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Figure 4
Progression-Free Survival in Study 8

14.6 Persistent, Recurrent, or Metastatic Carcinoma of the Cervix

Study 9

Patients with persistent, recurrent, or metastatic carcinoma of the cervix were evaluated in a
randomized, four-arm, multi-center trial comparing Avastin plus chemotherapy versus chemotherapy
alone. A total of 452 patients were randomized (1:1:1:1) to receive paclitaxel and Cisplatin with or
without Avastin, or paclitaxel and topotecan with or without Avastin.

The dosing regimens for Avastin, Paclitaxel, Cisplatin and Topotecan were as follows:

 Day 1: Paclitaxel 135 mg/m® IV over 24 hours, Day 2: cisplatin 50 mg/m” IV plus Avastin;
or Day 1: paclitaxel 175 mg/m® IV over 3 hours, Day 2: cisplatin 50 mg/m® IV plus Avastin ;
or Day 1: paclitaxel 175 mg/m® IV over 3 hours plus cisplatin 50 mg/m* IV plus Avastin

e Day I: Paclitaxel 175 mg/m® over 3 hours plus Avastin, Days 1-3: topotecan 0.75 mg/m’
over 30 minutes

Patients were treated until disease progression or unacceptable adverse events precluded further
therapy. The main outcome measure of the study was overall survival (OS). Response rate (ORR)
was a secondary outcome measure.

The median age was 48 years (range: 20-85). Of the 452 patients randomized at baseline, 78% of
patients were Caucasian, 80% had received prior radiation, 74% had received prior chemotherapy!
concurrent with radiation, and 32% had a platinum-free interval of less than 6 months. Patients had
a GOG Performance Status (PS) of 0 (58%) or 1 (42%). 'Demographic and disease characteristics
were balanced across arms.

The study results for OS in patients who received chemotherapy plus Avastin as compared to
chemotherapy alone are presented in Table 7 and Figure 5.



909
910

911

Figure 5

erated1_20_1002 Kaplan-Meier Curve of Overall Survival by Bevacizumab Treatment

Protocol(s). (1012304
Analysis: INTENT TO TREAT POPULATION - BEV VS NON BEV

OVERALL SURVIVAL

Study 9: Overall Survival for Chemotherapy vs. Chemotherapy plus Avastin

0.9

0.8

0.7

0.6

0.5

0.4

0.3

Q.1

0.0

n at risk
Chemo alone 225 17 102 49
Chemo+Bv 227 188 128 73

Treatment Group mmmmm==  Chemo alone

B PrOD Ojeratedt_20.5a2 J Output 20 1002.00m
SORTR00s T3

42
STUDYMONTH

0
0



Table 7
Study 9 Efficacy Results: Chemotherapy versus Chemotherapy + Avastin

Chemotherapy Chemotherapy + Avastin
(n=225) (n=227)
Overall Survival
Median (months)” 12.9 ‘ 16.8
Hazard ratio [95% CI] 0.74 [0.58;0.94]
(p-value® = 0.0132)

? Kaplan-Meier estimates.

b log-rank test (stratified).

912 | The overall response rate was also higher in patients who received chemotherapy plus Avastin [45%
913 |(95% CI: 39, 52)] than in patients who received chemotherapy alone [34% (95% CI: 28,40)].
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Table 8

Study 9 Efficacy Results: Platinum Doublet versus Nonplatinum Doublet

Topotecan + Paclitaxel Cisplatin + Paclitaxel
+/- Avastin +/- Avastin
(n=223) (n=229)
Overall Survival
Median (months)” 13.3 ‘ 15.5
Hazard ratio [95% CI] 1.15[0.91, 1.46]
p-value=0.23

? Kaplan-Meier estimates.

The hazard ratio for OS with Cisplatin +Paclitaxel + Avastin as compared to Cisplatin +Paclitaxel
alone was 0.72 (95% CI: 0.51,1.02). The hazard ratio for OS with Topotecan +Paclitaxel +Avastin
as compared to Topotecan +Paclitaxel alone was 0.76 (95% CI: 0.55, 1.06).

16 HOW SUPPLIED/STORAGE AND HANDLING
Avastin vials [100 mg (NDC 50242-060-01) and 400 mg (NDC 50242-061-01)] are stable at
2-8°C (36-46°F). Avastin vials should be protected from light. Do not freeze or shake.
Diluted Avastin solutions may be stored at 2—-8°C (36—-46°F) for up to 8 hours. Store in the
original carton until time of use. No incompatibilities between Avastin and polyvinylchloride or
polyolefin bags have been observed.

17 PATIENT COUNSELING INFORMATION
Advise patients:

* To undergo routine blood pressure monitoring and to contact their health care provider if blood
pressure is elevated.

* To immediately contact their health care provider for unusual bleeding, high fever, rigors,
sudden onset of worsening neurological function, or persistent or severe abdominal pain, severe
constipation, or vomiting.

* Ofincreased risk of wound healing complications during and following Avastin.

* Ofincreased risk of an arterial thromboembolic event.

* Of'the potential risk to the fetus during and following Avastin and the need to continue adequate
contraception for at least 6 months following last dose of Avastin.

* Of'the increased risk for ovarian failure following Avastin treatment.

Avastin® (bevacizumab)

Manufactured by:

Genentech, Inc.

A Member of the Roche Group

1 DNA Way Avastin® is a registered trademark of Genentech, Inc.
South San Francisco, CA 94080-4990 ©2013 Genentech, Inc.





