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Clinical Study Synopsis

This Clinical Study Synopsis is provided for patients and healthcare professionals to
increase the transparency of Bayer's clinical research. This document is not intended
to replace the advice of a healthcare professional and should not be considered as a
recommendation. Patients should always seek medical advice before making any
decisions on their treatment. Healthcare Professionals should always refer to the
specific labelling information approved for the patient's country or region. Data in this
document or on the related website should not be considered as prescribing advice.
The study listed may include approved and non-approved formulations or treatment
regimens. Data may differ from published or presented data and are a reflection of
the limited information provided here. The results from a single trial need to be
considered in the context of the totality of the available clinical research results for a
drug. The results from a single study may not reflect the overall results for a drug.

The following information is the property of Bayer HealthCare. Reproduction of all or
part of this report is strictly prohibited without prior written permission from Bayer
HealthCare. Commercial use of the information is only possible with the written
permission of the proprietor and is subject to a license fee. Please note that the
General Conditions of Use and the Privacy Statement of bayerhealthcare.com apply
to the contents of this file.
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Clinical Trial Results Synopsis

Study Design Description
Study Sponsor: | Bayer Pharmaceuticals Inc.
Study Number: | 12007 NCT00791778
EudraCT Number: 2008-004429-41
Study Phase: | IIb

Official Study Title:

A double-blind, randomized phase II study evaluating the efficacy and
safety of sorafenib compared to placebo in ovarian epithelial cancer or
primary peritoneal cancer patients who have achieved a complete
clinical response after standard platinum/taxane containing
chemotherapy

Therapeutic Area:

Oncology

Test Product

Name of
Test Product:

Sorafenib (Nexavar, BAY 43-9006)

Name of
Active Ingredient:

Sorafenib

Dose and
Mode of Administration:

400 mg bid (approximately every 12 hours) per oral, continuously.

Reference Therapy/Placebo

Reference Therapy:

Placebo

Dose and
Mode of Administration:

2 tablets bid

Duration of Treatment:

Treatment with sorafenib/placebo was to begin within 42 days of
documented complete response.

Study treatment continued until relapse of disease, unacceptable
toxicity or the endpoint of the study was reached.

For patients who continued to benefit after the endpoint of the study
was reached, sorafenib was made available (by extension program or
other mechanism) until disease progression or unacceptable toxicity.

Studied period:

Date of first subjects’ first visit: 04 NOV 2008

Date of last subjects’ last visit: 12 DEC 2012

Substantial Study Protocol
Amendments:

The original study protocol was dated 30 JUL 2008. Four protocol
amendments (including 1 local) were produced.

Protocol Amendment 1, dated 22 AUG 2008 (valid in Japan only) was
prepared to adjust the protocol in order to comply with the Japanese
Good Clinical Practice (GCP) regulations and local requirements.

Protocol Amendment 2, dated 26 FEB 2009 was applicable to all
countries and included changes in the inclusion/exclusion criteria,
screening procedures, laboratory evaluations during the study, timing
of eligibility scan and start of treatment, Day 1 Cycle 1 procedures,
time schedule of CA 125 (cancer-associated tumor marker) analysis,
randomization / stratification and dose modifications.

Protocol Amendment 3, dated 08 MAR 2010 was applicable to all
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countries. The purpose of this amendment was to implement the
recording of the results of Computed tomography (CT) scans /
Magnetic resonance imaging scans (MRIs) performed in patients who
had discontinued from the treatment phase of the study for reasons
other than disease progression / relapse. In addition, consent to
follow-up in order to enter the follow-up period was to be proposed to
patients who had withdrawn consent from study drug treatment.

Protocol Amendment 4, dated 29 NOV 2011 was applicable to all
countries. The purpose of this amendment was to clarify the end of
follow-up for patients ongoing at the final analysis, once/after the final
analysis results were known and clarify the continuation of sorafenib
treatment and the required collection of data (adverse events of
CTCAE [Common Terminology Criteria for Adverse Events] Grade 3 or
4, ongoing adverse events at the EOT [end of treatment], treatment-
related events of all CTCAE grades and serious adverse events) for
those patients ongoing on treatment after the final analysis,
once/after the final analysis results were known.

Study Centre(s):

The study was conducted at 60 centers in 14 countries: Korea (South)
(9 centers), Poland (7), Belgium (6), Japan (6), Spain (5), France (5),
Italy (5), Canada (4), United States (4), Finland (2), China
(Hongkong) (2), Netherlands (2), Singapore (2), and Germany (1)

Methodology:

Patients with clinical complete response after standard
platinum/taxane containing therapy were randomized to receive either
sorafenib or placebo as “"maintenance therapy". Patients were
stratified according to the degree of surgical cytoreduction
(optimal/suboptimal) and the presence/absence of previous
intraperitoneal (IP) chemotherapy. During the treatment period,
patients were assessed for safety every 28 days and for efficacy every
56 days.

Progression-Free Survival (PFS) was defined as the time from
randomization to the first documented disease progression by
radiological or pathologic assessment or death due to any cause,
whichever occurred first. For patients who had not progressed or died
at the time of analysis, PFS was censored at the date of their last
evaluable tumor scan.

When the final analysis was complete, patients who were still alive
and off treatment were no longer to be followed up (clarified by
Protocol amendment 4).

Indication/
Main Inclusion Criteria:

Patients aged = 18 years with International Federation of Gynecology
and Obstetrics (FIGO) stage III or IV ovarian cancer or primary
peritoneal cancer who had had extensive debulkment surgery and who
had achieved a clinical complete response (disappearance of all clinical
and radiological evidence of tumor) after one regimen of standard
platinum/taxane-containing chemotherapy. In addition, the following
criteria were to be fulfilled:

e Normal serum CA-125 level within 14 days prior to first dose of
the study drug

e Eastern Cooperative Oncology Group (ECOG) performance status
ofQor1l

e Life expectancy of at least 12 weeks

e Adequate bone marrow, liver and renal function

Study Objectives:

Primary:
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The primary objective of the study was to compare the sorafenib and
placebo treatment groups in terms of progression-free survival (PFS).

Secondary:

The secondary objectives were to compare the treatment groups in
terms of:

e Time to first pathologic CA-125 serum levels (required to be
confirmed with a second measurement within 14 days) and

e Overall survival (0S)

Other efficacy evaluations included:
e Ovarian cancer symptom response and
e General health status.

Evaluation of safety included assessment of adverse events (AEs) and
abnormalities in laboratory parameters.

Evaluation Criteria:

Efficacy (Primary):

The primary efficacy endpoint was PFS. PFS was defined as the time
from randomization to the first documented disease progression by
radiological or pathologic assessment or death due to any cause
whichever occurred first.

Efficacy (Secondary):

Secondary efficacy variable were:

e CA 125: Time to first pathologic CA-125 serum levels

e OS: The OS time was measured from the date of randomization
until the date of death due to any cause.

Efficacy (Other):

Other efficacy variables included ovarian cancer symptom response
based on Functional Assessment of Cancer Therapy (FACT)/National
Comprehensive Cancer Network (NCCN) Ovarian Symptom Index
(FOSI) and general health status based on EQ-5D

Safety:

Adverse events were assessed using the National Cancer Institute
(NCI) Common Terminology Criteria for Adverse Events (CTCAE)
Version 3.0.

Other safety assessments included: vital signs, physical examination,
Eastern Cooperative Oncology Group (ECOG) performance status,
electrocardiogram (ECG) and laboratory tests
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Statistical Methods:

Efficacy (Primary):

The analysis of PFS was to be performed when approximately 105 PFS
events had occurred. The two treatment groups (sorafenib and
placebo) were compared based on the full analysis set (FAS) which
comprised all patients who were randomized to a treatment group
following the intent-to-treat principle. A stratified one-sided log rank
test with a one-sided alpha of 10% was used stratified by degree of
surgical cytoreduction (optimal/suboptimal) and previous IP
chemotherapy (presence/absence). The product-limit estimates of the
PFS distribution functions (Kaplan-Meier) were presented for each
treatment group in a plot and in descriptive parameters. The hazard
ratio (HR) sorafenib over placebo and its 95% CI was generated from
the Cox model.

Three sensitivity analyses (one using a modified PFS definition, one
using the scheduled rather than the actual date of tumor evaluation
for calculation and one using an non-stratified log rank test) were
performed.

Efficacy (Secondary):

Time to first pathologic CA 125-serum level (TTCA125) was defined as
the time from randomization to the first documented increase of CA
125 above the upper limit of normal. Analysis was based on the per
protocol analysis set (PPS) which comprised all patients randomized to
a treatment group with normal CA-125 serum level at baseline and at
least one post-baseline CA-125 assessment. OS, which was defined as
the time from randomization to death due to any cause, was analyzed
based on the FAS. The secondary efficacy variables were analyzed
similarly to the primary analysis.

The primary and secondary efficacy variables were analyzed with data
cutoff 15 JUL 2011.

Safety:

Safety analyses were performed on the safety analysis set (SAF)
which comprised all patients randomized to a treatment group who
had taken at least one dose of study medication. Summary statistics
were used in the analysis of safety parameters.

At the time of the primary cut-off 15 JUL 2011, there were 18 patients
still on treatment in the sorafenib group and 30 in the placebo group.
Restricted safety information was collected from these patients until
last patient’s last visit (LPLV) according to Protocol Amendment 4,
dated 29 NOV 2011. Data presented in this synopsis were based on
cumulative data covering the period from 04 NOV 2008 (first patient’s
first visit [FPFV]) to 12 DEC 2012 (LPLV).

Other - _if applicable:
Subgroup analyses

Subgroup analyses of PFS, time to first pathological CA 125 level and
OS by treatment group were performed for age (<65, 265, =75
years), baseline ECOG performance status, degree of surgical
cytoreduction, previous IP chemotherapy, increase of CA 125 before
progression. Descriptive statistics and hazard ratio estimates with
95% CI were provided.

Other efficacy variables
Descriptive statistics of the PRO instruments FOSI and EQ-5D (index
and visual analogue scale [VAS]) based on the FAS population with

evaluable PRO assessments at baseline and at least one assessment
post baseline (PROAS) were presented. For the FOSI questionnaire,
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the total score was described at each time point together with the
difference from baseline (N, mean, SD, median, range). Plots were
presented. For the EQ-5D questionnaire, the EQ-5D index and the VAS
were described at each time point together with the difference from
baseline (N, mean, SD, median, range). Plots were presented.

Number of Subjects: | A total of 246 patients were randomized (123 in the sorafenib group
and 123 in the placebo group). All of the patients received study
medication. Both the Safety analysis set (FAS) and the Full analysis
set (SAF) comprised 123 patients in each treatment group. The Per-
protocol analysis set for CA 125 analysis (PPS) comprised 119 patients
in the sorafenib group and 121 patients in the placebo group.

At the time of the primary cut-off 15 JUL 2011, there were 18 patients
still on treatment in the sorafenib group and 30 in the placebo group.
Restricted safety information was collected from these patients until
LPLV according to Protocol Amendment 4, dated 29 NOV 2011.

Study Results

Results Summary — Subject Disposition and Baseline

A total of 246 patients were randomized (123 in the sorafenib group and 123 in the placebo
group). All of the patients received study medication. Both the FAS and the SAF comprised
123 patients in each treatment group. The PPS comprised 119 patients in the sorafenib group
and 121 patients in the placebo group.

The primary reason for treatment discontinuation in the sorafenib group was AE (39.8%), in
the placebo group the primary reason for treatment discontinuation was progression
(61.0%).Majority of patients who discontinued study treatment entered the survival follow-up
(81.3% in the sorafenib group and 74.0% in the placebo group). The primary reason for
discontinuation of follow-up was study termination by the sponsor, 64.2% in the sorafenib
group and 63.4% in the placebo group.

With respect to demography and baseline disease characteristics the treatment groups were
comparable. All patients were females, the mean age was 55.7 £ 10.4 years and 53.3% of
the patients were White. The vast majority of patients (93.1%) had ovarian cancer; only
6.9% had primary peritoneal cancer. In the mean, 6.7 £ 1.4 months had passed since the
initial diagnosis. A small proportion of 3.7% of patients had received IP chemotherapy. In
85.4% of patients surgical cytoreduction had been optimal and in 8.1% suboptimal (in 6.5%
the information was missing); 81.7% had shown between 0 and 5 lesions post debulking. As
required per protocol all patients presented with complete response after standard
platinum/taxane containing therapy which most frequently consisted of carboplatin and
paclitaxel.
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Results Summary — Efficacy

Table A: Progression-free survival (PFS) (full analysis set)

Placebo Sorafenib
(N =123) (N =123)
Total censored 55 (44.72%) 84 (68.29%)
Total failed 68 (55.28%) 39 (31.71%)
Median PFS (days) 478 386
95% ClI for median (337, 567) (230, 691)
P-value (stratified one-sided log rank test with alpha=10%) 0.655
Hazard ratio 2 (sorafenib/placebo) 1.09
95% CI for hazard ratio (0.72, 1.63)

Note: Analyses were stratified by degree of surgical cytoreduction and previous IP chemotherapy.

a: Hazard ratio and its 95% CI are based on a stratified proportional hazard model.

Abbreviations: Cl — confidence interval; IP — intra-peritoneal; PFS — progression-free survival
The primary efficacy results are summarized in Table A above. The primary efficacy variable
was PFS. Up to and including the data cut-off date, a total of 107 PFS events (68 in the
placebo group and 39 in the sorafenib group) were observed. Median PFS was 478 days in
the placebo group and 386 days in the sorafenib group. The p-value of the stratified one-
sided log rank test was 0.655; thus, with a pre-specified alpha of 0.10, this study failed to
show superiority of sorafenib compared to placebo with respect to the primary endpoint of
PFS. According to the hazard ratio of 1.09 (95% CI 0.72 to1.63) there was no distinct
difference in PFS between the treatment groups.

Remarkable was that a considerable number of patients in the sorafenib group were censored
early. Of the 84 patients in the sorafenib group who were censored, 20 patients were
censored at Day 1 because no post-baseline tumor assessment was available. In contrast, 55
patients in the placebo group were censored and of these only 2 were censored at Day 1. This
imbalance in the number of early censored patients could have affected the reliability of the
results.

The primary efficacy results were supported by the results of 3 sensitivity analyses (applying
a modified definition of PFS! [HR sorafenib/placebo: 1.19; 95% CI: 0.82 to 1.71], using the
scheduled rather than the actual visit dates [HR: 1.18; 95% CI: 0.78 to 1.79] and performing
the analysis in a non-stratified manner [HR: 1.09; 95% CI: 0.73 to1.62]).

None of the subgroup analyses of PFS (by age group, ECOG status, degree of surgical
cytoreduction, previous IP, increase in CA 125 before progression) showed distinct differences
between the treatment groups.

In the analysis of secondary variables, the median time to the first pathologic CA-125 serum
level was 617 days in the placebo group and 337 days in the sorafenib group. Again, no
benefit of sorafenib treatment was shown (p=0.951, one-sided log rank test). The hazard
ratio (sorafenib/placebo) of 1.43 (95% CI: 0.93 to 2.20) represented a 43% increase in
hazard under sorafenib and thus pointed towards more favorable results under placebo. A
similar observation was made in the subgroup of patients with an increase in CA 125 before
progression (N=65; hazard ratio sorafenib/placebo: 1.80 [95% CI: 1.09 to 2.97]).
Progression-free rates based on a pathologic CA-125 serum level were descriptively higher
under placebo at Month 6 (difference sorafenib-placebo: -9.0% [95% CI: -22.2% to 1.5%]),
Month 12 (-11.7% [95% CI: -27.2 to 2.0%]), Month 18 (-12.6% [95% CI: -28.1 to 2.2%])
and Month 24 (difference sorafenib-placebo: -13.0% [95% CI: -28.1 to 2.4%]).

Due to the relatively low number of death events (12 patients in the placebo group and 16
patients in the sorafenib group died), the median overall survival time could not be
estimated, making it difficult to draw any firm conclusions. The p-value of the stratified one-
sided log rank test (alpha=10%) was 0.844 and the hazard ratio (sorafenib/placebo) was
1.49 (95% CI: 0.69 to 3.23).

L Inthis analysis clinical progressions, progressions after more than one missed evaluation and progressions in
follow-up were considered as PFS events.
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Among the 246 patients randomized in the study, 219 patients (89.0%) completed the FOSI
at baseline and had at least one assessment post-baseline, and were included in the PROAS.
For the EQ-5D, 220 (89.4%) and 216 (87.8%) patients were included in the PROAS for EQ-
5D index and VAS, respectively. The mean FOSI total scores appeared to be similar at
baseline and at the end of treatment for both treatment groups. A similar finding was
observed for EQ-5D index. The mean EQ-5D VAS scores were similar at baseline for both
groups, and appeared to be slightly lower at end of treatment for the sorafenib group. Finally,
none of the score changes from baseline to end of treatment for the FOSI, EQ-5D index and
VAS scores reached the minimal clinically meaningful difference for both treatment groups.

Results Summary — Safety

A considerable proportion of patients in the sorafenib group discontinued the study at a very
early stage. A total of 36.6% of patients in the sorafenib group compared to 3.3% in the
placebo group were treated for a maximum of 8 weeks and 23.6% versus 1.6%, respectively,
only for a maximum of 4 weeks. Consequently, the median treatment duration in the
sorafenib group was markedly shorter than in the placebo group (17.6 weeks vs. 51.9 weeks,
respectively) and less treatment cycles were administered (8.0 = 7.9 cycles vs. 14.1 + 8.6
cycles, respectively). The predominant reason for early discontinuation (within the first 8
weeks) in the sorafenib group was AE (in 30 of 45 patients). The proportions of patients with
dose reduction (67.5% in the sorafenib group [predominant reason: AE] vs. 30.1% in the
placebo group [predominant reason: patient error]) and treatment interruption (83.7% vs.
35.0% [predominant reason in both groups: AE]) were also higher under sorafenib than
under placebo. Only 30.9% of patients under sorafenib compared to 91.1% of patients under
placebo received > 90 to 110% of the planned dose. Additional exposure data collected after
primary data cut-off until LPLV were in agreement with the data collected for primary
analysis, and did not change previous conclusions.

The overall incidence of treatment emergent AEs was high in both treatment groups (98.4%
in the sorafenib group vs. 88.6% in the placebo group). AEs in the sorafenib group most
commonly concerned dermatology/skin events (93.5%), gastrointestinal events (69.9%),
pain (56.1%), constitutional symptoms (42.3%) and cardiac general events (36.6%), whilst
in the placebo group pain (59.3%), gastrointestinal events (55.3%), dermatology/skin events
(44.7%) and constitutional symptoms (36.6%) were most commonly reported. Clearly higher
incidences of AEs under sorafenib as compared to placebo were observed in the categories
dermatology/skin (93.5% vs. 44.7%, respectively), cardiac general (36.6% vs. 8.1%),
gastrointestinal (69.9% vs. 55.3%), blood/bone marrow (20.3% vs. 8.9%) and
hemorrhage/bleeding (13.8% vs. 3.3%). In the placebo group, the most common AEs (by
CTCAE term) were fatigue (22.8%) and nausea (21.1%). In the sorafenib group, the most
common AEs were hand-foot skin reaction (sorafenib: 66.7% vs. placebo: 14.6%) and
rash/desquamation (50.4% vs. 13.8%). These were the AEs with the greatest differences in
incidences between the sorafenib group and the placebo group. Markedly higher incidences
for sorafenib vs. placebo were also observed for hypertension (36.6% vs. 5.7%), diarrhea
(38.2% vs. 17.1%), mucositis functional/symptomatic, oral cavity (19.5% vs. 4.9%),
anorexia (16.3% vs. 4.1%) and pruritus (19.5% vs. 8.1%). In the sorafenib group, the AEs
hand-foot skin reaction, pruritus, rash/desquamation and hypertension tended to start during
the first cycle of study treatment.

AEs with greater severity were more frequent under sorafenib than under placebo (Grade 3-5
events: 72.4% vs. 34.1%, respectively). The highest incidence of Grade 3-5 events and the
greatest difference between the treatment groups was observed in the CTCAE category
dermatology/skin (49.6% in the sorafenib group vs. 1.6% in the placebo group). Grade 3-5
AEs which were notably more common under sorafenib than under placebo were hand-foot
group (98.4% vs. 55.3%). By CTCAE category, the most placebo group were
dermatology/skin events (91.9% vs. 37.4%), cardiac common drug-related AEs with a skin
reaction (39.0% vs. 0.8%), rash/desquamation (14.6% vs. 0%) and hypertension (8.1% vs.
0.8%). Grade 4 events were relatively rare (4.9% under sorafenib and 3.3% under placebo)
and there were no treatment-emergent Grade 5 AEs. One Grade 5 AE (GI hemorrhage)
occurred in a patient who was never randomized.

Drug-related AEs were notably more frequent in the sorafenib group than in the placebo
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group (98.4% vs. 55.3%). By CTCAE category, the most common drug-related AEs with a
markedly higher incidence in the sorafenib group than in the placebo group were
dermatology/skin events (91.9% vs. 37.4%), cardiac general events (30.9% vs. 2.4%),
gastrointestinal events (52.0% vs. 24.4%), constitutional symptoms (30.9% vs. 17.9%) and
blood bone marrow events (16.3% vs. 5.7%) and by CTCAE term hand-foot skin reaction
(65.9% vs. 13.8%), rash/desquamation (48.8% vs. 9.8%), hypertension (30.9% vs. 1.6%),
diarrhea (27.6% vs. 8.1%), mucositis functional/symptomatic, oral cavity (14.6% vs. 1.6%)
and pruritus (17.9% vs. 6.5%). Drug-related Grade 3 AEs were more frequent under
sorafenib (65.0%) than under placebo (11.4%). Most common were hand-foot skin reaction
(38.2% vs. 0.8%), rash desquamation (13.8% vs. 0%) and hypertension (8.1% vs. 0.8%).
Drug-related Grade 4 AEs were reported in none of the patients in the placebo group and in 3
patients (2.4%) in the sorafenib group. These comprised hemoglobin, supraventricular
arrhythmia, atrial fibrillation and metabolic/lab - other.

None of the patients in either group died as a consequence of an AE. Twelve patients in the
placebo group and 16 patients in the sorafenib group died off-study (most frequent reason

disease progression). Whilst the overall incidence of SAEs was similar in both treatment
groups (17.9% in the placebo group and 20.3% in the sorafenib group), Grade 3 SAEs were

slightly more frequent under sorafenib (14.6% vs. 9.8%) and drug-related SAEs were only
reported in the sorafenib group (12.2%). Apart from the fact that dermatology/skin events
were slightly more frequent in the sorafenib group (5.7% vs. 1.6%), there were no marked
differences between the treatment groups with regard to the pattern of SAEs. Drug-related

Grade 3 SAEs occurred mostly in individual patients; exceptions were dermatology/skin
events and gastrointestinal events. Events with a Grade 4 rating were hemoglobin and
‘supraventricular arrhythmia, atrial fibrillation’. The vast majority of drug-related SAEs had
resolved by the end of the study. For 5 events the outcome was reported as “improved”:
urticaria, hand-foot skin reaction and hemoglobin (each of which occurred in 1 patient) and
rash/desquamation (2 patients). Both the incidence of AEs necessitating dose modification
(74.0% under sorafenib and 27.6% under placebo) and of those leading to permanent
discontinuation of the study drug (39.0% vs. 6.5%, respectively) were markedly higher under
sorafenib than under placebo. Dermatology/skin events (predominantly hand-foot skin
reaction and rash/desquamation) were the events which most frequently induced dose
modification or treatment discontinuation. Treatment discontinuation due to hand-foot skin
reaction was reported in 15.4% of patients in the sorafenib group vs. 0% of patients in the
placebo group, due to rash/desquamation in 7.3% vs. 0% and due to hypertension in 3.3%
vs. 0%. Laboratory abnormalities were generally mainly Grade 1 or 2 events and most
commonly concerned hematological parameters. With regard to blood pressure, higher rates
of increased values in the sorafenib group were particularly observed for diastolic blood
pressure (diastolic blood pressure = 100 mmHg: 15.0% vs. 5.7%). The incidence of
hypertension reported as AE was clearly higher under sorafenib (36.6% vs. 5.7%). The
evaluation of ECG findings did not reveal conclusive differences between the treatment
groups. Cardiac arrhythmia AEs were slightly more common under sorafenib (5.7% vs.
1.6%).

After the primary data cut-off date (15 JUL 2011), additional safety data were collected until
12 DEC 2012 (LPLV). The additional safety data were restricted including adverse events of
CTCAE Grade 3 or 4, ongoing adverse events at the EOT, treatment-related events of all
CTCAE grades and serious adverse events, which needs to be taken into account when
interpreting the findings. These safety data were combined with the previously collected
safety data to have cumulative safety data covering the period from 04 NOV 2008 (FPFV) to
12 DEC 2012 (LPLV). In this cumulative safety analysis, most common events were of the
CTCAE categories dermatology/skin (69.5% in total), gastrointestinal (64.2%) and pain
(57.7%). Dermatology/skin events were markedly more frequent in the sorafenib group than
in the placebo group (93.5% vs. 45.5%, respectively).The same applied to events of the
categories cardiac general (36.6% vs. 8.9%), gastrointestinal (70.7% vs. 57.7%),
blood/bone marrow (22.8% vs. 9.8%) and hemorrhage/bleeding (14.6% vs. 3.3%). There
was overall a similar trend in the incidences of AEs as reported in the primary safety analysis
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(from FPFV to primary data cut-off). In conclusion, additional safety data collected did not
change conclusions of the primary safety analysis.

Conclusion(s)

The study failed to show superiority of sorafenib compared to placebo with respect to the
primary endpoint of PFS in patients with ovarian epithelial or primary peritoneal cancer. The
safety profile of sorafenib was overall as expected; compared to placebo, the rate of
treatment discontinuations due to AE - most frequently attributable to dermatologic toxicities
- was high. Additional safety data collected for the cumulative safety analysis (until LPLV) did
not change previous safety conclusions.

Publication(s):

Herzog TJ], Scambia G, Kim BG, Lhommé C, Markowska ], Ray-
Coquard I, et al. A randomized phase II trial of maintenance therapy
with Sorafenib in front-line ovarian carcinoma. Gynecol Oncol. 2013

Jul;130(1):25-30.

Date Created or
Date Last Updated:

18 Nov 2013

Date of Clinical Study Report:

14 Nov 2013
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Product Identification Information

Product Type Drug

US Brand/Trade Name(s) Nexavar
Brand/Trade Name(s) ex-US Nexavar
Generic Name Sorafenib
Main Product Company Code BAY43-9006
Other Company Code(s) BAY54-9085

Chemical Description

(1) 2-Pyridinecarboxamide, 4-[4-[[[[4-chloro-
3trifluoromethyl)phenyllamino]carbonyl]Jamino]phenoxy]-N-
methyl-(2) 4-(4-{3.[4-chloro-3-
(trifluoromethyl)phenyljureido}phenoxy)-N2-
methylpyridine-2-carboxamide

Other Product Aliases

Sorafenib tosylate

Date of last Update/Change:

28 Apr 2012
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Investigational Site List

Marketing Authorization Holder in Germany

Name

Bayer Vital GmbH

Postal Address

Germany

D-51368 Leverkusen

Sponsor in Germany (if applicable)

Legal Entity Name

Bayer Pharma AG

Postal Address

Germany

D-51368 Leverkusen

List of Investigational Sites

Investigator . ZIP .
N
° | Name Facility Name Street Code City Country
Prof. J CU Saint-Luc/UZ St- | Avenue Hippocrate 10 BRUXELL .
L IBAURAIN Luc Hippocrateslaan 1200 ES - Belgium
BRUSSEL
2 |Dr.LDIRIX AZ Sint-Augustinus | Oosterveldlaan 24 2610 WILRIJK Belgium
Institut Jules Bordet/Jules
. Bordet Instituut
Prof. Dr. V Institut Jules Service Oncologie/Dienst BRUXELL .
3 . Bordet/Jules Bordet ; 1000 ES - Belgium
D'HONDT : Oncologie
Instituut BRUSSEL
Boulevard de Waterloo
121
CH de Jolimont - gg(rav?cingr:?o?Qt ie LA
4 |Dr.BFILLEUL |Lobbes Site de meédicale 9 7100 LOUVIERE | Belgium
Jolimont Rue Ferrer 159
Prof. Dr. J Dienst Oncologie .
5 VERMORKEN UZ Antwerpen Wilrijkstraat 10 2650 EDEGEM | Belgium
Dienst gynecologie -
Prof. Dr. | UZ Leuven h .
6 VERGOTE Gasthuisberg obstetrica 3000 LEUVEN Belgium
Herestraat 49
Princess Margaret
7 |Dr.AOza Hospital-University | 610 University Avenue M5G 2M9 | Toronto Canada
Health Network
8 |Dr. P Gauthier CHUM - Hopital 1560 rue Sherbrooke Est |H2L 4M1 | Montreal Canada
Notre-Dame
Juravinski Cancer Hamilton Health
9 |Dr. HW Hirte Sciences L8V 5C2 | Hamilton Canada
Centre .
699 Concession Street
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London Health Sciences
10 |Dr. S Welch London Regional Centre . N6A 4L6 |London Canada
Cancer Program 790 Commissioners
Road East
Hr. Prof. Dr. J Charité Campus Frauenklinik u. Poliklinik
11 Se.houli. ' Virchow-Klinikum Abt. f. Geburtsmedizin 13353 Berlin Germany
(CVK) Augustenburger Platz 1
Hospital Clinico ,\S/lzr(\j/i'g: de Oncologia
12 |Dr A Casado Universitario San Pabell . B. P Bai 28040 Madrid Spain
Carlos abellon B. | anta Baja
C/. Dr. Martin Lagos, s/n
Hospital - .
13 Dra. E Calvo Universitario Virgen Servicio de Opcologla 41013 Sevilla Spain
Garcia . Av. Manuel Siurot, s/n
del Rocio
Hospital Servicio de Oncologia.
i a
14 | Dr. C Mendiola | Universitario 12 de Eli.rll\f:temo Infantil. 2 28041 Madrid Spain
Octubre Av. de Cérdoba, s/n
15 Dra. Y Garcia Corporacp Sanitaria Parc Tauli, s/n 08208 Sabadell Spain
Garcia Parc Tauli
: Servicio de Oncologia
16 |Dr-J Mel Hopsital Lucus Médica 27003 | Lugo Spain
Lorenzo Agusti .
¢/ san Cibrao s/n
Kuopion -~
DrMT S on . Department of Medicine | FIN- . .
17\ tuppurainen | Yopistollinen P.O. Box 1777 70211 |Kuopio Finland
sairaala
Keski-Suomen Medicine
18 | Dr M Yliskoski . Osasto 10/ CCU FI-40620 |Jyvaskylda |Finland
keskussairaala s .
Keskussairaalantie 19
Centre Léon Bérard
Dr | RAY- . . . . . LYON
19 COQUARD Centre Léon Bérard | Service d'Oncologie 39373 CEDEX France
28 rue Laennec
Institut Gustave Roussy
Docteur C Institut Gustave Service de Gynécologie-
20 LHOMME Roussy - Villejuif Oncologie 94805 VILLEJUIF | France
114 rue Edouard Vaillant
Centre Francois
Baclesse - Centre de
Centre Francois Lutte Contre le Cancer CAEN
21 |DrFJOLY Baclesse - CLCC - | Comité Génito-urinaire 14076 France
. CEDEX 5
Caen Avenue du Général
Harris
B.P. 5026
Centre Henry
Professeur P Centre Henty Kaplan
22 BOUGNOUX Kaplan / CHU CHU de Tours 37044 Tours France
TOURS
Centre Paul PAPIN
Centre PAUL Département d'oncologie ANGERS
23 |Dr R DELVA PAPIN Médicale 49933 cedex 9 France
2, rue MOLL
Queen Mary 5/F, Block S, 102 Hong
24 | Prof. H NGAN Hospital Pokfulam Road HongKong Kong
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Queen Elizabeth Department of Oncology Hong Hong
25 | DrKNGAN Hospital 30 Gascoigne Road Kong Kong
Policlinico A. Gemelli
. - . Ginecologia Oncologica
26 Prof. G. Universita Cattolica Dip. Tutela Salute Donna | 00168 Roma Italy
Scambia del Sacro Cuore e Vita Nascente
Largo A. Gemelli, 8
IRST Istituto
Scientifico .
27 Z:r?gdzri Romagnolo per \?igclg?ol\?lgoncelli, 40 47014 Meldola Italy
studio e cura
Tumori
Prof. N IRCCS Ist Europeo | Ginecologia Medica .
28 Colombo Oncologia Via Ripamonti, 435 20141 Milano Italy
IRCCS IDI Istituto
Congregazione Figli Dermopgtico Italiano .
29 Prof. P . Immacolata Oncologia e_d Oncologia 00167 Roma Italy
Marchetti Concezione Dermatologica IV
Via dei Monti di Creta,
104
Centro Ricerche e
Formazione ad Alta
Fondazione di Tecnologia nelle Scienze
Prof. G ; Biomediche Giovanni Campobas
30 . Ricerca e Cura 00168 Italy
Ferrandina Giovanni Paolo Il Paolo Il S0
Ginecologia Oncologica -
Dip. Oncologia
Largo A.Gemelli, 1
._. | The Jikei University Obstetrics and .
31 |Prof. K Ochiai Hospital gynecology 105-8471 | Minato-ku |Japan
3-19-18 Nishishinbashi
. The Cancer Institute Obstetrics and
32 | Dr. K Takizawa Hospital of JFCR gynecology 135-8550 | Koto-ku Japan
3-19-18 Nishishinbashi
_ Tokai University Department of Obstetrics
33 | Dr. T Hirasawa Hospital and Gynecology 259-1193 |Isehara Japan
143 Shimokasuy
The Jikei University | Obstetrics and
34 | Prof. H Sasaki | of Medicine, gynecology 277-8567 | Kashiwa Japan
Kashiwa Hospital 163-1 Kashiwashita
_— . Obstetrics and ;
35 | Dr. H Fujiwara illﬁirllle'\rﬂs?g/lcl—?(lnspital gynecology 329-0498 Sh'mOtSUk Japan
3311-1 Yakushiji
Department of
.. | Aichi Cancer Center | Gyneocology
36 |Dr. T Nakanishi Hospital 1-1 Kanokoden Chikusa- 464-8681 | Nagoya Japan
ku
_ Samsung Medical Samsung Medical Center Korea, _
37 |Dr B Kim Center 50 Irwon-dong 135-710 | Seoul Republic
Gangnham-gu Of
National Cancer Center for Lung cancer, Gyeonggi- Korea, _
38 |Dr S Park Center National Cancer Center, |410-769 do Republic
809 Madul-dong, Of
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llsandong-gu, Goyang-si,
Gyeonggi-do
, 410-769, Korea
Department of Obstetrics
and Gynecology, Korea,
39 |Dr S Kim 5‘;}‘2&‘;&01215 s | Hospital, 911-1, 158-710 | Seoul Republic
y P Mokdong, Yangcheon- Of
Gu,
Department of Obstetrics Korea
40 | Dr J Kim Asan Medical and Gynecology, 388-1, |45 735 | gequ Republic
Center Pungnap-2-dong, of
Songpa-gu
Department of Obstetrics
Ajou University anq Gynecology, Ajou Korea, .
41 |DrHRyu Hospital University Hospital, San | 443-721 | Sowon Republic
5, Wonchon-dong, Of
Yeongtong-gu
Department of Obstetrics
Keimyung University and Gynecology, Korea,
. Keimyung University .
42 |Dr C Cho Dongsan Medical . 700-712 Daegu Republic
Center Dongsan Medical Center of
194, Dongsan-dong,
Jung-gu
Gachon University 1198, Guwol-dong, Korea, .
43 |Dr C Park Gil Medical Center Namdong-gu, Incheon, 405-760 | Incheon Republic
405-760, South Korea Of
. Korea,
44 |Y Song Seoul National 101 Daehang-ro, 110-744 | Seoul Republic
University Hospital | Jongno-gu of
Severance Hospital, | 250 Seongsanno (134 Korea,
45 | Dr Y Kim Yonsei University Sinchon-dong) 120-752 | Seoul Republic
College of Medicine | Seodaemun-gu Of
Academisch Afdeling Medische Netherland
46 | Dhr. R Lalisang | Ziekenhuis Oncologie 6229 HX | Maastricht S
Maastricht P.Debyelaan 25
. . Locatie Leyenburg
47 hpﬂgr\géljDer' J Eigﬁg'fgsgggf‘rg Leyweg 275 2545 CH |Den Haag 'glethe”a”d
2545 CH DEN HAAG
Prof. J Szpiatal Kliniczny nr | Oddziat Ginekologii
48 y 1 Przemienienia Onkologicznej 61-878 Poznan Poland
Markowska .
Panskiego ul. takowa 1/2
. . Oddziat Ginekologii
Szpital Morski im. ) .
a9 D1 med.- M| 5ok Gdynskie Onkologiczne 81-519 |Gdynia  |Poland
udziak .| ul. Powstania
Centrum Onkologii .
Styczniowego 1
Oddziat Radioterapii i
Dr hab. n. med. | Wielkopolskie Onkologii
50 A Roszak Centrum Onkologii | Ginekologicznej 61-866 Poznan Poland
ul. Garbary 15
Centrum Onkologii | Kliniak Ginekologii
51 Err(t))gr?sfkri]ab. K Instytut im. M. Onkologicznej 31-115 Krakow Poland
Sklodowskiej-Curie | ul. Garncarska 11
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Centrum Onkologii - | Klinika Onkologiczna -
Dr med. K Instytut im. Oddziat Ginekologii
52 Gawrychowski | M.Sklodowskiej- Onkologicznej 02-781 Warszawa | Poland
Curie ul. Wawelska 15
E‘::\?f:%cgikolo .| Oddziat Ginekologi
53 | DrJ Poznanski | . g Onkologicznej 15-027 Bialystok | Poland
im. M. Sklodowskiej-
. ul. Ogrodowa 12
Curie
[l Oddziat Onkologii
.. | Ginekologicznej,
54 | Dr. E Kutarska C.entr.um Onkqlqgu Radioterapii i Lublin Poland
Ziemi Lubelskiej X -
Chemioterapii
ul. Jaczewskiego 7
. Gynaecological Oncology
55 |Y Chia KK'Womlen S an.d Department,100 Bukit 229899 Singapore | Singapore
Children's Hospital :
Timah Road
NUHS
Department of Obstetrics
56 |DrJ Low National University | & Gynaecology, 119228 | Singapore | Singapore
Hospital NUHS Tower Block Level 9ap gap
12
1E Kent Ridge Road
Maine Medical Women's Health Scarborou | United
57 |Dr.L A Small Partners/lWomen's | 102 Campus Drive 04074 h States
Health Unit 116 9
Medical College of
Dr.S Georgia Health Georgia United
58 Ghamande Sciences University |BA-7411 30912 Augusta States
1120 15th Street
59 | Dr. K Smith Shaljds Jacksonville 655 W 8th Street 39209 Jacksonvill | United
Medical Center e States
. 11025 North Torrey .
60 |Dr. B Duggan | >C1PPS Cancer Pines Road 92037 Ladolla | United
Center . States
Suite 200
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