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1. Introduction

The sponsor has presented the results of 2 clinical studies to establish the efficacy of CTR 77,
and CTR 99 for prevention of pregnancy. CTR 77 and CTR 99 are 28-day oral contraceptives
(OC). These studies compare CTR 77 and CTR 99 with a marketed drug, Ortho-Novum 7/7/7.

CTR 77 is a combination OC which contains 0.100/0.125/0.150 mg of DSG and
0.025/0.025/0.025 mg EE and CTR 99 contains 0.050/0.125/0.150 mg of DSG and
035/0.030/0.030 mg EE. These are to be administered in a 5/8/8 day regimen followed by 7
days of placebo. Ortho-Novum 7/7/7 contains 0.500/0.750/1.000 mg of NET and
0.035/0.035/0.035 mg EE to be administered in a 7/7/7 day regimen followed by 7 days of
placebo.

CTR 77 is the subject of 21-090, and — Because the two NDAs
included the same studies, this review will combine both NDA:s. :

2. Clinical Studies — 092001 and 092002

Studies 092001 and 092002 were conducted respectively in 65 and 67 centers in the US; each
was an open-label, randomized, parallel group comparative, multicenter, safety and efficacy
study (see Table 1).

The objectives of these studies were to evaluate the safety, contraceptive efficacy and cycle
control compared with Ortho-Novem 7/7/7. Eligible women were randomized and received
either CTR 77 or CTR 99 or Ortho-Novum 7/7/7 for 6 consecutive cycles. The studies
required at least 10,000 cycles of exposure and at least 200 women completing a minimum of
6 months in treatment.



The treatment groups in each of the studies 092001 and 092002 were homogeneous with
respect to demographic variables (age, race, and body mass index) and other subject

characteristics (parity, smoking, and alcohol consumption).

Table 1
Summary of Studies 092001 and 092002
.
# Trial Design Treatment & Dose Subjects | Max.
Centers Enrolled/ | Cycles
Cycle of .
EXPOSIII‘C
092001 65 Open label, CTRT7 1392/7324 | 6 cycles
9/94 - 12/95 randomized, § days - 0.100 mg DSG * 0.025 mg EE 28-day
parallel group, 8 days ~ 0.125 mg DSG * 0.025 mg EE cycles
comparative, 8 days - 0.150 mg DSG * 0.025 mg EE
multicenter, 7 days - Placebo
safety and CTR 99
efficacy 5 days - 0.050 mg DSG * 0.035 mg EE | 1387/7328 | 6 cycles
8 days - 0.125 mg DSG * 0.030 mg EE 28-day
8 days - 0.150 mg DSG * 0.030 mg EE cydles -
7 days - Placebo
Ortho-Novum 7/7/7
7 days - 0.500 mg NET * 0.035 mg EE | 139377375 | 6 cycles
7 days - 0.750 mg NET * 0.035 mg EE 28-day
7 days - 1.000 mg NET * 0.035 mg EE cycles
7 days — Placebo
67 Open label, CTRTT 1376/7203 | 6 cycles
randomized, | 5 days - 0.100 mg DSG * 0.025 mg EE 28-day
parallel group, 8 days - 0.125 mg DSG * 0.025 mg EE cycles 6
comparative, 8 days - 0.150 mg DSG * 0.025 mg EE
multicenter, 7 days - Placebo
safety and CTR 99 6 cycles
efficacy 5 days - 0.050 mg DSG * 0.035 mg EE | 1389/7192 | 28-day
8 days - 0.125 mg DSG * 0.030 mg EE cycles
8 days - 0.150 mg DSG * 0.030 mg EE
7 days - Placebo
Ortho-Novam 77717
7 days - 0.500 mg NET * 0.035 mg EE 1391/7383 | 6 cycles
7 days - 0.750 mg NET * 0.035 mg EE 28-day
7 days - 1.000 mg NET * 0.035 mg EE cycles
- | 7 days — Placebo

3. Sponsor’s Efficacy Results

Contraceptive effectiveness was based on the occurrence of pregnancy in the intent-to-treat
(ITT) evaluation group. The ITT consists of subjects who took study drug with information
on extent of exposure of study drug. However, due to problems with site 64/092002, the
sponsor excluded this site from their analyses. -

For the two studies combined, there were 23 pregnancies reported in the CTR 77 arm, 25
pregnancies in the CTR 99 arm, and 19 pregnancies in Ortho-Novum 7/7/7 (see Table 2):



e Pre-treatment pregnancies - those in which conception occurred prior to intake of sfudy
drug: 8in CTR 77 and 8 in CTR 99

e In-treatment pregnancies - those in which conception occurred after the first tablet was
taken and prior to discontinuation of the study drug: 12 from CTR 77 arm, 13 from CTR
99 arm, and 9 from Ortho-Novum 7/7/7 '

e Post-treatment pregnancies - those in which conception occurred after discontinuation of
study drug: 3in CTR 77,4 in CTR 99, and 10 in Ortho-Novum 7/7/7

Table 2

Summary of all Pregnancies
Combined Studies

Ortho-Novum 7/7/7

Pre-treatment pregnancies

Pregnancy risk was estimated by the Pearl Index (Higgins and Wilkens, 1985) and by Life-
Table Methods (Cutler and Ederer, 1958).

The Pearl Index is defined as the number of in-treatment pregnancies times 1300 divided by
the total number of cycles of exposure. The Pearl Indices per 100 woman-years for study
092001 were 1.06 for CTR 77, 1.6 for CTR 99, and 1.06 for Ortho-Novum 7/7/7; and those
for study 092002 were 1.08 for CTR 77, 0.72 for CTR 99, and 0.53 for Ortho-Novum 7/7/7.
For the combined studies the indices were 1.08 for CTR 77, 1.17 for CTR 99, and 0.8 for
Ortho-Novum 7/7/7 (see Table 3).

The Life-Table Method estimates the proportion of pregnancies in a fixed time period for the
subject in-treatment pregnancies. The endpoint of interest was the six cycle cumulative
probability of pregnancy. For study 092001, the life-table pregnancy rates were 0.005 for
CTR 77, 0.0073 for CTR 99, and 0.0052 for Ortho-Novum 7/7/7. For study 092002, the life-
table pregnancy rates were 0.0051 for CTR 77, 0.0034 for CTR 99, and 0.0025 for Ortho-
Novum 7/7/7. For the combined studies the life-table pregnancy rates were 0.0051 for CTR
77, 0.0054 for CTR 99, and 0.0039 for Ortho-Novum 7/7/7 (see Table 3).
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Table 3
Sponsor’s Efficacy Analyses

Excluding Site 64/092002
Intent-to-Treat Evaluation Group

I 092001 092002 Combined Studies

CTR CTR Ortho- CTR | CTR Ortho- CTR77 CTR Ortho-

7 99 Novum 77 9 Novum 99 Novum
7 7 mn
Total # of subjects 1,339 1,337 1,351 1,317 | 1,332 1,337 2,643 2,657 2675
Total cycle of 7,329 7,3344 7,362.7 | 7191.1 | 7191.6 7197.1 14,456 14,462. 14,6739
exposures 8
In-Treatment 6 9 6 6 4 3 12 13 9

1.06 1.60 1.06 1.08

Life Table 6 months 0.005 | 00073 | 0.0052 | 0.0051
rates

4. Reviewer’s Analyses

This reviewer’s analyses are based on the ITT evaluation group from the sponsor’s data sets
submitted on August 5, 1999. This reviewer confirmed the Pearl Index and Life Table
Pregnancies rates obtained by the sponsor. However, due to problems with site 12/092002,
the medical reviewer, Dr. Gierhart, requested exclusion of this site from the analyses. One in-
treatment pregnancy for each of the CTR 77 and CTR 99 groups of study 092002 at site 12
was excluded from this reviewer’s analyses, reducing the number-of in-treatment pregnancies
from 12 to 11 for CTR 77, and from 13 to 12 for CTR 99.

This reviewer used SAS PROC LIFETEST procedure to estimate the pregnancy rate at the end
of cycle 6 based on the data provided by the sponsor. Pregnancy Odds Ratios and Life Table
Pregnancy Rates with 95% confidence intervals were calculated. The confidence intervals for
the odds ratios were adjusted for two multiple comparison with the control arm, using a
Bonferroni correction. Efficacy results are summarized in Table 4.

Further analyses were done by this reviewer t0 include pregnancies conceived less than 28
days after discontinuation of study drug. An additional 13 pregnancies were included; 1 from
CTR 77, 4 from CTR 99 and 8 from Ortho-Novum 7/7/7. See Table 4 for the Pearl Index
results and Tables 5-7 for the Life-Table Pregnancy Rate results.

This review also analyzed pregnancies conceived less that 14 days after discontinuation of

-study drug (see attachment). In addition, this reviewer analyzed pregnancies conceived less
that 7 days after discontinuation of study drug; the results were essentially identical to the
analyses of the in-treatment pregnancies. :




Table 4

Reviewer’s Efficacy Analyses

Excluding Sites 12/092002 and 64/092002
Intent-to-Treat Evaluation Group

092002 Combined Studies
P cies conceived on study dru .
CTRT? CIR 9 Ortho- CIRT? CTR Y Ortho- CTRT? CTR Y Ortho-
Novum Novum 7/777 Novum
mnn wn
Total # of 1,338 1,336 1,353 1,259 1,212 1,277 2,519 2,585 2,606
subjects
Total cyde of 7,323.61 732843 7,374.68 6.874.61 6,856.57 7,046.43 14,198.21 14062.11 14,293.89
6 9 6 5 3 3 n 12 9
1.07 1.60 1.06 0.95 0.57 0.55 1.0 1.1 0.32
Odds ratios 1.01 1.52 - 1.69 10 - 1.24 135 R
97.5% CD 0.28,2.7) (0.47,4.98) ©0.338.72) 0.16,6.27) (0.45,3.39) ©.53.62)
Ortho Novum
Life Table 6 0.004 0.007 ~0.005 0.004 0.003 0.003 0.005 0.006 0.004
months 0.0005,0008) | (0003001 | (0.001,0009) | (0.0005,0.008) (0.0003,0006 | (0.0003,0.006) | (0.002,0.007) | (0.0020.00 | (0.001,0.006)
pregnancy 8)
rates (95% C
— ——le—
Pregnancies conceived while on study drug and pregnancies conceived
less than 28 days after discontinuation of study drug
e —
i 6 10 10 6 6 0] 12 16 17
1.07 177 1.76 113 1.14 1.29 1.10 1.48 1.55
0.6 1.01 - 0.87 0.86 - 0.7 0.95 -
(0.19,1.93) 0.37,2.78) (0.25,3.03) 0.25,3.0) (0.31,1.67) (0.43,2.08)
0.05 0.06 0.008 0.006 0.06 0.1 0.03 006 . 0.06
(-04,0.01) (-.04,02) (0.003,0.01) (0.002,0.01) -02,01) (-.004,0.2) 03,007 ¢0030.1) | (0.0007,0.1;

et
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Table 5

Pregnancy Rate
Study 092001

I CTR 99 II Ortho-Novum 7/7/7 l

L ] Pregnancy rate with || # subj # Pregnancy rate with || # subj # Pregnancy rate with
preg 95% CI - preg 95% CI entering | preg 95% C1
en
es conceived while on study drug .
0. 1334 2 0.002 (-.0006,0.004) 1352 0 0.
0.0008 (-.0008, 0.003) 1288 1 0.003 (-.0003, 0.005) 1294 0 0.
0.002 (-0.0006,0.004) 1246 2 0.004 (0.0005,0.008) 1245 0 0.
0.004 (0.0006,0.008) 1192 2 0.006 (0.001,0.01) 1200 2 0.002 (-.0006,0.004)
0.004 (0.0006,0.008) 2 0.007 (0.003,0.01) 0 0.002 (-.0006,0.004)
0.004 (0.0006,0.008 0 0.007 (0.003,0.01 ‘4 0.005 (-.001,0.009)

Pregnanduconedvedwhileonstudydmgandpremndseonedved

Jess than 28 days after discontinuation of stud

Pregnancy rate with
° 95% CI

=
o Jo. 1334 2__| 0.002(-.0006,0.004) 0 0
L__| 0.0008 (0008, 0.003) 1288 0.003 (-.0003, 0.005 0 0. -
1__| 0.002 (:0.0006.0.004) 1246 2__| 0.004 (0.0005.0.008) 2 0.002 (-.0006,0.004)
3__| 0.004 (0.0006,0.008) 1192 2__| 0.006 (0.001,0.01) 12 0.003 (:00007,0.006)
0__| 0.004 (0.0006.0.008) 1171 2__| 0.007 (0.003,0.01) 2 0.005 (0.001,0.009)
0__| 0.004 (0.0006,0.008) 1149 0__} 0.007 (0.003,0.01) 1157 4 0.008 (0.003,0.01)
[ 1005 (040.D) 18 1_]0.06 (-040.17 - -
Table 6
Pregnancy Rate
Study 092002

conceived while on study drug

0.0008 (-.0008, 0.003)

1270 0.0008 (-.0008, 0.003) 0.
0.0008 (-.0008, 0.003) 1212 0.0008 (-.0008, 0.003) 0.
0.0008 (-.0008, 0.003) 1271 0.002 (-.0006, 0.004 0.

0.003_(0.00007, 0.

1111

0.002 (-.0006, 0.004

0.002 (-.0007,0.005)

0.004 (0.0005, 0.008

1091

0.002 (-.0006, 0.004)

0.002 (-.0007,0.005)

0.004 (0.0005, 0.008)

0.003 (-.0003, 0.006)

Pregnancies conceived while on study drug and pregnancies conceived
Jess than 28 days after discontinuation of stud

0.003 (-

.00031,0.006)

i 1258 1 0.0008 (-.0008, 0.003) 1 | 0.0008 (-.0008, 0.003) 1276 o fo

2 1204 1 0.0008 (-.0006, 0.004) 0 | 0.0008 (-.0008, 0.003) 1230 0o Jo.

3 1166 0 | 0.0008 (-.0006, 0.004) 2 ] 0.003 (-.00003, 0.006 1195 0 Jo.

4 1118 2 ] 0.003 (0.00007, 0.006 0 ] 0.003 (-.00003, 0.006) 1152 2§ 0.002 (-.0007,0.005)

5 1097 3 | 0.006 (0.002,0.01) 0 ] 0.003 (-.00003, 0.006 1131 0 | 0.002(-.0007.0.005)

6 1080 0 | 0.006 (0.002,001) || 1064 1} 0.003 (0.00007,0.007) 1111 2 | 0.004 (.00008,0.007)
L JL_34 2 loo6 (.017,0.) 30 3 Joa1 (00412

e —————

———



Table 7
Pregnancy Rate
Combined Studies
Ortho-Novum 77777
Pregnancy rate with | # subj # Pregnancy rate with || # subj * Pregnancy rate with
95% CI preg 95% CI entering | preg 95% C1
enl
: conceived while on study drug

0.0004 (-.00003,0.001) 3 0.001 (-.0002,0.003) 2629 0 0.

0.0007 (-.00003, 0.003 1 0.002 (.00003, 0.003) 2525 0 0.

0.001 (-0.0002,0.003) 2417 3 0.003 (0.0007,0.005) 2442 0 0.

0.003 (0.001,0.006) 2304 1 0.003 (0.001,0.006) 2352 4 0.002 (.00004,0.003)

0.004 (0.002,0.007) 2263 3 0.005 (0.002,0.007) 2314 0 0.002 (.00004,0.003)

0.004 (0.002,0.007 2215 1 0.005 (0.003,0.008 2268 5 0.004 5.001,0.0062

Pregnancies conceived while on study drug and pregnancies conceived
less than 28 days after discontinuation of stud _ . I

1 1 0.0004 (-.00003,0.001) 2605 3 0.001 (-.0002,0.003) 2629 0 0. . .
2 2 0.001 (-.00002, 0.003) 2504 1 0.002 (.00003, 0.003 2525 0 0.
3 1 0.002 (0.000003,0.003) 2417 4 0.003 (0.001,0.005) 2442 2 0.0008 (-.0003,0.002)
4 5 0.004 (0.001,0.006) 2304 1 0.004 (0.001,0.006) 4 | 0.003 (.00005,0.004)
5 2 0.005 (0.002,0.007) 2263 3 0.005 (0.002,0.008) 2 0.003 (.001,0.006)
6 2240 0 0.005 (0.002,0.007) 2215 1 0.005 (0.002,0.008 6 0.006 (.003,0.009)
7 48 | 1 0.03 (-0.01,0.07 7 3 0.06 (-.0003,0.1 3 0.06 (0.0007.0.1)

5. Review’s Conclusion and Comments

These reviewer efficacy analyses of the Pearl Index and the Life-Table Pregnancy Rate are
consistent with those of the sponsor’s for both studies and the combined studies. However,
for study 092002, after deleting site 12 at the request of the medical reviewer, the Pear] Index
decreased from 1.08 to 0.95 for CTR 77, 0.72 to 0.57 for CTR 99, and remained about the
same (0.53 to 0.55) for Ortho-Novum 7/7/7. The pregnancy rates decreased from 0.0051 to
0.004 for CTR 77, from 0.0034 to 0.003 for CTR 99, and remained about the same (0.0025 to
0.003) for Ortho-Novum 7/7/7.

Further, after including pregnancies conceived less than 28 days after discontinuation of study
drug, the number of pregnancies increased from 11 to 12 for CTR 77, from 12 to 16 for CTR
99, and from 9 to 17 for Ortho-Novum 7/7/7 in the combined studies (see Table 4). The
pregnancy odds ratios relative to Ortho-Novum 7/7/7 decreased in both studies and the
combined studies while the Pearl Index increased for each treatment group (see Table 4).

el 77

Mol(—Jec Ng, IOI
Mathematical Statistician
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Attachment

Reviewer’s Additional Efficacy Analyses
Pregnancies conceived while on study drug and pregnancies conceived
less than 14 days after discontinuation of study drug

APPEARS THIS WAY
ON ORIGINAL

I 092001 092002 Combined Studies
CTR77 CTR 99 Ortho- CTR7? CTR 99 Ortho- CTR77 CTR 99 Ortho-
Novum ' Novum Novum
yalud i i
Total # of 1,338 1,336 1,353 1,259 1,272 1,277 2,579 2,585 2,606
subjects
Total cycle of 7,323.61 7,328.43 7,374.68 . 6,874.61 6,856.57 7,046.43 14,198.21 14062.11 14,293.89
| exposures :

Mancies 6 9 8 5 3 7 11 12 15
Pearl 1.07 1.60 1.41 0.95 0.57 1.29 1.0 11 1.36
Index/100
WOIen years
Odds ratios 0.76 1.14 - o 0.43 _ 0.74 0.81 _
(97.5% CI) (0.23,2.55) (0.38,3.9) 0.19.2.7) (0.09,2.02) 0.3,1.8) 0.34,1.92)
relative to
Ortho Novum
yalud
Life Table 6 0.005 . 0.007 0.007 0.004 0.003 0.1 0.005 0.006 0.005
months (0.001,0.008 (0.003,0.01) (0.002,0.01) (0.0005,0.008) (-0.0003,0.006) (-.004,0.2) (0.002,0.007) (0.002,0.008) (0.002,0.008)
pregnancy
rates (95%CI)
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NDA #: 21-090

Sponsor: Organon Inc

Indication: Oral Contraception

Code Name: CIR 77

Generic Name: desogestrel (DSG) and ethinyl estradiol (EE) Tablets
Strengths: 0.100/0.125/0.150 mg DSG and 0.025/0.025/0.025 mg EE
No. of Controlled Studies: 2 clinical studies

Date of Submission: May 7, 1999

Date of 45 Day Meeting:  June 26, 1999
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User Fee Date: _ May 7, 2000

February 14. 2000

Anticipated Review Completion Date:

Volume numbers in statistical section:

!

1.1, 1.3,1.49,1.56,1.69,1.77 and 1.101

Screened by: Moh-Jee Ng

CHECKLIST
Item Yes No
Index sufficient to locate necessary reports, tables, etc. v v
Original protocols & subsequent amendments available in the NDA vV
Designs utilized appropriate for the indications requested vV
Endpoints and methods of analysis spelled out in the protocols v
Interim analyses (If present) planned in the protocol and appropriate adjustments | NA
in significance level made
Appropriate references included for novel statistical methodology (if present) V
Sufficient data listings and intermediate analysis tables to permit a statistical v
review
Data from primary studies on diskettes and/or CANDA submitted v
Intent-to-treat analyses y
Effects of dropouts on primary analyses investigated v
Safety and efficacy for gender, racial, and geriatric subgroups investigated Y




Summary of all Clinical Trials

— —
Study # # Trial Design Treatment & Dose Subjects | Max. Volumes
Start/End | Centers : Enrolled/ | Cycles
- Date Cycle of
Exposure
092001 65 Open label, CTR 99 1387/7328 | 6 cycles| 1.49-1.68
9/94 randomized, 5 days - 0.050 mg DSG * 0.035 mg EE '
12/95 parallel group, | 8 days - 0.125 mg DSG * 0.030 mg EE
comparative, 8 days - 0.150 mg DSG * 0.030 mg EE
multicenter, 7 days - Placebo .
safety and CTR 77 139277324 | 6 cycles
efficacy 7 days - 0.100 mg DSG * 0.025 mg EE
7 days - 0.125 mg DSG * 0.025 mg EE
7 days - 0.150 mg DSG * 0.025 mg EE
7 days - Placebo :
Ortho-Novum 7/7/7 139377375
7 days - 0.500 mg DSG * 0.035 mg EE
7 days - 0.750 mg DSG * 0.035 mg EE
7 days - 1.000 mg DSG * 0.035 mg EE
7 days - Placebo .
092002 67 Open label, CTR 99 1389/7192 | 6 cycles| 1.69 - 1.90
9/94 - 2/96 randomized, § days - 0.050 mg DSG * 0.035 mg EE
parallel group, | 8 days - 0.125 mg DSG * 0.030 mg EE
compa;ative, 8 days - 0.150 mg DSG * 0.030 mg EE
multicenter, 7 days - Placebo
safety and CTR 77 1376/7203 | 6 cycles
efficacy 7 days - 0.100 mg DSG * 0.025 mg EE
7 days - 0.125 mg DSG * 0.025 mg EE
7 days - 0.150 mg DSG * 0.025 mg EE
7 days - Placebo ’
Ortho-Novum 7/7/7 139177383
7 days - 0.500 mg DSG * 0.035 mg EE
7 days - 0.750 mg DSG * 0.035 mg EE
7 days - 1.000 mg DSG * 0.035 mg EE
7 days - Placebo
APPEARS THIS WAY

ON ORIGINAL




TR 77

Data Request List for Contraceptive Studies

Efficacy Data (1 Record per subject)
Study number
Subject id
Center id
\ Protocol id (092001, 092002)
Treatment group (include code list)
All demographic or physical characteristics used for entry criteria
Age
Race
Date on which the first tablet is taken
Did the subject become pregnant (1=yes/0=no)
If a pregnancy occurred, provide:
- Relative to treatment, when did pregnancy occur? (1=pre-treatment,
2=in-treatment, and 3=post-treatment)
The cycle in which conception occurred
Date the pregnancy was diagnosed
Date of lab test confirming pregnancy
The outcome of the pregnancy (include code list)
The number of days from the first tablet taken to the cycle of conception

Did the subject complete the study? (1=yes, 0=no)
If subject did complete the study, provide:
Cycle during which subject complete?
Total number of cycles completed
Date on which last tablet was taken
Cycle during which last tablet was taken
The nurn.ber of days from the first tablet taken to the last tablet taken

If subjects did not complete the study, provide:
Date of discontinuation -
Reason for discontinuation (include code list)
Cycle during which subject discontinued
Number of cycles completed prior to discontinuation
Date on which last tablet was taken
Cycle during which last tablet was taken
The number of days from the first tablet taken to discontinuation

Reviewing Statistician IIS l é/VS'/? 7
Supervisory Statistician ’ s’ 4 /Z s / a9




