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e U, JEESAFE D Superfrost Microscope Slides (Fisher Scientifie, Pittsburgh, PA)
(CEET S, HEIRAZ-80CHH-20C~MEIZBEHT5ZLIL D RNA ORMEZTHT S
=, +HR%00) DM E—EOWSY A EERFICOIN - @ET S, SFRLHEC T,
RNase-free technique Z 31 %, HistoGene LCM Frozen Section Staining Kit (Arcturus
Bioscience, Inc., Mountain View, CA)ZH\T, 77 AF vy 27 HEHT—ERK 4 ETT
MR 27— FNTRETH, RN FIRx—va 2B EHIl, 77XF v
Y BEBNOERILTEEIZRT S, R LBAOFMEIZ, RT4 FE 1085=% /—b, HKEIK,
100 pl @ HistoGene Staining Solution, &K, 70% =4 /—/ 95% =& /—/b, 100%=%
/=i 30 PR, ¥ L I2T 5 M incubate 75, ZEREMINIRAT A Fid,
microdissection DO MEMAHKESL T THLWVWEMRAOA - L EBRBZIZ THRE L.
microdissection |X AutoPix Laser Capture Microdissection (LCM) System (Arcturus) Z{#
T 2 BMLAICIT S, KEH LM 2Rl ic il 5 72ic, se2E kS /s AutoPix A
EHEns, LW AT AL, PixCell I System (Arcturus) LHE#EL T, XY IERMZ
microdissection & X ¥ BWEHZ{RIEL T A, fUH & LT, &Y H (Tum) & FRAME Slides
(Leica, Germany) (=&Y , T0%7 = —/LiC 3 O BPEEH, 1% methylgreen TRE L, K TH
BB AREES, FO®, MD LMD laser microdissecting microscope (Leica, Germany)
# VT microdissection #4179,

Microdissection DAOREED pathology review | L - T, 8 VHIEOEFECM ML
THEE D2\ 72 EAHEFIZERA 25, AR O 5y 2 S THRE, IR0 & L2tk
L—H#— ¥ iihA¢ CapSure LCM Macro Cap (Arcturus) E® 7 4 LA ZTEHEEEE S5, #3000
B OMEMSHAE AL AutoPix LOM & L <12 MD LMD @iz L » TEREFRHBND, LCM caps EH
L< ik L —H—GIiic ko TRV AT MMl 50p] MiHREEICESICEMSh,
Pico Pure RNA Isolation Kit (Arcturus)iZd ¥ WEFR O o b3zl -> T RNA A3hhHAE
{k x5, RNase-Free DNase Set (Qiagen, Valencia, CA)ITJ % DNase treatment step &
Thhs, %4 OIPREORED nicrodissection & 1T LT, MEREM LR+ &AM
BEHERIIA T4 Foodssh, MHTEAMTRABRENS,

4207 LA RHrOHilc, RNA 6000 Pico LabChip on the Agilent 2100 Bioanalyzer
Automated Analysis System (Agilent)Z U T, M cofERIc L0, BRI L7 total RNA
DR L REOFMHSITOND, —H T BHi=b 200 pg/ul DV D RNA ZE A7 10 HOIR
HEEY 7 L FUICIA T control RNA, an RNA ladder (RNA 6000) (Ambion, Austin,
TAF o7 DL iICiEDAENS, MR CB/=d-7 18s & 285 @ ribosomal peak 7%
WD RNA AR S/ = L ARHEd 5, total RNA T RNase OEHEIE, RNA DA /S
WIS AV hABAILT=Y ribosomal peak Dt VT ANEWLTHEZLIZL-T, &5
CRRTED, ZFHELE RN 2FAES 7L, EORORIFCHRASNRS, £,

Bioanalyzer i3 RNA 2 E Mk L, BEIEIZ 2 41 2 /LD cDNA GREDHAARFIZ RNA % 10 ng LLEIZ
T3,
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Appendix VI

B. Affymetrix GeneChip Hybridization

5 ) LRRATIE. 23T 7 4 EBYI R A5 RNA 220 RAYIhhi 35 X3P GeneChip array RMFSHTA
G RNA 2291z HiH 4 5 Human U133 Plus 2.0 array 2 St Otz FRE~A( 70
FlLAFovTZE2RTITbN, £, 2070 bardiEbItHAY LTHA rENE
Affymetrix GeneChip arary 2% NCI & Affymetrix @R TELND,

TR % (54 L= 4yt Affymetrix (21 % in vitro amplification procedure {ZX T, cDNA
L LR 2 A 2 VA LS, Ist-strand DNA KX, | RUE®HT=Y 2p1 D 5X st strand
reaction mix S 101 FUSHE, 11 @ 0. IMDTT, 0.5x 1 RNase PELEAI. 0.5 1 10mM dNTP,
1u 1 @ SuperScript 1 iz 5E#E# 45 AT Two-Cycle cDNA Synthesis Kit (Affymetrix, Santa
Clara, CA) REAMT, 25ng @ totalRNA £ 2p 1 D5uM 1T A Y T AT 7 T4 = —HHAMS
no, “hoOFER—H LT incubate SN TWAZ L #HEEICTHIW, T2TD incubate
DESPET Perkin Elmer Gene Amp PCR System 9600 thermal cycler (Perkin Elmer Life Science,
Boston, MA) Z{/+ %, Ist-strand DNA @RITLA T O 7 1 77 ATiThiis, 70°C, 6 47M# (RNA
k754 <=—® incubation) —4C TRIGHKDRA—427C, | B (1st-strand DNA &5k) —70°C,
10 4] (B ARIE(L) o Lst—strand DNA AR 512, 4. 8 1 1 @ RNase-free /K. 4 1 1 @ 17. 5mM MgCl,,
0.411 0 10mM dNTP, 0.2 1 @ RNase H, 0.6 1 @ E. coli DNA Polymerase I % % 4 OBUSHEIS
0z T 16°C. 2 R incubate L, 2SWTH 1 ¥4 2, 2 48 cDNA 24 L EH 57202 75C,
10 731 incubate 2179, T7# Y T (dT) 7T A =— L&A LIZIERDY 2 A8 cDNA 12, 1 BUS
S 4eR 50u1 1z, 51 @ 10X reaction buffer, 5ul ATP ¥&#%, 5ul CTP #¥#&, S5ul UTP
AL S | GTP k.5 | BERIRSEA Z A Ambion” sMEGAscript T7 High Yield Transcription
Kit (Ambion) # MW T, 37°C, I6EFMTH 1 7 FAOEETS (invitro transeription : IVT)
HiThid, B 1 V4 200 RN £, ISR LAY FEZRETHEHIZ, GeneChip
Sample Cleanup Module IVT column (Affymetrix) (Zifi Ei15, ZOEMIEE, 2ul ©0.2ug/pul
random hexamer 77 A <=— & i2F1 L T 70°C. 1043 incubate L ,-2-3v T 42°C, 1 B} incubate
|[oHesr»> T, 4ul @ 5X lst-strand reaction mix, 2p 1 @ 0. IM DTT, 1pul @ 10mM dNTP, 1l
@ Superscript I1ifiliE EEEH & FMNEIC 42°C, 1 B0 incubate 1 5, Ist-strand GO 2
H A 2 EFEEICT A0, 1ul @ RNase H 28~ OFISHIZEEM L, 37°C. 20 47fd] incubate |
+%, 2nd-strand SIE. T<IC4pl OSuMTTAY F (dT) T4 w—DEME 70C, 6 2
@ incubate (=3 #A, 23T 88ul @ RNase—free K& 30u 1 @ 5X 2nd-strand buffer, 3pul
10mM dNTP, 441 @ E.coli DNA polymerase 1 D{F(E T T 16°C, 2 B} incubation 21T 9. #
2 4 2 LTI, 2 A8 cDNA 13 GeneChip Sample Cleanup Module c¢DNA column (Affymetrix) T
Wil xhn, FoEHEZiE, 41 10X IVT labeling buffer, 12p 1 IVT labeling NTP mix, 44l
@ T7 IVT labeling enzyme mix %3 & L 7= GeneChip IVT Labeling Kit (Affymetrix) #&A
Za0pul @ VT KIS#ESEMESL D, 07X »ZYOFIRE, MRIIGOM, v4 707 LA
D target MG FORIE L EREBRESEDL-0, EFF ALY BRI LAY FEREGSED, K
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FAICIEE 2 A 7 LD A F B85k cRNA IX. GeneChip Sample Cleanup Module IVT column {Z
T4yl 241, Beckman Coulter DU-65 UV spectrometer (Beckman Coulter, Fullerton, CA) T 260nm
ORHIEEZ B TERSND, 260nm/280nm DRFEE T2, Y 7V OMEOREIC LAV LI
D (WJEHE 1. 8~2. 1 HSFFAEHRER).

e 7 TR E A B A I, 15 g DHINEIEDIL 6 1 @ 5X fragmentation buffer (Affymetrix)
EEAF30p | ORGP T, 94C, 35 SMORE A A MAZRIZE Y R END, 5] D 3nM
control oligonucleotide B2, 15u1 @ 20X eukaryptic hybridization controls (bioB, bioC,
bioD, cre). 3u1 @ 10mg/mL BSA. 150u 1 @ 2X Hybridization Buffer, 30u 1 @ DMSO, 6T ul
@ RNase-free K% & A7 hybridization cocktail |E%4 @ target (CFEM&Eiv, 99°C, 5 4l
incubate L, 23T KD 45°C, 5 47[H1® incubate #1T 5, Target hybridization cocktail |,
GeneChip Hybridization Oven 640 (Affymetrix) (=) ¥, 47000 % k[6]% transcript =2 variant,
38500 # LA EIEFHAOE b4 2 Lx & AT Human U133 Plus 2.0 oligonucleotide array

(Affymetrix) X 3 72i#E072 GeneChip T 45°C, 16 W§ffl T hybridize &5, Fo—7%#WKE
(LT Bmwic, WiETOMRIZLY, 7 LA X Fluidies Station 400 (Affymetrix) (ZJ - Tl
BLERES A 2R EENS, BT Alc0F oA 1R, 3001 @ 2X Stain Buffer, 24pul
@ 50mg/ml BSA. 61 @ Img/ml SAPE, 2701 @ DI water #3 ATZ streptavidin phycoerythrin

(Molecular Probes, Eugene OR) (SAPE) ik 6iaE D, DWW T300u 1 @ 2X Stain Buffer,
24 1 @ 50mg/ml BSA, 10mg/ml goat IgG stock, 3.6 1 @ 0.5mg/ml ¥4 F - PEiiik, 266.4 . ]
@ DI water /67125 EAF 58T streptavidin Hifk (Vector Laboratories, Burlingame CA)
Wi LA RERIThbR D, 2B HESS O SAPE o TH B8RS T T 5.

FO#%, faENf-2A 207 L A|X, GeneChip Scanner 3000 (Affymetrix) TAFx ¥ X,
F Oi{§#k Bt GeneChip Operating Software (GCOS) versionl.0 (Affymetrix) T2{KAYZRTIC
ST L a—1%, #EOE. PHIEET541L, 1) FEH background fliAs 75 K, 2) AXx
v —iEIC L AEEN ) A ABRFEEROE 7 A MOEBHN, T2TO7 L1 THELTWS, 3)
B2 hybridization control oligo I, &7 VA ICBITAMED LR /AF —BiE-& D LILIES
ATWA, 4) MFE%EM oligo hybridization control @ bioB, bioC, bioD, cre @ spike I2{§%
HWED ERICL o TRIET S, 5) ARRNREGETTHD GAPH LT 2 F35, T LAIZBWT
3’ /5' ratio '3 KD L XIZRIET D, 6) MEFOFETIWESBTRTCOMTY T T
FHElLTWS, THH,

C. RNA Hi#ii & ERAR Y A T — g (PCR)

RNA OBREHINRIZ, BEXOT o Fa L THRRIN TV DY, NuGEN Ovation Nanosample RNA
Amplification System(NuGEN Technologies, Inc., San Carlos, CA)ZHW\WTiThi 5, MW
fz 1 A8 DNA 1 spectrometer TEMIE I 5, mRNA O ki3, 2 > OIHREEE (=457 346Y PCR
T5 A w—k  FAM™EE 50 s T 55 5L TagMan® MGB 772 — 77 & Applied Biosystems ABI PRISM® 7300
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Sequence Detection Systems (ZL - THlEEND, /—< T4 E—3i 3 &, house-keeping
sequence cyclophilin 8 G S HTiThbh 3,

D. T— 4Rk

Dr.Birrer i, GOG-0218 @R A=Y »EE & M OB REL VW TIThh I/ AR B
LENET_RTOTF—F# OB —%, BST 2 HRIKOMANTH (06 7o b 2 V5, Bank 1D,
Bfk=— K, ) & & HIZ 606 Statistical Data Center [z 4 2 WH{EA 5. BRIKOHEER]
TN 124 7 A8, BT —4 LB S+, GOG Statistical and Data Center & Z
7o b a® study chair, EFRIFEH S L - THEIEAZFEIHATAA TIN5, study chair &3k
[FEF7EE Six. Z OO MY & WA BT 57-HIZ GOG Statistical and Data Center & il
45,

IV.  GOG-0218 (Z33f HEEFE AR ES: (ELISA)
A, MEFE~—H—:
FeREMIEE (ELISA) (X, G0G-0218 =2+ % BE O EHEdi o m il & i o VEGF O 7E itk
@ 7= 81z, University of California Irvine Medical Center @ Dr. Robert Burger MOBFZZIZT
T s, T ML & b2 B TRRl S5 tho f 8 B~ — 7 —0 M S S T ic 2
WTORMEZBRIRIL, CORRTHEHEN T — 22 RICREEND TFETH S,

1. VEGF ELISA:

iR ELISA ¥ w b 2T G0G-218 BMBE O, MDD VEGF ZE i+ 5,

Biomarker ELISA % = b (R&D Systems, Inc.) AFada—FK

VEGF Quantikine Human VEGF Immunoassay DVEOO

MHLIC AT 5 L. R&D Systems, Inc. (Minneapolis, MN) TiHilRL TWaH <A 2 s A%
— M7 L— MMIVEGFERME / 7 o—F A BN B HFEHD L O L 185, standard, control,
Hfkiz 7 = /LN T incubate &h, ZhEOH 7RG ENSD VEGF OE IXEFOEER
Wik L #EET 5, a0y TARBRAR SN SR CHMm L. SEANCERT S,
Heh#p i AR 2 B b b VEGF O IEZ2 AR M L TR &%, control  standard {3454
@ ELISA 7L — Mo EN TV, GRS Sh, VECF FFRIOBEREHEIL Y = /LN
T incubate X5, IERATUETDE, QIEE LIILT L MEHEEREZ Y =L IZNZ 5,
DUV T IEE T CBIRA R T €5 20ICiEmT 5,
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2. 7—F OGS LT

FECRREE | LR W OB TRIG L7 VEGF DRI EEMIC e L, automatic microplate reader
ik Y 450nm THA XD, e DY T 4 R Sh, SIFHEATICERSE S, B
it 6 roary bo—VEHARZRE b7 oXFA T o= L FE T VEGF) O 2 (SRR
HERALEENThOSERIOERENS, %4 O standard, control, # 7%, 4
FE#E L TEB L, FnFd 6T background control 232 L3l s, &7
O VEGF M EE 1T %5~ il THIIE S h 5, & & (Cliif & MEREDY 7+ » M2 T,
Rp-T-RMTMELZRYVRERTZLICLY, SriEoEEEERAREICTE S, £, REX D
Mo TWARMNMAMZEOZ ., oEROESE L BFBRELHR T 20IC. W20
i i & mEORECMAZ 5, $2abblhbDREFREICLY, T barTHibh
F- i & o REOERIZE VT, AL STl CoREE, B, FFRIEORSITHNT
x5,

3. F—H Rk

Dr. Burger § L < [ZF OICBEAAS ELISA 2 W77 L /=% 2 OF{E & control Z#T S0z,
VEGF OHIE & 417z ELISA DR R A @Y 2B AEDMANIT# (606 7a b a/& 5, Bank ID, &
fk=—F, f£HH) & & HIC GOG Statistical and Data Center ~fik4 5, it She(k
DBE A - 7= Biomarker L~3L®DF—4# %, GOG Ingres relational database (24 %7
ya—FEh 54 05r—20OBKT—% L6 T 5. 8 IE K HARHTA% GOG Statistical and
Data Center (= T{TH# 5D, study chair {2 Z OFFEOHE L ERTH-HIZ 606G
Statistical and Data Center & iifi-d4- 75,
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CANCER TRIALS SUPPORT UNIT (CTSU) % i U T G0G0218 ~& N3 5 FMH

R/ 7 ¥ LML

ZORBICBEZFET DANC EBREYEMIZCTSU D A ri—E LTRE SN TWRITRIER ARV,
FIRBE M EMIE NCTInvestigator number ZHif% L, investigator registration packet (H %44
A D@ FDA Form1572, MIEDBER, Y4 LAV EBMOGRBLEMNT —4F 74— 4L, AESFA Y
OFEFELM 7 4 — L) 500K, #H L T Pharmaceutical Management Branch (PMB), CTEP, DCTD, NCI iZ
T 5 2 LT B8 TTHE” LRBEYEMOKEBAHER LR TRRLRW, INHD T4+ —
X, CTSU registered member Web site # %\ % Pharmaceutical Management Branch (TEL :
301-496-5725) (HMEAH LM, 4FAT 8:30 225 4 4:30, Eastern time) ([ZHEFELZ LTAFET S,

CTSU A »3—[EME = IXEMO 7/ V—T 13, | 2OBEERICEWT, A7 baLo IRB TOKIEL
B\ hide bF, T<To IRB OARMMM & R WE L, BHBREATZ CTSU Regulatory Office =
B L eirhniEe 64w, Bt ¥ —it, CTSU member web site (http://members. ctsu.org) @
Regulatory Support System (RSS)site @BERINIL~<— T, Registration packet DRRZE=HEETHZ
LABTESB,

AR 54 ~<TOFLARHE L 3CHIL CTSU registered member Web site

(http://members. ctsu. org) @ GOG-0218 Web ~—L LW ¥y o— FTE 5, HBHEMOFEAET L,
FART O AT L, REEHIXAS CTSU RSS |- “/kEB=Approved” Sh TREINI-#HIC, LD
THRERRVAREL RS,

e CTSU IRB Certification

e CTSU IRB/Regulatory Approval Transmittal Sheet

e CTSU Supply Request Form Z i A L. CTSU Data Operations Center ~7 7 7 A L, CISU{Z
GOG-0218 QOL Scantron form M/~— K E—%§ifRkT 5. Z® Request Form ~®D Y > 7 |,
Registration documents section @@ GOG-0218web ~—|{Z#H B,

GOG-0218 D ME BEO L E R

o EMHIYEDTSTEMEL, BAHEOWTRICLEYSLRVEETH D,
o HMEMN ETOMDLRENLABERC, BALAERELTWS,
o TRTHR—RAT A VEEBRE L RBATOFEIA B Z b TIN5,
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o 7 hIA® AppendixVIICTEM TN TWHIEY |2, /A AMaorixicdH D GOG Tissue
Bank #*% GOG Bank ID % Htf# L. GOG-0218 ffiffkx » F &R+ 5,

#kCTSU 23 GOG 7—F ~X—RITHTb 2 TANTE S L 5 Ic, FHMERIIE 0 BEBERD 24 BFRHLL_ERT
1= CTSU 1oifin U7z i huidie & 72\, B HERRIE CTSU LA F & 268 L 2 i hiE 22 6 72 : (03/17/08)

o IRBIZX KA

o BT BHMEEED NCI Site Code

o BEADHEROLT

o BETARRBYEMOKSL, BT A—LT FLABLIVEEFS

o T—AEBEDOKAL, BFA—NT FLABLUEEERS

o B8R 5B Y ERIO NCI Investigator number

BECEIZMT D CTSU DFHEX .
Phase A - FIEIRER/ 7 ¥ Mk

I. CTSU Patient Registration Office ~MER% (1-888-462-3009) %% %, ii#. Phase A - #EIHER/
Fw & nEdidh D = L 4 CTSU Patient Registration Office 216 B8, A A A —LEHKT,
B OB LEREE, B2 E 1 FEILANICE, BRESRAPHELE 1-301-704-2376 ~EiET 5.
e C(TSU Patient Enrollment Transmittal Form
e (GOG 0218 Fast Fact Sheet
e (GOG-0218 F CTSU Specimen Consent Form

2. CTSU Patient Registrar (J1EZ5&&WE. PRl 9 B2 B F1% 58 30 47, Eastern Time (F4%H Z R
N o hbO7+—L% 777 A (1-888-691-8039) 15, CTSUBREMYFIZ. HESh-LE
EHLAESTHEESA TV Z L FRIET SO, IRBRBYEMB X RS RA R 5. /4.
BEAUFLZ 7+ — LBRBCERMEATHELMRL, RIChFEROEENZMRT L7120
(hii % 7 A 0—7 » /4%, (03/17/08)

3. TRBRIYEMOBRIESHESH, BREROESMENSHE S, CTSU BEH 4 F 1T 606 (Tl
A2 T5H, CTSU BEIHMEIZCC AL TA VBB AT LT 72 AL, BEEOBY i LBHE
EHDOID (ZOXEDTARTO74+—LBLUXHTHEHAEND) ZIEGT D, CTSU BEIHLH L
777 ALY BB HEET S,

ARERITT ¥ MME T HE KRB TH B, Phase A O web HEFNAIZ L 0 BEHAYIZ GOG SDC iZ Drug Order
/ Re-order Application (DORA) @ m— KA3fTiodv, 2 EEBROBEMAIC, BERMERIE L LT 606-0218
A X274 L7 T %, YIERERE/ 7 ¥ MEBFIC PB (26 L TETFHICRNEND

(Phase A). Phase A BREERBIES LT ¥ AL 68 7-10 BUNICERER(ZBKT 5. RSk
ERITT~T, BEREL L-ElinicEEdEEIN D,
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Phase B - {LAHEiEO# T /H 5k

1.

UFOZ7+—L%FEATS
e DrugOrder / Re-order Form (Form DORA)

Form DORA (X, CTSU registered member Web site (http://members. ctsu. org) @ Pharmacy Form @
Ficdhd, G0G-0218web LY ¥ — K TED, 64 7 ADIEHD dayl IZT ~TOEADEY
WSET L7=t%, Phase B - {LEMEO# T /HREICHE LT, CTSU 5 U TREk S hi-fEfR X Form
DORA & Filk& T AT 5,

GOG SDC (1-800-523-2917) (A WA S, AT 9 B &4 5 ¥, Eastern time (H45H ZFR<))
{c#id%E#A L. Phase B~ (b HEO#T/BRRIVH-TWAZ EXGGSDC I2@bE S, £7-, Form
DORA % GOG SDC (716-845-8854) (C7 7 w7 A+ 5,

T— 7 O LEE

ZOREICIET 52T OMEG B4 % (CRF) 1. CTSU registered member Web site
(https://members. ctsu.org) @ GOG-0218 web ~— b # 7 ro— FLARGHERBRV, Rk
IR A= arOBERAFERL, 7o bV ol X e R L R R P o — LR REST
TAHI &,

TR TORAFA CRF (BHERE 7 +— L2, BHEEE, (08I, fEcoc (HEEn#
#2M) (C#HT5, KRBT —#13CTSU ICE > TR ARV, i CTSU-GOG 7 /3—— & 24
HF—Z LA L TEETS, A7 0 baArTREFTF—ZICLHIBHATETH D, EIHEES
#15,60G User Support ~HLi% (716-845-7767) L T user name & password # AT L GOG Statistical
and Data Center Electronic Data Entry System (SEDES) &% — h 4 S0 XiR %1% 5. (3/17/08)

GOG Statistical and Data Center |ZEIEZRKdT 7 o U —iffin & iR HEME A B AL~ 0t 5,
p o ) —@E)E L REE L 7-F —# 12 G0G Statistical and Data Center ~ETili ¥ lCkfH4 2D 2 &,

[CTSU Data Operation] a3 E—#% L Tix/e bl FRRICITEES N CTSU FBRELT—4
BPEE AR X, #5560 CTEP AMS account contact DIz HICRFMOLOLTH L, ZhiZk
h . BBEMEA% L GOG Statistical and Data Center WD ¥ A LY —Ze Mg A[RE L A2 D,

Ko PR
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i (3/17/08)

o o bFIIACERENTVDEY ICRIEZIUE, M. BT D, RELARTA FEEE
GOG Statistical and data center (Roswell park Cancer Institute, Elmand Carlton Streets,
Buffalo, NY14263)(CH#itH? 3 (MREATA FLLL IS 2 v 7 ZBHL TIZR26R
W)

e CTSUzkfk, BESERR, GEBLETLTIRGRY,

pFrRL—atA ) H—F

BEOREXBLATWA I LE4HL LT, KEAD CTSU Mk, 7o Fab Section?. 2 BLV
Sectionl0.2 & AppendixVl (GOG-0218 OBEMAEOFHEX) It EhTWA L )iz, ZoFa bard b
S ARL—ra ) P—FIZEML TR LR,

o o bR ENTVWAMRY ICEAIME, B, R 5.

o CTSUICHifk, BIKSSEE. EERAEMSLTIIARLARY,

2FVTF4 - FT-FAF

QOL Scantron form M, — K= E—%3R L. WHBERMGEAICFRICRTER b2, ERRERIT CTSU
Supply Request Form (Zf2A L, ##1% CTSUData Operations Center (27 7 # 2% % Z & T Scantron form
ZIRTHT LN TESD, CTSU Supply Request Form ~@ Y > 7 X, CTSU member site @ GOG-0218web
A— 2@ site registration documents D Fizdh B, 7ot b=l Sectionl0. 2 IR SN TWHLTD
BEAUICHEWT, 74— LERALLL TRAELZY, BESHMELZTR2CERLTVD, LTHRY
lzhb bd, TRTORMED 3 ¥ —4% GOGSDC (ICE%+ 5, £, BRI AEHMELZ74+—L402
& E i CHRW T 5. QOL Form % CTSUIC A/ L TIEZR 6700,

HRETAESS (AE) #% (Section 10.1)

1. CTSUMEERIZ. A WSO HERE L URHICM LT, IHRHFEZAS (IRB) O b icithiai
oy, £ToRET <X EBLAEFRIE, MR IRB IR niThiXebiun,

2. CTSUMERRIZT e FaMZBESNETA FIA4 v L Ry Pa—NMIl> THERREZ I L AET
%, CTSUmember 75— a~—% (https://members. ctsu. org) @ Adverse Events tab /36, E72i3,
protocol number Web ~<—® Fo v 7# %) A N® document center /*5 Adverse Event
Reporting Form %2 i#iR4 % = & C, CTEP Adverse Event Expedited Report System (AdEERS) iZiffir
ZENTED.
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3. Adverse Event Report (X CTSU ({28 LTI 67420,

4, T ¥MED AML/MDS/ALL 84 Wtk ® AMLMDS, ALL D% 4:1%, AdEERS @ 13> B {2 NCI/CTEP AML-MDS
Report Form TS5+ 5, 70 Fa TR ENTWHilY, BALL 74— L ESERREELT
Do

A DO AF (Section 4)

HEEHR| : ~AX<wT, TT7ER
HIREER] : AR TFTF o, R2 U F XL, FEdFtEL

1. EHoFE., NFEHE, REHE, (R, #5758, BEAEEOR#IZT 2 b 2L Sectiond. 0 (2
itshTuns,

2. GOGOZ218web ~—¥® Fua v 74 7 2 FN® document center /% Pharmacy Forms #i#{R4 5 =
& T, Drug formZifdrZ EMTE D,

ook R = I

RBOBH

Federal regulatory requirements (CFR21 @ part50, 54, 56, 312, 314 & HHS45 CFR46) Z#M~FL Tw\ S -
Lo BLO, RN L RBRT — 4 OZYYEO 2%, National Cancer Institute (NCI)/ Cancer
Therapy Evaluation Program (CTEP) Clinical Trials Monitoring Branch (CTMB) @ #H A K7 A %l
SFLTWAZ LAHRT H0Ic, CTSU i L THRERGLTT 5, NCI/CTEP IZKRBEhc£TO T a b
VR AR D,

EEROR D Y TIoT 2 MBI, KRR S A— T 50 CTEP (oMM L EMic Ly RS 5,
I N—TTIT> TWAHRARICK LTIE, CTSU &ifi L TRESh - BEOERIT, BERBROI LYo b
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APPENDIX VIII GOG-0218
LOGISTICAL GUIDELINES FOR CTSU FOR GOG-0218

CANCER TRIALS SUPPORT UNIT (CTSU) PARTICIPATION PROCEDURES
(03/17/08)

REGISTRATION/RANDOMIZATION (08/06/07)

Prior to the recruitment of a patient for this study, investigators must be registered members of the CTSU.

Each investigator must have an NCI investigator number and must maintain an “active” investigator |
registration status through the annual submission of a complete investigator registration packet (FDA

Form 1572 with original signature, current CV, Supplemental Investigator Data Form with signature, and

Financial Disclosure Form with original signature) to the Pharmaceutical Management Branch (PMB),

CTEP, DCTD, NCI. These forms are available on the CTSU registered member Web site or by calling

the Pharmaceutical Management Branch at 301-496-5725 Monday through Friday between 8:30 a.m. and

4:30 p.m. Eastern time. |

Each CTSU investigator or group of investigators at a clinical site must obtain IRB approval for this
protocol and submit all IRB approval and supporting documentation to the CTSU Regulatory Office
before they can enroll patients. Study centers can check the status of their registration packets by

querying the Regulatory Support System (RSS) site registration status page of the CTSU member web '

site at http://members.ctsu.org '

All forms and documents associated with this study can be downloaded from the GOG-0218 Web page
on the CTSU registered member Web site (http:/members.ctsu.org). Patients can be registered only afier
pre-treatment evaluation is complete, all eligibility criteria have been met, and the study site is listed as
‘approved’ in the CTSU RSS.

Requirements for GOG-0218 Site Registration:

¢ CTSU IRB Certification

« CTSU IRB/Regulatory Approval Transmittal Sheet

»  Order hardcopy GOG-0218 QOL Scantron forms from the CTSU by completing a CTSU Supply
Request Form and faxing it to the CTSU Data Operations Center. A link to the request form is on
the GOG-0218 web page under the site registration documents section.

Requirements for Patient Enrollment on GOG-0218:

Patient must meet all inclusion criteria and no exclusion criteria should apply.

Patient signed and dated all applicable consents and authorization forms.

All baseline laboratory tests and pre-study evaluations performed.

Obtain a GOG Bank ID and request a Specimen Kit for GOG-0218 from the GOG Tissue Bank in
Columbus Ohio as described in Appendix VI of the protocol.

- 8 @ @

***New institutions must notify CTSU 24 hours prior to enrollment of first patient in order that CTSU
might pre-populate the GOG database. Each institution must supply the CTSU with the following
information: (03/17/08)

» IRB Approval Date

¢ NCI Site Code for the enrolling institution

« Name of the enrolling institution

e Name, email address, and telephone number for the Enrolling Investigator
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APPENDIX VIII GOG-0218
LOGISTICAL GUIDELINES FOR CTSU FOR GOG-0218

» Name, email address, and telephone number for the Data Administrator
e The Enrolling Investigator’s NCI Investigator number

CTSU Procedures for Patient Enrollment:

hase A — Initial Registration / Randomization

1. Contact the CTSU Patient Registration Office by calling 1-888-462-3009. Leave a voicemail to alert
the CTSU Patient Registrar that Phase A — Initial Registration / Randomization is forthcoming. For
immediate registration needs, e.g. within one hour, call the registrar cell phone at 1-301-704-2376.
Complete the following forms:

* CTSU Patient Enrollment Transmittal Form

GOG 0218 Fast Fact Sheet

CTSU Specimen Consent Form

for GOG-0218.

3. Fax these forms to the CTSU Patient Registrar at 1-888-691-8039 between the hours of 9:00 a.m. and
5:30 p.m., Mon-Fri, Eastern Time (excluding holidays). The CTSU registrar will check the
investigator and site information to ensure that all regulatory requirements have been met. The
registrar will also check that forms are complete and follow-up with the site to resolve any
discrepancies. (03/17/08)

4. Once investigator eligibility is confirmed and enrollment documents are reviewed for compliance, the
CTSU registrar will contact the GOG. The CTSU registrar will access the GOG’s on-line
registration system, to obtain assignment of a treatment arm and assignment of a unique patient ID (to
be used on all future forms and correspondence). The CTSU registrar will confirm registration by
fax.

This is a randomized, double-blind trial. The web registration process for Phase A will allow the GOG
SDC to automatically load the Drug Order / Re-order Application (DORA) for the patient and submit an
electronic request for the blinded, patient-specific clinical supplies of bevacizumab / placebo for Phase A of
GOG-0218 to the PMB at the time of the initial registration / randomization (Phase A). Phase A clinical
supplies should arrive at the clinical site within approximately seven to ten days of randomization. All drug
orders will be shipped directly to the physician registering the patient.

Ph - Completion of Chemothe / registration

1. Complete the following form:
= Drug Order / Re-order Form (Form DORA)

2. Form DORA can be downloaded from the GOG-0218 Web page located on the CTSU registered
member Web site (http://members.ctsu.org) under the Pharmacy Forms section. After completing the
administration of all drugs on day 1 of cycle 6 of treatment, Form DORA must be completed by hand
by institutions enrolled through CTSU for Phase B ~ Completion of Chemotherapy / Re-registration.

3. Contact the GOG SDC by calling 1-800-523-2917 between the hours of 9:00 a.m. and 5:00 p.m.,
Mon-Fri, Eastern Time (excluding holidays) to alert the GOG SDC that a Phase B — Completion of
Chemotherapy / Re-registration is forthcoming. Fax Form DORA to the GOG SDC at 716-845-8854.

Revised August 6, 2007 Page 2 of 5

310




APPENDIX VIII GOG-0218
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DATA SUBMISSION AND RECONCILIATION

1. All case report forms (CRFs) associated with this study must be downloaded from the GOG 0218
Web page located on the CTSU registered member Web site (https://members.ctsu.org). Sites must
use the current form versions and adhere to the instructions and submission schedule outlined in the
protocol.

9

_.Submit all completed CRFs (with the exception of patient enrollment forms), clinical reports. and
transmittals directly to the GOG (Please see contacts table), Do not send study data to the CTSU. A

3....The GOG Statistical and Data Center will send query notices and delinquency. reports directly to the
site for reconciliation. Please send query responses and delinquent data to the GOG Statistical and

the GOG Smatistical and Data Center.

SPECIAL MATERIALS OR SUBSTUDIES
Patho 3/17/08
¢ Collect, prepare, and submit specimens as outlined in the protocol. Submit stained slides, (not

unstained slides or blocks) directly to the GOG Statistical and Data Center, Roswell park Cancer
Institute, Elm and Carlton Streets, Buffalo, NY 14263,

= Do not send specimens, supporting clinical reports, or transmittals to the CTSU
Translational Research

CTSU institutions in the United States will be required to participate in the translational research aspect of
this protocol as described in Sections 7.2 and 10.2 of the protocol and Appendix VI (Specimen
Procedures for GOG-0218) provided that patient consent is obtained.

Collect, prepare, and submit specimens as outlined in the protocol,
Do not send specimens, supporting clinical reports, or. transmittals to the CTSU

uality of Life

Hard copy QOL Scantron forms must be ordered and on hand prior to treatment start. Clinical sites may
request the Scantron forms by completing a CTSU Supply Request Form and faxing it to the CTSU Data
Operations Center. The link to the supply request form is on the GOG-0218 web page of the CTSU
member site under ‘site registration documents’, Complete forms at all time points outlined in section
10.2 of the protocol. Mail a copy of all questionnaires, whether the patient has completed them or not, to
the GOG SDC. Keep a copy of the completed questionnaires and forms at your site. Do nor send QOL
forms to the CTSU

Revised August 6, 2007 Page 3 of 5

311



APPENDIX VIII GOG-0218
LOGISTICAL GUIDELINES FOR CTSU FOR GOG-0218

SERIOUS ADVERSE EVENT (AE) REPORTING (SECTION 10.1)

1. CTSU sites must comply with the expectations of their local Institutional Review Board (IRB)
regarding documentation and submission of adverse events. Local IRBs must be informed of all
reportable serious adverse reactions.

2. CTSU sites will assess and report adverse events according to the guidelines and timelines specified in
the protocol. You may navigate to the CTEP Adverse Event Expedited Report System (AJdEERS) from
either the Adverse Events tab of the CTSU member homepage (hitps://members.cisu.org) or by
selecting Adverse Event Reporting Forms from the document center drop down list on the protocol
number Web page.

3. Do not send adverse event reports to the CTSU.

4. Secondary AML/MDS/ALL reporting: Report occurrence of secondary AML, MDS, or ALL via the
NCI/CTEP AML-MDS Report Form in lieu of AAEERS. Submit the completed form and supporting
documentation as outlined in the protocol.

DRUG PROCUREMENT (Section 4.0)

Investigational agents: bevacizumab and matching placebo

Commercial agents: carboplatin, paclitaxel, docetaxel.

1. Information on drug formulation, procurement, storage and accountability, administration, and
potential toxicities are outlined in section 4.0 of the protocol.

2. You may navigate to the drug forms by selecting Pharmacy Forms from the document center drop
down list on the GOG 0218 Web page.

REGULATORY AND MONITORING

Study Audit

To assure compliance with Federal regulatory requirements [CFR 21 parts 50, 54, 56, 312, 314 and HHS
45 CFR 46] and National Cancer Institute (NCI)/ Cancer Therapy Evaluation Program (CTEP) Clinical
Trials Monitoring Branch (CTMB) guidelines for the conduct of clinical trials and study data validity, all
protocols approved by NCI/CTEP that have patient enrollment through the CTSU are subject to audit.

Responsibility for assignment of the audit will be determined by the site’s primary affiliation with a
Cooperative Group or CTSU. For Group-aligned sites, the audit of a patient registered through CTSU will
become the responsibility of the Group receiving credit for the enrollment. For CTSU Independent
Clinical Research Sites (CICRS), the CTSU will coordinate the entire audit process.

For patients enrolled through the CTSU, you may request the accrual be credited to any Group for which
you have an affiliation provided that Group has an active clinical trials program for the primary disease
type being addressed by the protocol. (e.g., NSABP members may only request credit for protocols
pertaining to breast or colorectal cancers). Registrations to protocols for other disease sites may still take
place through CTSU without receiving credit for your NSABP activities. Per capita reimbursement will
be issued directly from CTSU.

Revised August 6, 2007 Page 4 of 5

312




APPENDIX VIII GOG-0218
LOGISTICAL GUIDELINES FOR CTSU FOR GOG-0218

Details on audit evaluation components, site selection, patient case selection, materials to be reviewed,
site preparation, on-site procedures for review and assessment, and results reporting and follow-up are
available for download from the CTSU Operations Manual located on the CTSU Member Web site.

Health Insurance Portability and Accountability Act of 1996 (HIPAA)

The HIPAA Privacy Rule establishes the conditions under which protected health information may
be used or disclosed by covered entities for research purposes. Research is defined in the Privacy
Rule referenced in HHS 45 CFR 164.501. Templated language addressing NCI-U.S. HIPAA
guidelines are provided in the HIPAA Authorization Form located on the CTSU website.

The HIPAA Privacy Rule does not affect participants from outside the United States. Authorization
to release Protected Health Information is NOT required from patients enrolled in clinical trials at
non-US sites.

Clinical Data Update System (CDUS) Monitoring

This study will be monitored by the Clinical Data Update System (CDUS) Version 3.0. Cumulative
CDUS data will be submitted quarterly to CTEP by electronic means. The sponsoring Group fulfills
this reporting obligation by electronically transmitting to CTEP the CDUS data collected from the
study-specific case report forms.
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