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procurement and condition as well as patient eligibility, evaluation criteria, statistical considerations, and
relevant clinical information.

For each shipment, the GOG Tissue Bank staff will need to e-mail the investigator and the GOG Statistical and
Data Center an electronic file that includes an inventory of all specimens included in the shipment with the
specimen specific identifiers as well as quantity and condition of the specimens being shipped. The GOG
Statistical and Data Center will email the investigator an electronic file containing the specimen identifiers with
relevant information regarding specimen condition, suitability for testing, eligibility/evaluability for a given
component of the research study, and fields for the laboratory data. The investigator will need to use the
specimen identifiers in the electronic file from the GOG Statistical and Data Center to avoid having to enter
these identifiers thus reducing redundant data entry and minimizing the chance for errors when connecting the
laboratory testing data to the clinical information for the GOG participating institutions.

The investigators performing the laboratory testing on any GOG-0213 specimens will not be given access to
any personal identifiers. The investigators will be responsible for the direct supervision and oversight of the
laboratory testing performed on these specimens. The individuals at the respective laboratories will be
responsible for keeping accurate records of all laboratory testing performed on the GOG-0213 specimens,
ensuring that the laboratory testing results are linked to the appropriate specimen-specific identifiers and
transferring relevant laboratory data to the GOG Statistical and Data Center for analysis. The study chair will
coordinate with the study co-chairs, scientific collaborators and the GOG Statistical and Data Center to analyze,
report, and publish the study results.

A. Archival and Formalin-Fixed Tissue Specimens (Primary, Metastatic and/or Recurrent Tumor
as well as Adjacent Normal Tissue) '

When appropriate, the GOG Tissue Bank staff will be responsible for shipping a specified number of
unstained sections from conventional paraffin blocks and/or the GOG-0213 TMAs to Dr. Michael
Birrer at MGH Cancer Center and/or a CEM-approved investigator for biomarker, proteomic and
genomic analyses. Laser-capture microdissection will be performed as need to examine cell type-
specific expression profiles. The exact choice of the biomarkers and profiles to be evaluated and the
assays to be performed in this specimen will be reevaluated based on evolving data in the field.

B. Frozen Recurrent Tumor and Normal Tissue

When appropriate, the GOG Tissue Bank staff will be responsible for shipping a specific quantity of
frozen tumor tissue, frozen sections and/or scrolls from select GOG-0213 patients to Dr. Michael
Birrer at MGH Cancer Center and/or a CEM-approved investigator for biomarker, proteomic and
genomic analyses. Laser-capture microdissection will be performed as need to examine cell type-
specific expression profiles. The exact choice of the biomarkers and profiles to be evaluated and the
assays to be performed in these specimens will be reevaluated based on evolving data in the field.

C. Pre-Op Serum and Pre-Op Plasma

When appropriate, the GOG Tissue Bank staff will be responsible for shipping an aliquot of
satisfactory pre-op serum and pre-op plasma from select GOG-0213 patients to Dr. Michael Birrer at
MGH Cancer Center and/or a CEM-approved investigator for biomarker and proteomic analyses. The
exact choice of the biomarkers and proteomic profiles to be evaluated and the assays to be performed
in these specimens will be reevaluated based on evolving data in the field.

D. DNA from Whole Blood
‘When appropriate, the GOG Tissue Bank staff will be responsible for shipping an appropriate quantity
of DNA with corresponding Q/C data to Dr. Michael Birrer at MGH Cancer Center and/or a CEM-

approved investigator for whole genome SNP-associations studies and/or evaluation of individual
SNPs.
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XII. Distributing Specimens for Future Research

All of the residual tumor, tissue, serum and plasma specimens still remaining after completion of GOG-0213
and any whole blood collected from women on GOG-0213 will be banked in the GOG Tissue Bank and made
available as needed for approved cancer or non-cancer research projects based on GOG Tissue Bank - Specimen
Distribution Policies if the following condition is satisfied: Each study patient in question must have provided
permission for the use of her specimens for cancer and/or non-cancer research. These responses (choices) will
be documented on the informed consent document that the patient signs for the protocol and electronically when
the staff at the treating GOG institution enters the patient’s choices online using the Specimen Consent
Application available on the GOG website.

The Specimen Consent Application also captures the patient’s decision regarding (1) the use of her clinical
information collected by the GOG as part of her participation in this trial for future research that uses her
specimens, (2) the use of her specimens to be used for future research to study changes in genetic material
(those passed on in families or that are not passed on in families but are either natural changes or influenced by
environment and lifestyle), and (3) for someone at your institution such as a doctor or nurse to contact her in the
future to ask her to take part in more research.

The specimens will be used for research purposes only until they are used up or until the patient changes
her mind. The staff at the GOG treating institutions will use the Specimen Consent Application to amend the
patient’s choice(s) regarding the future use of her specimens if the patient changes her mind. This application
shares information with the GOG Statistical and Data Center and the GOG Tissue Bank and has management,
reporting, confirmation and validation features. If the patient does not give permission for the use of her
specimens for future cancer or non-cancer research, the GOG Tissue Bank will be instructed to destroy
(incinerate) any remaining specimens to insure that the patient’s wishes are honored.

Chairs of the GOG Committee for Experimental Medicine and the GOG Tissue Utilization Subcommittee will
coordinate to make decisions regarding when specimens will be distributed to approved investigators for
approved laboratory testing. The GOG Statistical and Data Center and the GOG Tissue Bank will work
together to coordinate the physical distribution of the specific specimens for select patients to the approved
investigators for laboratory testing. Specimen selection will be based on information regarding specimen
procurement and condition as well as patient eligibility, evaluation criteria, statistical considerations, and
relevant clinical information. The GOG Statistical and Data Center will email the investigator an electronic file
containing the specimen identifiers with relevant information regarding specimen condition, suitability for
testing, eligibility/evaluability for a given component of the research study, and fields for the laboratory data if
appropriate. For each shipment, the GOG Tissue Bank staff will e-mail the investigator and the GOG Statistical
and Data Center an electronic file that includes an inventory of all specimens included in the shipment with the
specimen specific identifiers as well as quantity and condition of the specimens being shipped.

The investigators performing approved research on any GOG-0213 specimens will not be given access to any
personal identifiers. The investigators will be responsible for the direct supervision and oversight of the
laboratory testing performed on these specimens. The individuals at the respective laboratories will be
responsible for keeping accurate records of all laboratory testing performed in the GOG specimens, ensuring
that the laboratory testing results are linked to the appropriate specimen-specific identifiers and transferring
relevant laboratory data to the GOG Statistical and Data Center for analysis. The approved principal
investigator (PI) will coordinate with co-Pls, scientific collaborators and the GOG Statistical and Data Center to
analyze, report, and publish the research results. Any presentation or publication will comply with the GOG
Publications Policy and acknowledge the National Cancer Institute grants to the GOG Administrative Office
(CA 27469), the GOG Tissue Bank (CA 27469 and CA 11479) and the GOG Statistical and Data Center (CA
37517).
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Appendix IV

NCI Standard Protocol Language (as of March 26, 1998) Standard Language to Be
Incorporated into All Protocols Involving Agent(s) Covered by a Clinical Trials

Agreement (CTA) or a Cooperative Research and Development Agreement
(CRADA):

The agents (hereinafter referred to as “Agent”), Bevacizumab, used in this protocol are
provided to the NCI under a Clinical Trials Agreement (CTA) or a Cooperative Research
and Development Agreement (CRADA) between Genentech, Inc. (hereinafter referred
to as “Collaborator”) and the NCI Division of Cancer Treatment, Diagnosis. Therefore,
the following obligations/guidelines apply to the use of the Agent in this study:

1. Agent may not be used outside the scope of this protocol, nor can Agent be transferred
or licensed to any party not participating in the clinical study. Collaborator data for
Agent are confidential and proprietary to Collaborator and should be maintained as such
by the investigators.

2. For a clinical protocol where there is an investigational Agent used in combination
with (an)other investigational Agent(s), each the subject of different CTAs or CRADAs,
the access to and use of data by each Collaborator shall be as follows (data pertaining to
such combination use shall hereinafter be referred to as “Multi-Party Data.”):

a. NCI must provide all Collaborators with written notice regarding the
existence and nature of any agreements governing their collaboration with
NIH, the design of the proposed combination protocol, and the existence
of any obligations which would tend to restrict NCI’s participation in the
proposed combination protocol.

b. Each Collaborator shall agree to permit use of the Multi-Party Data from
the clinical trial by any other Collaborator to the extent necessary to allow
said other Collaborator to develop, obtain regulatory approval or
commercialize its own investigational Agent.

c. Any Collaborator having the right to use the Multi-Party Data from these
trials must agree in writing prior to the commencement of the trials that it
will use the Multi-Party Data solely for development, regulatory approval,
and commercialization of its own investigational Agent.

3. The NCI encourages investigators to make data from clinical trials fully available to
Collaborator for review at the appropriate time (see #5). Clinical trial data developed
under a CTA or CRADA will be made available exclusively to Collaborator, the NCI,
and the FDA, as appropriate.
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4. When a Collaborator wishes to initiate a data request, the request should first be sent to
the NCI, who will then notify the appropriate investigators (Group Chair for cooperative
group studies, or PI for other studies) of Collaborator’s wish to contact them.

5. Any data provided to the Collaborator must be in accordance with the guidelines and
policies of the responsible Data Monitoring Committee (DMC), if there is a DMC for this
clinical trial.

6. Any manuscripts reporting the results of this clinical trial should be provided to CTEP
for immediate delivery to Collaborator for advisory review and comment prior to
submission for publication. Collaborator will have 30 days form the date of receipt for
review. An additional 30 days may be requested in order to ensure that confidential and
proprietary data, in addition to Collaborator’s intellectual property rights, are protected.
Copies of abstracts should be provided to Collaborator for courtesy review following
submission, but prior to presentation at the meeting or publication in the proceedings.
Copies of any manuscript and/or abstract should be sent to:

Regulatory Affairs Branch, CTEP, DCTD, NCI
Executive Plaza North, Room 7111

Bethesda, Maryland 20892

FAX: (301) 402-1584

The Regulatory Affairs Branch will then distribute them to the Collaborator.
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APPENDIXV
CARBOPLATIN DOSE CALCULATION INSTRUCTIONS
The Cockcroft-Gault formula will be used in GOG trials (not the Jelliffe formula).
Conversion of IDMS creatinine levels to “non-IDMS” values will not be permitted.

The carboplatin calculation tool on the GOG website has been updated. A legacy carboplatin
calculator (using the Jelliffe formula and IDMS to “non-IDMS” conversion) is also available, if needed
for dose modifications (see below).

Dosing of Carboplatin:

1)

2)

The carboplatin dose will be calculated to reach a target area under the curve (AUC) according to
the Calvert formula using an estimated glomerular filtration rate (GFR) from the Cockcroft-Gault
formula. '

The initial dose of carboplatin must be calculated using GFR. In the absence of renal toxicity greater
than or equal to CTCAE Grade 2 (serum creatinine >1.5 x ULN) or toxicity requiring dose
modification, the dose of carboplatin will not need to be recalculated for subsequent cycles, but will
be subject to dose modification for toxicity as noted in the protocol.

Carboplatin doses will be based on the subject’s weight at baseline and will remain the same
throughout the study. However, the doses will be recalculated if the patient has a weight change of
greater than or equal to 10% from baseline.

In patients with an abnormally low serum creatinine (less than 0.7 mg/dl), the creatinine clearance
should be estimated using a minimum value of 0.7 mg/dl. If a patient is currently being dosed using
a creatinine value less than 0.7 mg/d|, adjust dose with next planned treatment.

For trials where patients enter and are treated within less than or equal to 12 weeks of surgery: Ifa
more appropriate (higher) baseline creatinine value is available from the pre-operative period
(within 4 weeks of surgery date), that value may also be used for the initial estimation of GFR.

CALVERT FORMULA:

Carboplatin dose (mg) = target AUC x (GFR + 25)

NOTE: the GFR used in the Calvert formula should not exceed 125 ml/min.

Maximum carboplatin dose (mg) = target AUC (mg/ml x min) x 150 mi/min.

The maximum allowed doses of carboplatin are:

AUC 6 =900 mg

AUCS5 = 750 mg

January 2011
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AUC 4 = 600 mg

For the purposes of this protocol, the GFR is considered to be equivalent to the estimated creatinine
clearance. The estimated creatinine clearance (ml/min) is calculated by the method of Cockcroft-Gault
using the following formula:

Creatinine Clearance (mL/min) = [140-Age (years)] x Weight (kg) x 0.85

72 x serum creatinine (mg/dl)

Notes:
1) Weight in kilograms (kg):

a. Body Mass Index (BMI) should be calculated for each patient. A BMI calculator is available at
the following link: http://www.nhlbisupport.com/bmi/
. Actual weight should be used for estimation of GFR for patients with BMI of less than 25.
c. Adjusted weight should be used for estimation of GFR for patients with BMI of greater than or
equal to 25.
d. Adjusted weight calculation:
Ideal weight (kg) = (((Height (cm)/2.54) - 60) x 2.3) + 45.5

Adjusted weight (kg) = ((Actual weight — Ideal weight) x 0.40} + Ideal weight

e. If a patient with BMI of greater than or equal to 25 is currently being dosed using actual weight,
adjust dose with next planned treatment.

2) The Cockcroft-Gault formula above is specifically for women (it includes the 0.85 factor).
At the time of a dose modification for toxicity:

1) Ifthe creatinine at the time of a dose modification is lower than the creatinine used to calculate the
previous dose, use the previous (higher) creatinine; if the creatinine at the time of a dose
modification is higher than the creatinine used to calculate the previous dose, use the current
(higher) creatinine. This will ensure that the patient is actually receiving a dose reduction.

2) |Ifthe dose of carboplatin (mg) at the time of dose modification, is higher than the previous dose
due to the use of the Cockcroft-Gault formula [when the previous dose was calculated using the
Jelliffe formula and IDMS to “non-IDMS” conversion (if applicable)], use the same method that was
used to calculate the previous dose [Jelliffe formula and IDMS to “non-IDMS” conversion (if
applicable)], to calculate the dose of carboplatin {mg) at the time of dose reduction. A legacy
carboplatin calculator is available on the GOG website for this purpose. This will ensure that the
patient is actually receiving a dose reduction.

January 2011
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DX RBEDREN DL L b OB EELFBREICEITLTWAZ EXRBEND V34T, 20
FAEIZL Y, TIRHBEEREFH & FRICHE < salvage (BHEERIC L > CTEEHBAEEICHEX
NAEZERBENPUDETEIN, DVEED Y ) —X 2R 2 24EFHM P REZ, ZRFER
N5 34.4 A, BENPDI.9BH LAY, salvage (LFEEICET 5 T C—BRAIC®EINT
WAHHEIMZE EE->TWE, ZORBEDOL 9 —20EB T REFERIT, ZIROFHTRIC salvage /L%
FIEEZ T P oltBEOHRZWHOEFHRTRIE 48.4 7 A) 2, #ilaELZITAEDOL
EFERTRE (2490 8) 2RkEL ERIoH#Z ETHoTz, EBIT, salvage EIEDEHRTICE
WEZITEAEOBLZ 40%0NEBEEFEULEFLZDIK LATTEES V—7TiZb$Hh 15%
Thotz, HETREX I, REBEEZI -7 FTEERAD a— R IER L BF L ZIRBER
RCFE T 7 F T EREAORELZZ T -AEOmE & LATHMIZEDL L2, salvage {LFE
BN CREEREFN 2RI -2/ NV —T LI EBVER Tho T, BEHL ., FOREIZ
salvage (LB L HRITEENEAMMELEFZIRTHZ LI d L BEbRs, Lz, FFok
B &, “RHEBBEFINEZRADIDEED salvage FEIER LW salvage {LHBEIC & A 1HER
B SR L 72 BE DERBEFERICRET A Z LiX, TOBRDEFEDF ¥ o A K& B O FEE
WNRH D, ZHRT V¥ AMEBROMNTIOEREZEMTDZ LICL >, BREEMEINERA
FEOEFFHEMEZENIIKETD Z L2202 b LR,

2.3 BHREEEEOERBAERIL (10/01/12)
BRREEEZZITHAIEDPEZNIIEIGE SNAIELEALDOBREZ ALFEEEHEIND Z LI
2B, TNET, BENZEHOER (= FRIVF, VR —</ FXIALEY Y, MRTFH R
E) KOWTZDOHRET TCORENRERZARINTEZ, EHIZ, TOMDONL D1 OEE 1B
BENTBYVEREEHZETHIZENILIAEEINTWS, 2D OFHEEFNMZYEEET TOE
EREL LT RICERA STV A Z X VBEI L 7T FFRIFIBRAVONS, DIRE L1597
D B DIEFEEEPIER LTS H T, BRI LV Z<0BFIIH LTIV E DEFIE LY
EHOICEBEEL TS, ZRIZHD22D LT, ZOFENEFHMOBANDEFIC L OBREDR
EHbBLTWADONBIONTIETREATH S,
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XL, BRREVPROONIBFIIR LT, EOEFF - IEFGFREZ N OED B D)
EEDIIICHETENTH D, < DBEREZ. REOIMYFTE L THEEZED front-line 1RER
DEMEEHMESEZEIZ LTS, 6 VAL EEROBEZ, —&RIZ, 77 FFHENIC L 5 BIREICRE
ZHERTAREERD D LAREIND, ZOWET T I FTEAZRAVABORNMEI, FR3E
HICHREZZTDBREFICELTAHEZ O LTV, EFEHEA LY EHHICESEEICRL
T, —REEE LTI BRICENT 5277 FF8H L & 55 U BEIGHRERIC L B TRENR—
BIZATOND, ZO L5 RIpEESN EORELEFYHRICEELZ RIZTTONTHALNIC R > TV
WA, BRBONEEDT v F MMERBROT — 2 P LU TORNTREIND :

o IRTIU FTAVEEL VRS =< FEIAEI L, BROAT U EZXENREDHR
DIET T FFTEANL, 7 FMEEMMRROT 7 FF 8K LT, BHRBIOCEFHHO
REDELEIL TV D,

o TIFFTEEMELITIFIMEAEOR T, INLOFHERICKITEIENOETBES
nighotz, LELREBRL, 77 FTEREHRADBEDOM TEDDRIRBD LNV FRT
BB LT, URY —<)L FE YA LI L AIEE CIIETYMERDENET I N
8, ZOHEMAIZIT-X Y LTWARWE, ELL10RNEMOERATEME X iITRBRTF4A (MR
T THREBRBEANZNES VR —<L FERIAEVCOFIARBRESRTWS) IZBEEL
TVWBHEEERD B,

o FIFFHEIF BIOTTFFEAOHAIL. FTF T REEMEREIIS UTRFIZENT S >,
TIFFEEIE F XY U EAIGRBEEIIO R LV T F T EAI L AREOEMERD B LA
b, HAKEEFEMFHERROT —F TIHEERMOIBR TWAZ EBRRBENTNS Y, 20
RRTT ¥ AMEE SN BEMTRERNTHRICHREIN TOARSER & ITLITuvi
Mofei, IVERENZEAZNEE LD O —2D T U ¥ AMEE NHEEERRR TiX, EBE
DRV EEOICHERIN 2, EBIZ, FLAVI VL EINRTITF DT & AMEBERRA
BRCIX, 75T EEEOBREICRT 2 EMEAGEHRANINVATS TF UBEAIL Vo TND
TENEFENT B, EFHREEDRIIFTORBONU—BRE LTV RENRI-
77

o EE, FAVEELL, ANKRTSFr, _RRVASTZFALVEEY IARTSF o L
Sh, EEEAGHMOEE (12.4vs 8.4 7 A, ~F— i : 0. 48, 95%{EFHX[H : 0. 39~0. 61) .
EohEOHEE (79% vs 57%, P E<0.0001), BIOESHHIMOIER (10.4 vs 7.4 B H, 95%
fEREX M : 0.41~0.70) MFEH &z, REORE TIIFZE TRV, eI hiz 50%TV
BERIIBWTAAFHRERIIR NP5,

INLOMEERNS, EFHMEEDRNVERICREOI, 7I7F 5T (BIUOFXH2) &K
ZHEDFEER DD EEZDNAIBHFIIH LT TFF_N—2A R EECDD B b,
FREOL S IR EDBREFICRBWNTHERC LA EFHHERDREVEE SN, BFAEEC
FWEEBMTDZ LWL o ThE b SN DEFHMA~DEELRILTH12DIZ, T F A
BREEHTINENRD B,

2.31 FeZxFEN
ZxYUBENT, Fa—T V) VERFOREREREEDZ L THINENES ZFENICH
ELTEMEIRL I TEEOIBAKITHD * 15, "7 JEXELE FEZFELD
MERTFZF 77 IV —IZB L. TERDIEFEREIC L DTERITSOUL LR WERIZR LT
EHERT, N7 U XX VTKRFEEATF A (Taxus brevifolia) OBENLELND VT
N ALEYTHY . FEXZXFEAEIT—1 v /31 F A (Taxus baccata) DOFHREED & HHH
ENBEW, 10-TTEF ANy IF L NMOEERFERTHD, N7V FXELE FES
F B /VOMBIHEERERICHE IR Z L3720 S, FeEZxerid, A7) &xE
GOG-0213_Protocol_Japanese_ver.10.0_20121022
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IVTHHERER BT DERRIEME L R U< | in vitro TIEMENEKRT 5,

~ In Vitro {&#%

NIZVEXENVEEBE L P VoMt E:, BHo~v 28X e FoRSHME
BREBERACBOLWTGEHELEZ, FEFZSFE L CEMBERLVRATHD (1.3~12) =
EAHB U=, ZoORRIT., ERTELMIENEBEN L VBV &, MNVEICRHT 580
MEREVENZE, BIUHBEOKHR L Vo< D LTWA I BRI TE R W, X
B2, FeEZFEME, Br b ATOBRICEELRITL, BRI Eﬁ\%%kméﬁ
52 INObDOMBANTREIAESREN, X7V EXELOEA LERTREZ B DOKM
fatE% X VAT HREAL 2o TWAHREMENR D D, FOMDOFIEEA & OREMmMEICE
L Ci%, P388/D0X;, CEM/VLB 1000 3 L VF ¥ 4 =— A bR Z —FEL AUXBL %72 & DL HIT
HFIERIZB W T FEZ ST 2 REMENRRD bz 2, LrLaRs, K-
DT Y RAFUTHEERRBET AN P-EY VNI EESEEET B F v A =— AN LA —FH
BHRIZBWNT, FEZFEMixd 2 REMEITHR I 227 B, 2% 0, SHImE
RFEMERBRAT IV T T4 2BV T, FEZF BT 2 REMEIZABICIIRERSh
Rtz WS Z Lilid ¥ ZThOORTRIE, Fe&XeAn "7 )& e mttiiiaz
BWTEMETHD Z EERTHBEEOMEL KL 6 M2 T, HFEOMBEKIZBNTY
AT T F KT HREMERI R SN of 112,

- U RBEEET VTR BE S
Bl6 A5 /) —~D< YA EEETNTiE, FEZFEALBT U ZFE/IZR UTHLIZE
FLIZSL o TND Z EPEFEEI N, BHREOE A EEX 7V ZXELrm 2.7 2 RLE
B FEZXENL100 ng/n? ik, 77 FFMEINEREIZ% D second-line {EHE & LT, 23~
0% DENRTHEEREME TR L 8, SWEIE, 7 UV X ATEEECBITAZED
EHIZOWTOMENMTbNTZ, N7 V2 X ARELEIIET S 21 BE0 FEZxtEL
100 mg/m? OFeECTiE, FEMATEERAE 41 NIZBITAEDRITI 17.5% Th o722, &b,
R ZXEUMREIREEICXTARED FEZ X A&5 L, SEMREEREAE 8 J\ 233
W 37. 5% DEZNENEFEH LT EN P, In vitro, in vivo BEUEERT— &2k 3
. FEEFENVETSTFFRIFIE NS U L OFEERERICERT 5L L L'C}E%"
WWEETH D, 8~48%DEFICREMFFERBONRAEL, MIREENAEHIBEEL 2D
2628 FFSEENIR T A2, MEREHEELNNCLVEFEL 25 Y, FE4FE/1 100 ng/n?
Tﬁ%%miéﬁ% EEENSHHRE LR VEBEIZET 3 LB ENEEHRE Sz, SGOT
%L<HS@Tﬂ§§ﬁt@®15PutiKMTwﬁU7f2775~€ﬁ§$ﬁt@®
2.5 fFLLEE BRINDAEEREREZ IRV TIL, BEWEFTEREA Y 23.8% vs 12.9%
(m&%)ﬁiwﬁﬁaié%t#u9%vs1m6@00m)&iwﬁw%&4mmb%
N, - T, ZORRIZITAFEEICETIHLOEERLETHS,

b MBI HERE

BEHOFIERRBLVC1IHOT X AMEEMMBERREL EH L., B X OERINEEIC
%75 FEZ X NDBEREESMELTEE L7, 606 Z{K L TRose LRWEL, FFFF
BLOZ XV UIHERRRE WIEEEZ TS 6 TALUNOEITLEES) PNRDHONLAE
#F 60 NZBWNWT 22. 4% DETEEE (BERDESNBLIOHSENE 17T%) 2R LTz, Z0D
BRERTIE FEZXE/L 100 ng/m® &G Ihiz, ZORETRED 75%I2 Grade 4 DOILEE
HRFER E N 2, FEEIZ, Verschraegen &L, T TN {EV 30 A DEELATRE/ 2 B
ZRWTENE 23%B LU 3.5 b A OEREALFHE P REL®E Uiz, Grade 4 DOFERIER
BoRTa havDBED 12%ICFBIR LD, Rose DR EFRE, SHE (100 mg/n?) O
FeZXEVOFEETH o= P, Markman (X, # X4 U MHHEIIREERE 30 AICBWT FE%
FE (75 mg/m?) ZFHE L7z, ZORRT, ¥FXV UM 7 U 25w VEEND 3 0
ALURNICETTAHEAEEE SN, X7 VXA KREEDORRATNLIVEVAEICH
LTix, ETLEES, FEZXEARERNII NI ) ZXFENMCLEBRENMTDORZ, =
DORERIZEBNT, 3 A (10%) ODEFIZEZENENZENRBD LN, BREEBIOEELED
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nAH, MRFMHEILET L (30%. Grade 4) %,

B OMERE 2R — MBI 2 FEMRBREMEICE ST, front-line OINEEIRE
R AV UEE LTI F T RAIGREE R BT A T v X MUBRRBRNER S,
BEHRE SN, Vasey biE, FEZF L/ INVRTTF U HERBELEREED A7 ) ¥
XN HNRTZF L, T2 EREARFLME (15.0 vs 14.8 WA, ~P—F
F:0.97 (0.83~1.13)) BI 24 H AR 24FE (64.2% vs68.9%, N¥— N 1.13
(0.92~1.39)) Z#E L7, 1,077 ADBEZRGE LEZORB CIIBEENELIERD,
FEZ XA TR X D AR MREEN R b1 (Grade 3,74 DIBRIERIEAMNE 94% vs 84%,
P<0.001), TV EXEVNL/AINKRTFTF U TIHRE L EFHOHBREEN I VE LY EL
Bz (11% vs 30%, P0.001) ¥, ZHHDRRICEY., FEXXvLVOBERMEMHES
L OREMRHESLEN, N7 ) ZXF B EOREMERRVAEENTERENDS, FEFX
LT AHELAERRGEER VI DL, bhbhiIRBEEESOREESL
Thng/m* & B L HIERT B,

2.4 MEFERERE UIBEOERIRIL

mMEFHER, BREEOBRERIOGEL5| &R I TEANRBEDO—2TH S, BEMIRB LT
ERRWEHE» S RIS/ RE~LE N MRETERF (VEGF) 72 & o EHERER T % K
THZEREY, MBEFEL ST ARENEREINDFREENRD S, IIEBEOEITE L UTFEI
MEFENFORIEREEZRIZLTNE LN I EEL OFEYEH D ¥%8, MEFED AL I ~v—A—
DB L EEMEINEBEOWE & OMICIIBELRBRID D Z &b, ERNZ L 2 MEHEDHEN
JEEOHEAT & MEIT A FREMEN TR SN D 9, $i VEGF FFnE /) 7 u—F PR, SEER
BTG RERERETT VB W CIREOEDME EIE L TE /- 4, "NV Xv 7k~ AHiE b VEGF
E ) I a—FAGED e MRS X BIHAR T, rhuMAb VEGF & FEIZH %, _AY X= Iz 20T,
BEREEAEDEEDOHEELZIAETIER L LTOEA, BLIUOEBEEREEREDKRBETE
TOHEEE LW DRI L FEE L ORI K AERICHET CERBERENBE SN TE R 2,
TI5FF S F XY UETEOBER EAEINRER L OREREBEREEOBE AR L LAY X
< THENC L AR OE TR, GOG(G0G-0170D) 2>b#E S, Z 0E IHRERIZIZ 62 A
DEGEEN, 17 T%DOEBEHEDRNBELES N 8, EDHRIL 10.3 VA ThoT-, BEHIFRSE
HRRRBETEMEER R E RIS EHEINAEHIZ LTI, ZhiTRBICEREREERERTH
o7, L. BigE, e L OEBEREDFOMOBERESR CANAV X 7HARICEE IR
DEFHHMERDREEZD &, IIERBEREE BN CUIMEFEEL OFRICEAL TSI bR HRAEN
VETHD,

2.5 FHIfaEERA & AR R E O ERARIL

D BEREEICBT ARTEERFE 2 Db IR REOE I 368 X S IHHERRROFEL b | $Ek D
MM IEOTIEBIEMEII AR AV X7 L OfFARRICHEERTH Z ENAL IR T, BlXIE,
Devore HiX, MB #B X CIVEADIE/NIRMEEASE 99 A LT, BEABETTHE T2 BEHR
BUZEBAONKRTTF /R0 ) X LOBEME TNV X7 (7. 5ng/kg £72i% 15mg/kg)
EOBFRBED 3L DT U MEETHERRIZOWVTHRE L, BT, {LEEEEMED
31.3% (32 AF 10 A) &HEE L, "NV T HABOEKAETIX21.9% B2 AFT7TAN), &H
BTi142.9% (35 A 14 N) Thotz, ZOBRFEFATOE I /MAERERIE ECOG (2L EfEg X
., BRERBRHEEZLTNHS,

SVEERZ LIZ, BERESNEZ, 800 A2 BADRBEOGBMERKIGEEEEZ NV X<T 1
FE+Saltz LFEIEIC L BHE G-FU/ mA 2RV v /CPT-11, IFL) b U< X Saltz EE+75
TR LEOWTRNICT v F MMEEIS S-S IAERERR AVF2107 T, ZEFHMEER Th 2477
HEOEENZERL SNz, TORDOIZET, BELEZLEZIAZIETDINICEREDZ b D LR, £
ORBR T, EEEAGFHN, 29E, BLOEDHMICETIEIKRMIFHEEE bER I (KR
REE),

GOG-0213_Protocol_Japanese_ver.10.0_20121022
10

— 152 —



IFL/ RNV X< IFL/ 75 &R NF— R

(n=403) (n=412) (p 18)

EPIES 44. 9% 34. 7% (0. 0029)
LA FE A R P A 10.6 5 H 6.2 4 A (0. 00001)
AEFHRPE 20.3 4 A 15.6 57 B 0.65 (0.00003)

Hiffn, e, EEEEEARBIOCEMETE IFHERR IR Z VB3 Z2HICMERVERE L
THRIESNTN, ZOFEMERBRTITIZ U— F3O0EMER X OEIRIMARIE D48 & 2288 L
o

BEREOETKGEREZNRE LI N LV REDOKBET v ¥ MEEMERBRO T ERRIC
EBL, "RV L POLFOX4 (XYY FTF 0, 5-7AFnrIFrBLTus aR) V)
L LTHBNTWEAXH ) 7 TF U EEE O FARIL, FOLFOX4 BMEE & hEr U, £FHMN
HEIIERE LTz, E3200 B & LTHLNTWS ZDREROMELZEMFMMEE ST, 24FHM
BARAVZA2THABICBNT T%EVTEY, TOXEFHMIEER Tho2EFHEOERNE
BENZ D, BEOFEBTOBREART S L5 I128E Lz, BRI, 25T PR
fEi%. FOLFOX4 BEFMEED 10.7 H Bzt LT, /3 2= 7 +FOLFOX4 SEREETIZ 12.5 WA Tho
Teo ZOREBR TN X~ 7 +FOLFOX4 BFRTREE Z 12 BFE DL Y A 7 1%, FOLFOX4 BHEHE
DBREINZH, 26% (NT—FH 0.74) BT LTz, ZORBRTHRD bRIBESHEIR, VX
v T HEFEEE R L OBRRR CEESNEAZEES L B L QW IBESEEICIEEL
EFBIOHOAEETNTRBY, "RV 7 HEAFETCIHLIVEECH -7,

ERD LI 2ELOF -IARRIZBNT, ERORAT Va—VBIUORBZLDINRTFF
Y ERT Y ZREIVFERIIANN VAR T 20 A LIz OR e L BAER RIS I,

2.6 VHLEZEIL B

HALEZEIL BHLEHETH AP, "NV A T2 ERIEE CIITOREENEM LU, ThbDE
AR AEZLEL L, BENERDZE Lo, KIFEEZXNERE LB TEERFEIH
B (AVF2107) TiE, BBEZILIL IFL OB DEEEZITHBHE TIX 0.3% THo=DIZx LT,
IFL/ ARy R TIRERETIE 2% ThH 0 . 5-FU/ RN X TIER I A% Th o 1-, BRIIEE
WRT ANV AT OXFESERFUERRY ) —RAZBWNTC, HEEFEILDOFAERT 0~14%
DEHFHTH o7, SNV A7 OEMFER F I FEERE L OFRICE 27 v 7 AMEE TR
INETEBBIN TRV, IEEEZNHELTEISARV AT DF—7 0 7 VETHERRICBW
T Cancer Therapy Evaluation Program (CTEP) |2 EN/-EHMDOBRETIX, ZTOEMHED Y A
I ERFEEROICOBEL Do, FEALDREICIIKEHIEENEINTEY , [FEE
RO B (2005 45 10 A 4 B, CTEP IND Action Letter), VEALEZEIIZ. B BEE, FHER
B2, FEEBRBIOCBEERSOHFETIHLEBERBERDZBE BN THLREZN TV,
RNV A2 TEEEZToTWARBEICER, FEFRHORE, TLRER/BEENBERED L
N3HEE, ENZHICHEHILERILZEDIRETH S,

2.7 HERFRHEEBRT VA OERAEL (10/01/12)
R EEEINEER L ORBEREEDBEN LB THEORE THERR O X TEME&
55— Tl b ONAERE L RRIE BB L R TNV R 7 LB R I B L R R & O fF
AENEFHIFHERIRZ T L BB RBEREEZ NS L THBMMERROBERICE ST E
HEAEE L OB LA T A 7-DIC_AN VAT REA SN, &R, YA 2 rBlUAL
T TF o &_NV A= T OHACEREICKE S XAV R~ 7 OMERHRIER, 77 F T REMEOFH
HINEEAEE OEEEAGHMZER S ELAUIPBEINL ™, AV TO/ERABEICL Y,
I OBREERICBT A EEELAFHH E LE2EFIMOERICOVWTUL BANEITTHETO
MEEENDREZ OO TARERD D, Lo T, SFRILFEEEE, INVKRTTF /R
ExXEN/ RNV A T RABEERIIINKR T TF v /T Ly Z Y RNV X 7 HEREE
IZHES "R A THERRIE L BT 5,
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2.8

2.9

IBEUE AR D B R AOAR L

BRIFEOEBERE LTI SFTBLIOZF S L ALEOERMNMERT S Z LIk BE0H S
AR BBES (HSRs) ~DEBPEEDHZ L Lo WS, HEEAHE., MREE K[EX
A AR, AR, FREEEE., ALBE, BE.L, (KMEZ UCHRHZIZBRIR SR & OER B H,
BEZE - CHBARBEE o T3, T FFRANCE L CiL 1970 F£RIZ, 7 D ¥ X &
WZBE Uit 1980 ERIZBREICEE SN TV, FHEEIZ L > T, HYEMS LIZLIZREDOF
2 KRBELTIHELEETHIEARTINDODORGEFZBEIBHET D Z LIXTE TR,
Markman X, HAVRTFTF L 28 E LT 206 ANicDWTHEL, 24 A (12%) IZHFRETS =—2
BICBBSOGHRER LI Z L &AL LTz, RIKOERICL D &, FHBREEZITORVWES, BT
BIEEEZTEIADYBO LI AORIZERERERTHZENTERLS, LaL, Bl fAAADD
B D, MREOE—BRBRICBWT, INVRTIFTF L 7 ) EXADOEEFEIZED—
FIBBRIENENDBEEZXNEE LEERES 0 /S ARRS Lzl ¢nREESNTZ. 2hbD
BEEICIE. X VEBEZ2T T ®E, REMICEY RIIILBOTHERER L ORA ICHEET
HHBELRENREEINTEY., BRI LTS, Brown Hik, BABEMEEOIEES, 32
NCBBEFIEREANT-Z L 2RE Lz, 23 NIERIERIHRERE T, 77 FT8EA
(VARTPSZF U EANRTTF ) BIORZ U EZXFENVIRHTHIRCHBEINZ, 17 ANCx
LCHBYEZ e harzEE L, BIREXRA, 77 FFBEKIGE8 ADS BT ABIOZ Y
Z X VBEEG 10 AD S H 8 ABWT, BUBRIER DEIRE! &%bLQMeakiéﬁi
BOTYH, HEfEZo harofERICED., 57 A (2556 3—R) IZBWT A7 U ¥k, HAR
FIFUERIITOTRIDOBRENRREEZT T, BED 12%I ﬁ WEVELR (index event) X
DHRERESENE SABEHMNZERSRBO LN TEY  ZhbDERBES 2 br—AERT
FDHBOFIRENTRETH o 72 4,

BBUEDRIEEL, N7 ) EZ XN L7 T FFRBN L DERENIRD T—KRHNR ZORRIZBWY
THIFEAEG»o TR, HESNHEEIZ, A7V ZF VIR L TE 2~16%B LTV R
FIF L EINRTTFCFH L TIE5~20%TH Y, BEOREZRNFENZ EB/R/EIN TS,
INETDEZA, BRIBET CIOBERZIET 5a1MERBITTOLTWhRYy, F#]E AF
L BEIZL D N EDBEAGEHELXEET A O0BEREL THREIIMEET AAEE2HE LD
DERD B,

QOL LAl D FRZR AR HL

ARHEBROETEDE (QOL) ¥4 TR D 2 MIZE R ZK > T\ 5 BEEREFH. 8L O second-1ine
DRIV EXENLVEINRTFFUNIRNA AT EEBML, EOICHEEESIT L 0EEY
T A Z &, '

FID T v F MMUIZBET 5 E72 QOL RIEIX. JEERETF N B EOTEEDRIZE > TEBDEZ K
ETBHENPEIDNTH D, EEBEFNIEEORELHDTHZ L TAEFHMEAFER L, QL 2K
ETHAREMR D B2, FIHIC L2 EPHED TEEME X OFH» b OB IR QL ICEFEL KIET
TERHBENHIEENS, ZTOREATMETA I LIFEETHD, ZDL I, ZKRNEBRE
imm\%%#im%AﬁFW%@@féﬁ MANIEEDE R K TS ELAESERDHY, F0%
WIEEHBEDOHVIC L > TEFEDERNUREEND,

{LEEEEIC BT 5 72 QOL RIEEIL. second-line D HNRT FF L X7 J ZXEAIRAV A
TEEBML, TEOBRSAVASTICLEDMERBEERITOZEN, IVRTZF e~ U EFxENL
PERBEEEART, £IEOEEZ L VRLSTEHENEIMDTH D, HFFEEDOEBIMZIL - T, EHK
K%, BIOTHZEOEBMBERTEND Z BB %, ZhbOBEMEIX, iEUDE@éiéi
TR B E RIS T FREMENR D B,

EEOEIL., IFREREIZHEORETRET S THREIZMA. BEK, HEN, #£28, BE
VCLEMEREKEZEIET D, 37 HE»P LA EME the Functional Assessment of Cancer
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Therapy-Ovarian (FACT-0) % AW CEHEZIT 5, AL DEE Bo TWDAE IR AERANET
% & &N B FACT-G (General) X, BARY, HERERY, HEM., BIOOLEMDEERD TMREND
BRLESND, FACT-G D=V a v A FEKERAENTEY, LDEREIET X FE2EREL, LEioN
—Va VTRBRINZINETOT—F L—BTRWEEME S ZSEEZEEL TS, FACT-0
(FACT-G O TFMRE+IEBIZBEOTMRE) O T —a VIREFTIE, é%@ﬂgkiw
TAIREX, BREE —BMEICRTT AEEME (0. 74~0.92) BL UV R LHBRMEIZ T S EEKE
(0.72~0.88) T very good H>5 excellent TdHh-o7z %, FACT-0 OZUMIX, EEOEICEHTSD
i DBNEME L OHEEEEEREN L, RO TNCEEIREE (PS), TRFRIL. BIUVEH & OBHR» B EIE
STz, FACT-0, HFIZERRIRERERL, MERRERE, BIUOYIEED TAREX 2~3 T AMO2
EfREE (PS) DENMICEE TH oz, QL IZRITT ANV A 7EEORIERADOEE2FMT 572
DIz, FACITHIE S AT A0 b ES, AR 28E, TH., BHE BIUARKICEETHE
RzZEMmLEZ (REMEE (TSE)1 &15),

ATEDBIZRIETFINOFELTMT 572912, BF I Rand 36-Item Short Form Health Survey

(Rand SF-36) S HHEETMREDT XTHOEBIZEAT S, FEHEE PP TARER, bW
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