37(0.09) | -2.20 (0.09)"| -1.41(0.07) | -225 (0.06)"

- Decrease from baseline at Week 24 in logio plasma viral load was higher in the TMC125
subjects than in placebo subjects. The use of de novo ENF increased the magnitude of the
decrease from baseline in log; plasma viral load in placebo subjects, so the treatment
group differences were not as impressive in the de novo ENF subgroup:

PPEARS THIS WAY
ON ORIGINAL




'Change from Baselme in CD4 Cell Count (x 10 /L Imputed [NC F])
Overall and by ENF Strata in th¢ DUET-1 and DUET-2 Trials =~

Pooled DUET Trials

. DUET-1 . DUET-2
Meait (SE) . Placebo | TMCI125 | Placebo | TMCIZ5 Placebo |- TMC125
Overall N=307 N=303 N=29¢6 N=295 | N=603 N =598
" 138.55 153.69 " 156.72 136.24 147.47 145.08
Baseline g : ;
(1.65) (9.03) (9.04) (1.85) (5.91) (6.00)
o . 66.4 91.5 67.2 79.5 66.8 . 85.6
Change from baseline at Week 24 (5.25) (5.44) (4.70) (4.86) (3.53) G. 6 6)
de nove ENF N=178 N=74 - N=81 N=79 N=159 N¥153
Baseline 123.24 164.08 180.72 15291 - 152.52 158.31
(1307) | (768) | (17.23) | (1394 | (1108 | (L19
. 86.7 126.8 950 97.1 90.9 1115
Change frombascline at Week 24 | (959) | (1082) | (1030) | (9.03) (1.03) (1.09)
Not de nove ENF N=229 N=229 N=215 | N=216 N=444 N =445
Baseliué ' 143.77 150.34 147.67 130.14 145.66 140.53
(9.23) (10.50) | (10.58) (9.41) (6.99) (7.08)
. 304 80.1 56.8 73.1 581 76.7
Change from baseline at Week 24 (6.18) 6.11) (5.01) (5.71) (4.00) (4.19)

Missing data imputed by LOCF up until the time point that the subject was calculated to have reached in the trial at
the cut-off date, and time points after dropout imputed by 0 n NC=F analy51s up to the time pomt that the subject
would have been in the trial at the cut-off date. v

Source: Module 2.7.3 Summary of Clinical Efﬁcacy, Table 48

Increase from baseline at Week 24 in CD4 cell counts was higher in the TMC125 Subjects

than in placebo subjects.

The use of de novo ENF increased the magnitude of the increase

from baseline in CD4 cell counts in both treatment groups. In the de novo ENF subjects in
the DUET-2 study, the increase in CD4 cell counts from baseline was almost the same in

placebo and TMC125 treatment groups.

APPEARS THIS WAY

ON ORIGINAL

48




- .3.19 Rewewer’sEfficacy Aﬁ;\lysés_

Snapshot Classification at Week 24
) Trial TMC125-C206.
All patients who discontinued before Week 24 except deaths were
counted as discontinuations

Virologic Response Data

Placebo TMC125
Specification, n (%) N=308 N =304
Viral Load < 50 copies/mL 121 (39.3) 176 (57.9)
Non-Response Reason: 4
Virologic failures at Week 24 165 (53.6) 103 (33.9)
Death’ 8 (2.6) 5 (1.6)
Discontinued due to VF before Week 24 0 1 (0.3)
Discontinuation due to AE 7 (2.3) 12 3.9)
Discontinuation due to other reasons 7 (2.3) 7 (2.3)

N = number of subjects, n = number of observations, VF = virologic failure

' All deaths except placebo subject 206-0193

Note: The categories are mutually exclusive; no subject can be counted more than once.
Source: Statistical Reviewer’s Analysis :

Snapshot Classification at Week 24
Trial TMC125-C216
All patients who discontinued before Week 24 except deaths were
counted as discontinuations

Virologic Response Data Placebo TMC125
Specification, n (%) N =296 N =295
Viral Load < 50 copies/mL 122 (41.2) 182 (61.7)
Non-Response Reason: » ‘
Yi}'ologic failures at Week 24 153 (51.7) 87 (29.5)
Death' . 7(2.5) 4(1.4)
Discontinued due to VF before Week 24 4(1.4) 1(0.3)
Discoutinuation due to AE 4(14) 16 (5.4)
Discontinuation due to other reasons 6 (2.0) 5(L.7)

N = number of subjects, n = number of observations. VF = virologic failure

' Al deaths

Note: The categories are mutually exclusive; no subject can be counted more than once.

Source: Statistical Reviewer’s Analysis
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