57.

59,

60.

61.

62.

63.

64,

Rose PG, Blessing JA, Ball HG, Hoffman J, Warshal D, DeGeest K et al. A phase Il study
of docetaxel in paclitaxel-resistant ovarian and peritoneal carcinoma: a Gynecologic

Oncology Group study. Gynecol Oncol 88:130-5, 2003.

Markman M, Liu PY, Wilczynski S, Monk B, Copeland L], Alvarez RD et al. Phase 111 randomized
trial of 12 versus 3 months of maintenance paclitaxel in patients with advanced ovarian
cancer after complete response to platinum and paclitaxel-based chemotherapy: a Southwest
Oncology Group and Gynecologic Oncology Group trial. J Clin Oncol 21:2460-5, 2003.

Rose PG, Nerenstone SR., Monk BJ, Wenzel LB, and Small ]J. A Phase IIl Randomized Study
of Cisplatin (NSC #119875) and Taxol (Paclitaxel) (NSC #125973) With Interval Secondary
Cytoreduction Versus Cisplatin and Paclitaxel in Patients With Suboptimal Stage III

Epithelial Ovarian Carcinoma. Proc of the Amer Assoc of Clin Oncol 21(1), 20la. 2002.

Ref Type: Abstract

Bast RC, Jr., Klug TL, St John E, Jenison E, Niloff JM, Lazarus H et al. A radioimmunoassay
using a monoclonal antibody to monitor the course of epithelial ovarian cancer. N Engl

] Med 309:883-7, 1983,

Guppy AE, Rustin GJ. CA125 response: can it replace the traditional response criteria in

ovarian cancer? Oncologist 7:437-43, 2002.

Rustin GJ, Marples M, Nelstrop AE, Mahmoudi M, Meyer T. Use of CA-125 to define progression
of ovarian cancer in patients with persistently elevated levels. ] Clin Oncol 19:4054-7,
2001.

Rustin GJ. Use ol CA-125 to Assess Response to New Agents in Ovarian Cancer Trials, J Clin
Oncol 21:187-93, 2003,

Rustin GJ, Bast RC, Jr., Kelloff GJ, Barrett JC, Carter SK, Nisen PD et al. Use of CA-125
in clinical trial evaluation of new therapeutic drugs for ovarian cancer. Clin Cancer Res

10:3919-26, 2004,

Rustin GJ, Quinn M, Thigpen T, du BA, Pujade-Lauraine E, Jakobsen A et al. Re'! New guidelines
to evaluate the response to treatment in solid tumors (ovarian cancer). ] Natl Cancer Inst

96:487-8, 2004.

GOGO218_Protocol_Japanese_ver.2.0_20081027

2568




65.

66.

67.

68.

69.

70.

71.

72,

73.

Bamberger ES, Perrett CW. Angiogenesis in epithelial ovarian cancer. Mol Pathol 55:348-59,
2002,

Hata K, Osaki M, Dhar DK, Nakayama K, Fujiwaki R, Ito H et al. Evaluation of the anti
angiogenic effect of Taxol in a human epithelial ovarian carcinoma cell line. Cancer

Chemother Pharmacol 53:68-T4, 2004.

Le T, Leis A, Pahwa P, Wright K, Ali K, Reeder B et al. Quality of life evaluations in

patients with ovarian cancer during chemotherapy treatment. Gynecol Oncol 92:839-44, 2004,

Bezjak A, Tu D, Bacon M, Osoba D, Zee B, Stuart G et al. Quality of life in ovarian cancer
patients: comparison of paclitaxel plus cisplatin, with cyclophosphamide plus cisplatin

in a randomized study. J Clin Oncol 22:4595-603 2004.

du BA, Luck HJ, Meier W, Adams HP, Mobus V, Costa S et al. A randomized clinical trial
of cisplatin/paclitaxel versus carboplatin/paclitaxel as first-line treatment of ovarian
cancer. J Natl Cancer Inst 95:1320-9, 2003.

Wenzel L, Hurwitz H, Morin MJ, Ross R, and Chan JK. Quality of life comparisons in a phase
IT1 randomized study of cisplatin and paclitaxel with or without interval secondary
cytoreduction in patients with suboptimal stage 11l epithelial ovarian carcinoma: a
Gynecologic Oncology Group study. 2004.

Ref Type: Personal Communication

Basen-Engquist K, Bodurka—Bevers D, Fitzgerald MA, Webster K, Cella D, Hu S et al.
Reliability and validity of the functional assessment of cancer therapy-ovarian. ] Clin
Oncol 19:1809-17, 2001.

Cain JM, Wenzel LB, Monk BJ, Cella D. Palliative care and quality of life considerations
in the management of ovarian cancer. In: Gershenson DM, McGuire WP. Ovarian Cancer:

Controversies in Management. New York: Churchill Livingstone 281-307, 1998.

Giatromanolaki A, Stathopoulos GP, Koukourakis MI, Rigatos S, Vrettou E, Kittas C et al.
Angiogenesis and apoptosis-related protein (p53, bcl-2, and bax) expression versus
response of gastric adenocarcinomas to paclitaxel and carboplatin chemotherapy. Am J Clin
Oncol 24:222-6, 2001.

GOGO0218_Protocol_Japanese_ver.2.0_20081027




74.

75.

76.

T

78.

79.

BO.

81.

82.

83.

84.

Liu W, Reinmuth N, Stoeltzing 0, Parikh AA, Fan F, Ahmad SA et al. Anti angiogenic therapy

targeting factors that enhance endothelial cell survival. Semin Oncol 29:96-103, 2002.

Chen CA, Cheng WF, Lee CN, Wei LH, Chu JS, Hsieh FJ et al. Cytosol vascular endothelial
growth factor in endometrial carcinoma: correlation with disease-free survival. Gynecol
Oncol 80:207-12, 2001,

Shen GH, Ghazizadeh M, Kawanami 0, Shimizu H, Jin E, Araki T et al. Prognostic significance
of vascular endothelial growth factor expression in human ovarian carcinoma. Br ]

Cancer 83:196-203, 2000.

Tokumo K, Kodama J, Seki N, Nakanishi Y, Miyagi Y, Kamimura S et al. Different angiogenic

pathways in human cervical cancers. Gynecol.Oncol 68:38-44, 1998,

Obermair A, Wasicky R, Kaider A, Preyer 0, Losch A, Leodolter S et al. Prognostic
significance of tumor angiogenesis in epithelial ovarian cancer. Cancer Lett 138:175-82,

1999.

Alizadeh AA, Eisen MB, Davis RE, Ma C, Lossos IS, Rosenwald A et al. Distinct types of
diffuse large B-cell lymphoma identified by gene expression profiling. Nature 403:503-11,
2000.

Golub TR, Slonim DK, Tamayo P, Huard C, Gaasenbeek M, Mesirov JP et al. Molecular
classification of cancer: class discovery and class prediction by gene expression

monitoring. Science 286:531-7, 1999.

Lewohl JM, Wang L, Miles MF, Zhang L, Dodd PR, Harris RA. Gene expression in human

alcoholism: microarray analysis of frontal cortex. Alcohol Clin Exp Res 24:1873-82, 2000.

Ginsberg JM, Chang BS, Matarese RA, GarellaS. Use of single voided urine samples to estimate
quantitative proteinuria. N Engl J Med 309:1543-6, 1983.

Rodby RA, Rohde RD, Sharon Z, Pohl MA, Bain RP, Lewis EJ. The urine protein to creatinine
ratio as a predictor of 24-hour urine protein excretion in type 1 diabetic patients with
nephropathy. The Collaborative Study Group. Am ] Kidney Dis 26:904-9, 1995.

Schwab SJ], Christensen RL, Dougherty K, Klahr S. Quantitation of proteinuria by the use

of protein-to-creatinine ratios in single urine samples. Arch Intern Med 147:943-4, 1987.

GOGO0218_Protocol Japanese_ver.2.0_20081027

260




85.

86.

87.

88,

89.

90.

o1,

92.

93.

94.

95.

Steinhauslin F, Wauters JP. Quantitation of proteinuria in kidney transplant patients:

accuracy of the urinary protein/creatinine ratio. Clin Nephrol 43:110-5, 1995.

Wilson DM, Anderson RL. Protein-osmolality ratio for the quantitative assessment of

proteinuria from a random urinalysis sample. Am ] Clin Pathol 100:419-24, 1993.

Zelmanovitz T, Gross JL, Oliveira ], de Azevedo MJ. Proteinuria is still useful for the

screening and diagnosis of overt diabetic nephropathy. Diabetes Care 21:1076-9, 1998.

Novotny W, Holmgren E, Griffing S, et al. Identification of squamous cell histology and
central, cavitary tumors as possible risk factors for pulmonary hemorrhage in patients
with advanced NSCLC receiving bevacizumab. Proc Am Soc Clin Oncol 20, A1318, 2001.
(1-16-06)

Schilling et al. ASCO 2005. (1-16-06)

Han ES and Monk BJ. What is the risk of bowel perforation associated with bevacizumab therapy
in ovarian cancer? Gynecol Oncol. 2007 Apr;105(1):3-6 (10/14/08)

Therasse P, Arbuck SG, Eisenhauer EA, Wanders J, Kaplan RS, Rubinstein L et al. New
guidelines to evaluate the response to treatment in solid tumors. European Organization
for Research and Treatment of Cancer, National Cancer Institute of the United States,

National Cancer Institute of Canada. ] Natl Cancer Inst 92:205-16, 2000.

Dunnett CW, Amultiple comparison procedure for comparing several treatments with a control,

JASA 50(272) :1096-1121, 1955.

Basen-Engquist K, Bodurka-Bevers D, Fitzgerald MA, Webster K, Cella D, Hu S, Gershenson
DM: Reliability and validity of the Functional Assessment of Cancer Therapy-Ovarian. ]
Clin Oncol 19 (6), 1809-1817, 2001.

Cain JM, Wenzel LB, Monk BJ, Cella D. Palliative care and quality of life considerations
in the management of ovarian cancer. In Gershenson DM, McGuire WP. Ovarian Cancer:

Controversies in Management New York: Churchill Livingstone, 281-307, 1998.

Cella DF, Tulsky DS, Gray G, Sarafian B, Lloyd S, Linn E, Bonomi A, Silberman M, Yellen

SB, Winicour P, Brannon J, Eckberg K, Purl S, Blendowski C, Goodman M, Barnicle M, Stewart

GOGO0218_Protocol_Japanese_ver.2.0_20081027

261



96.

97.

98.

99,

100,

101.

I, McHale M, Bonomi P, Kaplan E, Taylor S, Thomas C, Harris J. The Functional Assessment
of Cancer Therapy (FACT) Scale: Development and validation of the general measure. ]
Clin Oncol 11 (3), 570-579, 1993,

Park, DC, Hao, K, Bonome, T, Donninger, H, Brady, J, Randonovish, M, Barrett, JC, Koon,
CE, Wong, WH, Lee, JY, Welch, WR, Berkowitz, RS, Mok, SC and Birrer, MJ, lIdentification
of a gene signature that can predict long-term survival in patients with high-grade late

stage serous ovarian cancer (unpublished manuscript).

Schadt, EE, Li, C, Su, C, and Wong, WH, Analyzing high—density oligonucleotide gene
expression array data. J of Cell Biochem 80:192-202, 2002.

Li, C, and Wong WH, Model-based analysis of oligonucleotide arrays: Expression index

computation and outlier detection, PNAS 98:31-36, 2001.

Durbin, BP, Hardin, JS and Hawkins, DM and Rocke DM, A variance-stabilization

transformation for gene-expression microarray data. Bioinformatics 18(1) :S105-5110, 2002,

Benjamini, Y; Hochberg, Y, Controlling the False Discovery Rate: a Practical and Powerful
Approach to Multiple Testing. JR Statist Soc B 289-300, 1995,

JHaegerty, PJ, Lumley, T and Pepe, MS, Time-dependent ROC curves for censored survival

data and a diagnostic marker. Biometrics 56, 337-344, 2000.

13.0 RAE(REFICH 5 U

GOG I, NCI (National Cancer Institute) Z iffi T DHHS (Department of Health and Human Services)
L0 TREGEHICET5KEN (Certificate of Confidentiality) | #B{fTahT5H, ZDK
BB, FRERGCC O L) RFEMENBAEZHETED LD 2EANRERNR TS Z LBk
FTHZLICLY, BBREOTFTANR—2BRELLIETHHLOTHS, ZhiZLkY, BIRDT—
ST 7 AARE2FEEIL, EE - M - 0w s L_nicEBnTh, £ERW - Fwey
DI DL LT, HETHONBEANBRLRB{T I LEEFTTHILNATES, 22TV
B L2, EREFOHEICIEEND DS VEHENICHHDS, O EELRBROWRLER
ENnB, LidoT, ZORBROADWMPIzAMSIZBNT 2 8RE oL, kA ICRES
hs,

ZORERICLVFEEENSBEANBIE, UTORKFIZBVTIREDRY Tiddzv,

GOGO0218_Protocol_Japanese_ver.2.0_20081027

262




1) HEREEZICLSARMRERAN, @, RRASHECRAER YICH L O #RE
AFmic L0 AMEROIES
2) HREHFPHEREOHSBE, BOoERRMECAFLEETELOHD HLDOIIOWT,
BIRENEARMICAMT 28B4, HD VT, 0L I RARHLRAMISVTTHRERAX
FioiREshTW38EE
3) RRRMREBR PHOBRTEICL YV BERBOHSFHICOWT, BIRESETOREICHEI Z &I
SNT, [FFRA®EE T HIPPA KERICHR S A TV D56
1) TaZTLECHROER S B E L7 DHHS (2t 2 I HA, 7= i KEE AL
(21 U.S.C.301 %) IHE Shi-$IHIC L Y FDA ([Zx+ B 1AM,
COLHREAEREEEH S VEEET S WEEOHSMRICIT, UTOMESEEND,
Gynecologie Oncology Group
Cancer Trials Support Unit (CTSU) &\»9 NCI OOF iEHER
National Cancer Institute

Food and Drug Administration

F oo Bk SR ORFA

BAZ S ETRe I I U TOEA 2 8, K4  BEES, Y-y Eda ) 74T 85—,
ZOMOWAEZEEAELES. TN, BMETHIRE ROV RIAbOMAGDET—ZICL
D RS S WCIERENICEREORFENAETHL L BN LOE VD,

GOG RBIZBINT HERED T T A 18— M T D02, BAORBIHRICT 7 & A AHER
GOG Mk (Bl ZIF. GO #EF - F—# 1 7 —=° 606 AL, #Mgh 7R E) THOTWAHILR

Bit. HIPPA 2B % b L—= 72}, £ 606 OHBEFRGICHET HBEICH>VWTHREL
TWidithidle 6740,

GOGO0218_Protocol_Japanese_ver.2.0_20081027

263



Appendix I

Appendix I

JFLSE SR D FIGO #4735y
(1985 4E)

HETHORERBEAOBRELZ LI/ HDH 0L, ABRBERICESWTIT ). EITIIRIEICH - T
iz, EEPEBEEIC SV TIIMRENZN L S8 T2 T, HRAOED LWEFTHIZONT
HERLTREBET I ENFZ LU,

136 : SRERANIRERER

[ a]: BEEAS—IOIANUZIRD L, $EEMIAA A < | ISR ~ 0 Bl i R R85
nigno,
[ bt : MR AT RIOSIRUCIRE L, #EEMAK A e < | SR~ 00 @il S iz O R2 8

nitnyo,
I oci* : RS —E = Xm0 SRR FRIG 45 A%, S ~o 2l Bt 43589 G
=0 MAKEIZESOMBBIC TEMMEORHLRD LD,

10001« SRS 25— & 7= X m DI RUCFFE L, S5 ICHBN~OEREZED S LD

0alfl: BRI/ HDHVITERLE, FELLKIZ/ HEVRIFFIZRELO,

I bW : oo ARRPIMRERICHERT S L0,

1 c W BEEEREFHEH N a £ 1 b T, #EKm~ORMLBIREREN B LRy | AR
T L vEd O#ifa S I TIEMMEORH 6D LD,

My - BEEAS— & k@O RICHFEE L. & SI0HBRA OB O N/ HH VLB, =
T REBED Y 1 EiEE LD S L0,
= B NEARICIRE LT A 23N KIS AR 2580 5 bR, iFkill~DiER
Db HERENOICENThS LR SN b ORI LT 5,
Malt]: Vo SElnBpatE CHEITAIRE IS/ MR ICIRR L TV A A%, BN i - Sy
A ME IR SR Lo,
M b : BEEEAS—ME = ORI FEL., Y /Ml T, MlFEmICHEE S

B2 c mULFTOMENEHZRH5 L0,
Melt: BEE2 cm¥ =2 HMEEPEH LN/ H AWV HMIRE 3 BERY o ffiicing

BEHLND LO,

VI - WG — 0 & 7= IO IR RIZTFEL . EREBZHI LD,
MADIEEIC L 0 VI & T2 8HE1CIE, MEEOBRE TIhA D ICEERIaZ ROR ThiER b2
W, EEFER~OEBIZIVIRE T 5,

# I e WiHHVEN c WHERICHWTTFHREF L L TOMMEFET 72010, BRI
DNTTFROEERLETDIIENAELL.

(a) : BAAMITRGEE  (b) : FHvERIEIC L 25 WANREE

GOGO0218_Protocol_Japanese_ver.2.0_20081027

264




Appendix I

(1) : MEFEefpdiarziBte  (2) : MAHIRIRS I

GOG0218_Protocol_Japanese_ver.2.0_20081027

265



Appendix II

Appendix Il

HEomRH

R FTEE LTADR GO  BEFil, @OBERE, 3 F—ARBMHERY ) — AWy V)
—., 1 UD, #ERAHLE RO ZAS

TH7245%—  INBTFTFLRn2 Y%L, IBBETHIAALY=THLLRTTHE
B5% 30 AUND, TUAX—CL B EEXLNEMBEECY 3 v 7 (WMilkAE B = 2> THMEH
90mmig SA Fic i L2y, PRRRREOBEEOH WA Wby, EMFTR L LTRES, MER, 2k Y
DERNREENS,

A G BR R
1B ARE f i P AR A 7 T —
Grade | A7 =Y | BEKFTR F AR T L i
0 0 HESER — LB IE RS | b Ly FIAARTERE : EX
IR AR
I 1 R HE IR TINEE Py FIARE(EHIAALTIZNDOLEYIES
o) e
B AP : 50mmHg AiMi75A%, 25mmig % #8 2 BP
il
2 oh 45 B 2R TR AFIY—1 & 3 DM
3 o AT S b Ly B IR - SeBARA]
% AP : 50mmHg i
1 4 HE A 22 KR A 2 I AP : 40mmHg ASii
SRR EEE PVR : EHEFELZITE LA Y RBA
L
TP : 30mmHg i
5 2 D MLEE SR AR TA T | CHRBS AP @ 60 mm Hg il
W, WEoRERD | RESDRE PR FHEITIZL A LR
# 1 5 RPTHY B L
TP : 40 mm Hg il
il 6 FEOMBIET ™ L | A7) —5 LAk
A LkBElS: BROHE
REIZBEIC AR L

AP = BESHMIE ; BP = d0/E ; PVR =AR¥EE ; TP =/2RHM/E ; ™ =ZRPR
2% Pentecost MJ, Criqui MH, Dorros G, Goldstone J, Johnston KW, Martin EC et al. Guidelines
GOG0218_Protocol_Japanese_ver.2.0_20081027

266




Appendix II

for peripheral percutaneous transluminal angioplasty of the abdominal aorta and lower extremity

vessels. Circulation 1994: 89: 511-31.
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