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Bevacizumab 50 7 > & AMEE = tHRER
LT, HRYIOMAETH D, RBrFEMR
R, KE NCT 2 T OARERRRER 7 v
— 7 TH5 606 (Gynecologic Oncology
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GOG-0218 Monitoring Report (1)

Protocol Status Follow-up
Last Patient Enroliment on August 10, 2009

Patient Accession Data in Japan

Institution (n=9) Entry Exclusion
109/01 BEEMAKZEERERtE V4 — 4 0
109/05 BERETILER 5 0
109/07 BRESBXE 3 0
109/10 BEIxAhAt S — 6 0
109/13 BEKE 9 0
109/16 mE At R — 4 0
109/17 b RERHER 3 0
109/19 SEERE A~ hENAL S~ 4 0
109/20 EFERXE 6 1

Total 44 1
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Serious Adverse Events Requiring Report in Japan
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GOG #218
GOG PROTOCOL #218
PROTOCOL A Phase III Trial of Carboplatin and Paclitaxel Plus Placebo Versus Carboplatin and Paclitaxel Plus
Concurrent Bevacizumab (RHuMab VEGF, NSC #704865, IND #7921) Followed by Placebo, Versus
Carboplatin and Paclitaxel Plus Concurrent and Extended Bevacizumab, in Women with Newly
Diagnosed, Previously Untreated, Stage III and IV Epithelial Ovarian, Primary Peritoneal or Fallopian
Tube Cancer.

Study Chairs Robert Burger, MD, Gini Fleming, MD, Michael Bookman, MD, Michael Birrer, MD, PhD, Bradley Monk,
MD, and Sharon Liang, MD, PhD

Biostatistician Mark Brady, PhD
Research Scientist Heather Lankes, PhD, MPH

Data Coerdinator Suzanne Baskerville, CCRP

GOG 218

Paclitaxel (T)

175 mg/m? over 3 hours x 6 cycles
Carboplatin (J)

AUC 6 x 6 cycles
Placebo q 3 weeks x 5 (cycles 2 - 6)

Placebo q 3weeks x 16 g

) &

R e

Epithelial Ovarian, Pri

- Epithelial Ovarian, Primary NI .

cP:entoneal or Fallopian Tube DI ’ Pj?gan):zllg;) over 3 hours x 6 cycles

ancer i

- FIGO Stage lii with any gross o Cirsgp?g%(i) cles Placebo q 3 weeks x 16

(mggrosltéqpic or palgfég) ME Bevacizumab)('B) e

residual gisease or £ 15 mg/kg q 3 weeks x 5 (cycles 2-6) |

Stage IV 7z IR ——
E|

Paclitaxel (T)

175 mg/m? over 3 hours x 6 cycles
Carboplatin (J)

AUC 6 x 6 cycles
Bevacizumab (B) -
15 mg/kg q 3 weeks x 5 (cycles2-6) @&

Bevacizumab
15 mg/kg q 3 weeks x 16 |

Activated 9/26/05 Revised 1/16/06, 6/26/06, 8/6/07, 10/14/08, 3/16/09, 6/1/09, Suspended 6/29/09
4/13/10, 6/14/10, 9/12/11 Closed 8/10/09
Purpose

Primary Objectives
To determine if the addition of 5 concurrent cycles of bevacizumab to 6 cycles of standard therapy (carboplatin and paclitaxel) [Arm

II] reduces the death rate when compared to 6 cycles of standard therapy alone [Arm I] in women with newly diagnosed stage III (with
any gross residual disease) and stage IV, epithelial ovarian, peritoneal primary or fallopian tube cancer.

To determine if the addition of 5 concurrent cycles of bevacizumab plus extended bevacizumab for 16 cycles beyond the 6 cycles of
standard therapy (carboplatin and paclitaxel) [Arm III] reduces the death rate when compared to 6 cycles of standard therapy [Arm I]
in women with newly diagnosed stage III (with any gross residual disease) and stage IV, epithelial ovarian, peritoneal primary cancer
or fallopian tube cancer.

Secondary Objectives
In the event that both Arm II and Arm III regimens are superior to the Arm I regimen with respect to progression-free survival, to
determine whether the Arm III regimen reduces the death rate when compared to the Arm II regimen.

To determine whether the Arm II or Arm III regimen increases the duration of overall survival when compared with the Arm [
regimen.
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GOG #218

To compare each of the experimental regimens to the Arm I regimen with respect to the incidence of severe toxicities or serious
adverse events.

To determine the impact on Quality of Life following treatment with the above regimens.

Translational Research Objectives

To assess the relationship between angiogenic markers and clinical outcome including tumor response, progression-free survival and
overall survival in patients randomized to standard cytotoxic chemotherapy (paclitaxel and carboplatin) without bevacizumab, with
concurrent bevacizumab or with extended bevacizumab.

To assess the predictive value of a set of genes whose expression correlates with survival of patients with stage I1I (with any gross
residual disease) and stage IV, epithelial ovarian, peritoneal primary or fallopian tube cancer.

To bank whole blood for research.

To determine if genetic variations in genes associated with essential hypertension including WNK lysine deficient protein kinase 1
(WNK 1), G protein-coupled receptor kinase 4 (GRK4) and kallikrein B (KLKB1) predict which patients are likely to develop
bevacizumab-induced hypertension.

Eligibility

Patients with a histologic diagnosis of epithelial ovarian cancer, peritoneal primary carcinoma or fallopian tube cancer, FIGO stage I1I
with any gross (macroscopic or palpable) residual disease or FIGO stage IV, defined surgically at the completion of initial abdominal
surgery and with appropriate tissue available for histologic evaluation. The minimum surgery required was an abdominal surgery
providing tissue for histologic evaluation and establishing and documenting the primary site and stage, as well as a maximal effort at
tumor debulking. If additional surgery was performed, it should have been in accordance with appropriate surgery for ovarian or
peritoneal carcinoma described in the GOG Surgical Procedures Manual. However, the surgeon is not required to have performed all
of the items contained in this section of the GOG Surgical Procedures Manual. Those patients with stage III cancer in which the
largest maximal diameter of any residual tumor implant at the completion of this initial surgery is no greater than 1 cm will be defined
as “optimal;” all others will be defined as “suboptimal.” Measurable disease on post-operative imaging studies is not required for
eligibility.

Patients with the following histologic epithelial cell types are eligible: Serous adenocarcinoma, endometrioid adenocarcinoma,
mucinous adenocarcinoma, undifferentiated carcinoma, clear cell adenocarcinoma, mixed epithelial carcinoma, transitional cell
carcinoma, malignant Brenner's Tumor, or adenocarcinoma not otherwise specified. However, the histologic features of the tumor
must be compatible with a primary Miillerian epithelial adenocarcinoma. If doubt exists, it is recommended that the investigator
should have the slides reviewed by an independent pathologist or, if necessary, the Pathology Co-Chair, prior to entry. Patients may
have co-existing Fallopian tube carcinoma in-situ so long as the primary origin of invasive tumor is ovarian, peritoneal, or fallopian
tube.

Patients with a GOG Performance Status of 0, 1, or 2.

Patients must be entered between 1 and 12 weeks after initial surgery performed for the combined purpose of diagnosis, staging and
cytoreduction.

Patients with measurable and non-measurable disease are eligible. Patients may or may not have cancer-related symptoms.
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PATIENT ACCESSION DATA
ENT EXCL ENT EXCL

006 ABINGTON 40 0 076 COLUMBUS 72 9
011 W REED 36 4 078 ANDERSON 10 0
012 WAYNE ST 11 2 079 MASS 11 2
013 MINN 15 0 080 FOX CHASE 28 1
017 NORTHWESTN 22 2 082 WCC-UNEV 35 1
020 MISS 26 5 083 OKLAHOMA 96 7
021 COLORADO 25 1 084 VIRGINIA 16 1
022 UCLA 25 8 087 CHICAGO 26 0
023 HUTCHCRC 55 1 093 MAYO 50 6
025 PENN 49 5 094 CASE WEST 18 2
029 HERSHEY 9 0 096 TAMPA 17 2
033 CINN 7 0 107 YALE 24 1
034 NC 41 1 109 GOGJAPAN 44 2
035 IOWA 30 2 110 WISCONSIN 10 0
037 DALLAS 1 0 111 CTSU 137 32
038 INDIANA 33 6 114 GALVESTON 17 2
041 W FOREST 12 2 118 WOM & INF 22 1
046 IRVINE 71 3 120 KOREAGOG 29 1
049 RUSH 40 0 121 CENT CONN 23 1
050 MAGEE 16 0 122 GA CORE 11 0
056 SUNY-DWN 10 0 124 WESTRNMICH 8 0
060 KENTUCKY 40 2 126 AURORA HC 2 0
064 NEW MEXICO 19 0 800 CCOP 179 14
066 CLEV 29 4 999 OTHERS 125 11
070 SUNY SB 12 1

TOTAL 1873 155

ANALYSIS - CLINICAL RESEARCH
Final analysis of clinical data appears in the July, 2010 Statistical Report.
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Recurrence and Survival

Survival
By Treatment

Group

1.0
0.91
0.8
S07
2 0.6
&
IS O . 5 ]
< 0.4
S 0.3
Q.
0.7 -
Treatment Alive Died Totol
0 — JTP->P 525 300 625
’ —_ JIB->P 512 313 625
_____ JTB->B 351 272 623
O " O L T N T T T T
0 12 24 56 48
Months from Rondomization
Final analysis of overall survival is pending maturity of the trial data.
ANALYSIS - TRANSLATIONAL RESEARCH
Specimen Submissions
In progress
Submission Not
Specimen Type Time Point Received Pending Submitted Lost
FFPE Tumor Pre-treatment 1703 11 157 2
Frozen Tumor* Pre-Treatment 78 0 1795 0
Plasma* Pre-cycle 1 1290 3 577 3
Serum* Pre-cycle 1 1468 3 399 3
Whole blood* Prior to or afier treatment 1042 16 815 0
*optional specimen
Specimen Distribution and Testing
Too early/In progress/Completed
Laboratory
Objective Specimen Assay Shipped to Investigator Testing
1.31 FFPE IHC Too early Too Early
1.32 FFPE, Whole blood Genomics N/A In Progress
1.33 Whole blood Banking N/A N/A
1.34 FFPE, Whole Blood SNP - Too Early
Evaluation of Laboratory Data
Too early.
January 2012
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ANALYSIS—HEALTH OUTCOMES RESEARCH

Assessment Status

The following table summarized quality of life assessment for 1873 eligible patients.

January 2012

Received Insufficient Total Cumulative
Time of Assessment & Valid Answers Missed Delinquent Due Deaths
No. % No. % | No. % No. % Ne. No.
Prior to cycle 1 1747 933 11 06| 33 18 81 4.3 1872 1
Prior to cycle 4 1625 883 3 02| 93 51| 119 65| 1840 33
Prior to cycle 7 1558  85.8 1 01| 127 70| 129 71| 1815 58
Prior to cycle 13 1426  81.1 3 02| 181 103| 149 85| 1759 114
Prior to cycle 21 1244 759 4 02| 219 134| 172 105| 1639 234
6 months follow-up | 1111 750 1 01] 190 128| 179 12.1| 1481 392
Patient-Reported Quality of Life
Estimated Least Squares means of QOL scores at each assessment points
JTP — P JTB - P JIB—B
Mean | SE Mean | SE Mean | SE
Prior to Treatment* N=556 N=540 N=564
TOI of FACT-O 68.2 0.64 68.0 0.66 67.4 0.65
Physical Well Being 20.7 0.23 20.5 0.23 20.0 0.24
Functional Well Being 14.8 0.26 14.7 0.27 14.9 0.25
Ovarian Subscale 327 0.27 32.8 0.26 325 0.26
Prior to cycle 4 ‘ N=533 N=524 N=528
TOI of FACT-O 73.8 0.53 71.1 0.56 70.9 0.54
Physical Well Being 20.7 0.21 19.7 0.21 19.6 0.21
Functional Well Being 17.9 0.22 16.9 0.23 16.7 0.22
Ovarian Subscale 353 0.22 34.5 0.23 345 0.23
Prior to cycle 7 N=520 =487 N=512 '
TOI of FACT-O 76.0 0.54 74.3 0.56 73.8 0.58
Physical Well Being 213 0.20 20.6 0.21 20.4 0.22
Functional Well Being 18.6 0.22 17.9 0.24 17.7 0.23
Ovarian Subscale 36.2 0.22 359 0.22 35.6 0.23
Prior to cycle 13 N=471 N=447 N=464
TOI of FACT-O 80.6 0.62 80.5 0.62 79.9 0.58
Physical Well Being 22.6 0.22 22.8 0.22 225 0.20
Functional Well Being 20.3 0.25 19.9 0.27 19.7 0.25
Ovarian Subscale 37.8 0.25 37.8 0.25 37.7 0.23
Prior to cycle 21 N=407 N=378 N=427
TOI of FACT-O 77.6 0.73 79.1 0.71 78.6 0.66
Physical Well Being 217 0.26 223 0.25 21.9 0.23
Functional Well Being 19.4 0.28 20.1 0.28 19.6 0.25
Ovarian Subscale 36.7 0.30 37.1 0.30 37.2 0.28
6 months follow-up N=362 N=347 N=375
TOI of FACT-O 75.8 0.78 77.6 0.75 77.8 0.75
Physical Well Being 21.5 0.26 21.6 0.26 21.7 0.26
Functional Well Being 18.6 032 19.8 0.29 19.6 0.29
Ovarian Subscale 36.0 0.32 36.7 0.30 36.7 0.30

*: The scores displayed at randomization are row scores.
Note: A larger QOL score indicates better QOL




GOG #218

Patient-Reported Abdominal Discomfort (AD)

The percentage of ‘ Patients reporting AD (AD>0)
patients reporting AD +

(AD>0) and their mean Regimen No of valid

AD scores assessments No. % mean SD

Prior to Randomization JTP —P 555 474 0.85 51 %= 34

JTB—P 539 459 0.85 49 = 35

JTB—B 563 470 0.83 520 34

Prior to cycle 4 JTP —P 533 378 0.71 39 £ 128

JTB—P 523 393 0.75 42 £ 31

JTB—B 527 385 0.73 41 % 28

Prior to cycle 7 JTP =P 520 341 0.66 37 £ 31

JTB—P 486 324 0.67 36 £ 28

JTB—B 511 321 0.63 3.7 % 28

Prior to cycle 13 JTP — P 470 304 0.65 38 £ 30

JTB —P 447 282 0.63 38 31

JTB—B 463 303 0.65 33 26

Prior to cycle 21 JTP —P 406 262 0.65 42 £ 33

JTB — P 377 228 0.60 43 = 35

JTB—B 426 279 0.65 41 % 32

6 month follow-up JTP — P 361 220 0.61 41 £ 31

JTB—P 347 225 0.65 38+ 29

JTB—B 375 232 0.62 43 + 3.1

Note: a large AD score indicates worse abdominal discomfort.

FINAL REPORT — CLINICAL RESEARCH
Final analysis of clinical data appears in the July, 2010 Statistical Report (survival will continue to be updated).

CONCLUSION ~ CLINICAL RESEARCH

This trial met its primary objective in front-line treatment of advanced ovarian cancer. A statistically significant improvement in PFS
was demonstrated for patients receiving bevacizumab combined with carboplatin and paclitaxel chemotherapy followed by
bevacizumab maintenance, compared with those treated with carboplatin and paclitaxel alone. Patients treated with only concurrent
bevacizumab did not show a significant improvement. The interpretation of survival data is limited. The regimens containing
bevacizumab were generally well tolerated; with adverse events similar to previous phase III trials of bevacizumab for metastatic non-
gynecologic malignancies.

CONCLUSION - TRANSLATIONAL RESEACH
Too early.

CONCLUSIONS-HEALTH QUTCOMES RESEARCH

During the chemotherapy (prior to cycle 7), the patient-reported QOL scores were slightly lower in JTB — P and JTB — B than in
JTP — P, especially before cycle 4. No significant differences were noted among groups after chemotherapy completion. The patient-
reported abdominal discomfort was not significantly different during and after chemotherapy between the groups.

PUBLICATIONS

(Abstract) J Clin Oncol 28(18S) (ASCO LBA#1):946s, 2010 (Dr. Burger).
(Abstract) IGCS Proc Oct (IGCS #1348), 2010 (Dr. Burger).

(Abstract) Annals Oncol 21(s8):ESMO #978 PD:viii 307, 2010 (Dr. Burger).
(Abstract) Gynecol Oncol 120(1):s1 (SGO #7): S5, 2011 (Dr. Burger).

(Abstract) Eur Multidisciplinary Cancer Cong LBA #23, 2011 (Dr. Monk) (QoL).
N Engl J Med, in press (Dr. Burger).

Awaiting first draft (Dr. Monk) (QoL).
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epithelial ovarian, fallopian tube,
or peritoneal carcinoma: a
feasibility study. Nagao S, Iwasa N,
Kurosaki A, Nishikawa T, Ohishi R,
Hasegawa K, Goto T, Fujiwara K. Int
J Gynecol Cancer. 2012
Jan;22 (1) :70-5.

A phase Il clinical trial of
topotecan in Japanese patients with
relapsed ovarian carcinoma. Aoki
D, Katsumata N, Nakanishi T, Kigawa
J, Fujiwara K, Takehara K, Kamiura
S, Hiura M, Hatae M, Sugiyama T,
Ochiai K, NodaK. JpnJClinOncol.
2011 Mar;41(3) :320-7.

A randomized Phase I1/III trial of
3 weekly intraperitoneal versus
intravenous carboplatin in
combination  with intravenous
weekly dose-dense paclitaxel for
newly diagnosed ovarian, fallopian
tube and primary peritoneal cancer.
Fujiwara K, Aotani E, Hamano T,
Nagao S, Yoshikawa H, Sugiyama T,
Kigawa J, Aoki D, Katsumata N,
Takeuchi M, Suzuki M. Jpn J Clin
Oncol. 2011 Feb;41(2) :278-82.
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