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NAME OF SPONSOR/COMPANY: INDIVIDUAL STUDY TABLE (FOR NATIONAL
. REFERRING TO PART OF AUTHORITY USE ONLY)
Johnson & Johnson Pharmaceutical THE DOSSIER
Research & Development, L.L.C. -
NAME OF FINISHED PRODUCT: Volume:
TOPAMAX® (topiramate)
NAME OF ACTIVE INGREDIENT(S): Page:
2,3:4,5-Di-O-isopropylidene-$-D-
fructopyranose sulfamate

Protocol No. And Title of Study: A Randomized, Double-Blind, Multicenter, Placebo-Controlled, 21-Day Study
of the Safety and Efficacy of Topiramate for the Treatment of Acute Manic or Mixed Episodes in Subjects With
Bipolar I Disorder With an Optional Open-Label Extension — (Protocol TOPMAT-PDMD-006)

Study Center(s): 11 study centers - (all in the United States)

Publication (Reference): None

Study I nitiation/Completion D ates: 08 Dece mber 2000 t 0 03 Ma y 2002 | Phase of development: 3
(Double-Blind Phase) and 30 September 2002 (Open-Label Phase)

Objectives: To determine the safety and efficacy of topiramate versus placebo in the treatment of acute manic or
mixed episodes in subjects with Bipolar I Disorder as defined by DSM-IV™ criteria.

Methodology: T his was a r andomized, do uble-blind, pl acebo-controlled, p arallel-group, m ulticenter Phase 3

study tha t e valuated topir amate ( 400 m g/day) a nd pla cebo in subjects >16 y ears of age who pr esented f or
hospitalization with an acute manic or mixed episode of Bipolar I Disorder by DSM-IV criteria. The trial consisted
of 3 p hases: a s creening p hase ( of v ariable dur ation, de pending u pon t he w ashout r equired f or pr evious
psychotropic medications), a double-blind tre atment phase (21 days, subdivided into titration and s tabilization)
followed by a double-blind taper phase for subjects not entering open-label treatment (Days 22 t 0 35), and an
optional open-label e xtension phase. U pon e nrollment in the double-blind phase, each su bject received st udy
medication (topiramate target dose of 400 mg/day or placebo) twice daily in a blinded fashion for up to 21 days.
Subjects who completed the study through Day 21 were permitted to e nter the open-label phase. Efficacy was
evaluated b yu sing p sychometric measu res. S afety assessmentw asb ased o nrep orted adversee vents,
rehospitalizations, clinical laboratory tests, vital sign measurements, physical examinations, and electrocardiogram
(ECQ) findings. In addition, plasma topiramate concentrations were measured periodically.

Number of Subjects (planned and analyzed): Planned enrollment was 208 subjects (104 per treatment group). A
total of 2 15 subjects (106 placebo and 109 topiramate) were-randomly assigned to tr eatment and were evaluated
for safety. A total of213 subjects (106 placebo, 107 topiramate 400 mg) comprised the intent-to-treat population
and were evaluated for efficacy. The open-label phase included 106 subjects (62 placebo, 44 topiramate 400 mg).

Diagnosis and Main Criteria for Inclusion: Subjects were eligible to participate if they were 16 years of age or
older, had a diagnosis of Bipolar I Disorder confirmed by the Structured Clinical Interview for DSM-1V-Axis |
Disorders (SCID-I), had atleast 1  previous m anic o r mixed ep isode, and had a Yo ung Man ia Ratin g Sco re
(YMRS) of 220 at screening and randomization.

Test P roduct,D osea nd M ode of A dministration, B atch N o.: T opiramate w as supplied a s 50- mg
(Batch D99LL0247) or 100-mg (Batch D99LJ0214) tablets. Each dose was administered orally.

Duration of Treatment: 21 days
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Reference Therapy, Dose and Mode of Administration, Batch No.: Placebo to match topiramate was supplied
as 50-mg (Batch D99LK0223) or 100-mg (Batch D99LF0135) tablets. Each dose was administered orally.

Criteria for Evaluation:

Efficacy: T he ch ange from b aselinein the YM RS score at Day 2 1 w as t he p rimary e fficacy endpoint. T he
secondary efficacy endpoints were the Day 21 Clinical Global Impression Change (CGI-C) score and the Day 21
change from baseline in the Global Assessment Scale (GAS) score. The Day 21 tertiary efficacy endpoints were
the proportion of DS M-IV resp onders, the changes from baseline in the Brief P sychiatric Rating Scale (BP RS)
score, the BPRS psychosis subscale score, the Montgomery-Asberg Depression Rating Scale (MADRS) score, the
MADRS suicidality item score, the YMRS m anic s yndrome subscale score; and the proportion of subjects who
switched into depression. Si nce the c linical de velopment p rogram for Bi polar I Di sorder wast erminated
prematurely, only the primary efficacy variable, YMRS, is summarized.

Body weight: The percent change in body weight at Day 21 was assessed.

Safety: Safety evaluations were based on reports of treatment-emergent adverse events and changes from baseline
in clinical laboratory analyte v alues (hematology, blood ¢ hemistry, urinalysis), vital sign measurements ( blood
pressure and pulse rate), ECGs, and physical examination findings.

Statistical Methods:

Efficacy: The change from baseline in the Y MRS score at Day 21 was the primary efficacy endpoint and was
analyzed ba sed on the ITT popula tion us ing the la st obs ervation c arried f orward ( LOCF) da ta. A nalysis o f
covariance (ANCOVA) was used t o compare the YM RS change from b aseline at Day 2 1 b etween t reatment
groups. The ANCOVA model for assessing the significance o f treatment ef fect included factors for treatment,
(pooled) study center, and baseline as a covariate. The placebo and topiramate 400-mg groups were compared. The
comparison between placebo and topiramate treatments was made using least square means (LSMEANS) within
the ANCOVA model. The SAS PROC GLM procedure type 111 sums of squares was used for statistical tests. The
95% confidence intervals for the dif ference between LSMEANS of the placebo and topiramate 4 00-mg groups
were provided. Confidence intervals for between-group differences were computed based on the mean square error
from the ANCOVA.

Body weight: Body weight was analyzed based on the ITT population using the LOCF data. Summary statistics
(mean, standard deviation, median, and range) were provided for Day 21. The percent change from baseline was
analyzed using the same ANCOV A model as used for the YMRS data.

Safety: The nature and frequency o f ad verse events, as wel | as ¢ hanges in clinical laboratory values, ECGs, and
vital signs were summarized. Serious ad verse events and ad verse events that led to discontinuation o f a su bject
were also summarized.
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SUMMARY - CONCLUSIONS

EFFICACY RES ULTS: T he mean ch angesin YM RS sco re fromb aselineto Day 2 1 fort he p lacebo an d
topiramate 400-mg groups were —6.4 and —5.1, respectively. The results of the ANCOVA showed that the change
in YMRS score for each of the 2 treatment groups were not statistically different.

Body Weight: The mean percent change in body weight from baseline to Day 21 for the placebo group was —0.1%.
Treatment with 400 mg/day topiramate resulted in a larger mean decrease in body weight from baseline to Day 21
(-1.9%). The results of the ANCOVA showed that these changes in body weight for each of the 2 treatment groups
were statistically different.

SAFETY RESULTS: In the placebo and topiramate 400- mg groups, 75% and 70% of subjects, respectively,
reported a treatment-emergent adv erse e vent during the d ouble-blind period. The results of the tapering period
were included in the double-blind data for all subjects, whether or not they were entering the open-label phase of
the s tudy. T hus, the pla cebo g roup includes s ubjects w ho r eceived e ither topir amate or pla cebo d uring the
double-blind taper period. Treatment-emergent ad verse events that occurred at the greatest incidence during the
double-blind ph ase w ere associated w ith cen tral an d peripheral nervous sy stem d isorders an d gast rointestinal
system dis orders. H eadache was reported by more subjects in th e placebo group (26%) than in the topir amate
400-mg group (18%), whereas paraesthesia was reported by fewer subjects in the placebo group (8%) than in the
topiramate 400-mg group (17%). Many of the common treatment-emergent adverse events (i.e., those occurring in
>5% of subjects) were gastrointestinal in nature. Most of these were reported by less than 10% of subjects in each
treatment group, and there was a similar percentage of subjects in each treatment group that reported many of the
adverse events in this body system. For most treatment-emergent adverse events, the maximum severity was mild
or m oderate a nd inv estigators a ssessed the r elationship t o s tudy dr ug to be n o greater tha n p ossibly r elated.
Common t reatment-emergent adverse e vents d uring t he op en-label ph ase w ere asso ciated with the cen tral and
peripheral nervous systems or respiratory system and included headache, paraesthesia, and upper respiratory tract
infection, each reported by more than 10 subjects. There was a low incidence of serious adverse events in each of
the treatment groups during double-blind and open-label treatment. In the placebo and topiramate 400-mg groups,
10 (9%) and 6 (6%) subjects, respectively, discontinued double-blind treatment due to an ad verse event. Adverse
events leading to discontinuation of study drug treatment were often psychiatric in nature or related to the central
and peripheral nervous systems. Open-label treatment was discontinued due to an adverse event by 8 (13%) and 5
(11%) subjects in the placebo and topiramate 400-mg groups, respectively. No noteworthy or clinically relevant
changes from ba seline to f inal visit were obs erved for any mean he matology or c hemistry va lues or he patic
function tests for either of the treatment groups for either phase of the study. There were no clinically significant
mean changes from baseline over time in vital sign measurements or ECG findings for either o f the treatment
groups during either phase of the study.

CONCLUSION: The mean decrease in YMRS score from baseline to Day 21 for the topiramate 400-mg group
and p lacebo g roup w ere not s tatistically dif ferent. T he topir amate 400- mg g roup e xperienced a s tatistically
significant greater mean reduction in body weight at Day 21 compared with the placebo group.

Common t reatment-emergent ad verse e vents a mong t opiramate-treated su bjects w ere rel ated t o the cen tral and
peripheral nervous s ystems or w ere g astrointestinal in nature. T he r eporting of c entral a nd pe ripheral ne rvous
system-related ad verse events during topiramate treatment is consistent with the ad verse events described in the
current product label.

Date of the report: 13 January 2004
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