%@?S%&fﬁh AT\ kA EIREO A | E LCnD, R (1 ~—) &Mooz &, AHEP0731

Children’s Oneology Group

AN O kR AL & FIH
PRI E N TV DO —H & L e/ DpR OB 2 feE L, iR AE e+ 5720
W S HIZEEAROERGE, COGAN AL D — Bt & LTl L T % kgl >
H =it EhE T,

AEROF EHRIZ DN T

OB, B LW SADRRE 3 ERMIT O TETT, BIHE TR, RlBlZEOo 0
D& EFRAENIT O E T, SR RBIC B ERShTH B/ 10 R, ki L Th iRz
DB T DM AR L T2 S e E B CWES, e TH S, LI oMb
PTG 2 IR . RS R ORHRRE 2 R 5 Z EIc Lo T ZOMBROREHR 2R
AL ENTEET,

PLURIERIRI A Ul a2 o O S AN E 7205 R ER S, BTz D Z OB~

DBEMZPITHZ ENH Y £,

o [ERIN., MEIAMIE > COREOFETHD EHAE LIZHE

TR B 70 Te DIRRP S LIz 6

BRI > C, BETHD EEZLNLRIERANKLZ » 12546

BTz & o THIOIRFIED FINFZh T D Z & 23385 LOERNE S - 5E

HIRT- OISR Y A7 A SN TWT, 4 A 7 NVDALEREETIT-> Th RN THRET

XRVES

o BLRTOIEENE Y AZITHBAINTWT, 8 V1 7 VETid 10 YA 7 VO{LSEEEEIT
> TH PN CTREIZRETERVWEGES

o BT OFFIFE E FBRO R WEEHIZ L - T, BB —EWIRINICHFBA 2321 bW

AN
(=)

biglid, BHEEBICEV W OTHZMEZHIET 5 Z LR TE T2, MR~0&mofi %
RHDHEGEIT, BEICTIET DI ENTED L), ETHRBOEEMDH ROV DT D
ERMCHR S ND Z 2B LET,

RERD Y R 7I1Z2OWT, URT ETBREOEWIOWNT

BEDY XY
BADIBREZITONDIREBEIAZTATC, BHEAZRZTI X772 boT0ET, BAD{L
EEET. BEEMREZERS TSI TR, EEAEBRC EELZ S X CRERLE T
BERDH Y 9, BHERIZ, BEZPIETIIIHEETEZENEVDOTTR, Lz, BEE
HFIEL CHEARETRAREEEZREITIEBHV ET, 20 k5 REHEREDMOEHE
FEND, BIZEDIHELHD ET,

LI HONBEIERIE, Bl IBH:, BE, EFH T, BLOMRHIR LTE, FHERILE
REMZDT-DDEPBREINDZLERHY ET, RBII—RIC—FHRLOTTR, EFIC
ENRTF—ATKANCHELNDZ EBRHV ET, (LERBEICL T, RERRIDZZELH
DET, FiELix, PR TE R 2B ETY, i, EFBEREORKRLE LT, HERIIZ
WRBABRETHZ b H Y ET,

Page 61

160



?-esearch ATw hIVIEBIEOREZ B E LTS, AT (1~_—) 2280 L, AHEP0731

Children’s Oneology Group

RERZIBRICAVO NS TN ENDOERID Y 271250 TiE, IREAXE 2 oRZTEES
Y,

{LFER LR LIcHE, BWERAPHERSND ZEBH Y £7,

BADERETRLEL ALNHEAZEER MK OB T, Zhick->T, ERAdED
o7, BEFEICO DA FIREESEL oy, HlLERNA LY LET, mERKORBD
IZ2WTiX, COG D/NEBABEDIDDT7 7 I U —~2 K7 w27 (COG Family Handbook
for Children with Cancer) # Z& < 7230, HRT-OBFIAOMERENETLEREED X T
WZDOWT, KEVFELWEBARE > TWET,

FinE, FEENRBREL L TULILIITDORTWE T, HRZDHREO—HLE LT, FiHn
AWondZeBdbY £, FMET o550, BURMAHLRLERLTFHROY X7 2/
FALETDT, ZOBRICOVWTEMEREN T LR TEET,

BEEEICE > THRARKRETERN, EREBERICL>T—EIIHEEL, BIITERTA LWL
AVRIBHYFET,

IR T AU RT

CORBOBEILX, BRCEEBLZRIETI ™DV ET, Z0ORRBRIBMUBELZZIT TS
X, IR L7ZVBHEITo7Z0 LTE 20 ERA, R0 HRICIEER TH O EIRET S U
RTWHDIEE. HRIZEHRIZOBMESR— T —L, BBt FiEE2ERT 52, £720%
AT EEITo> IR EX A, 2B, RBOHEEMS. REBISGETIZIT> Th L WEEHEFEIC
OWTHHALET, RBRIEELZZ T TV A2 28 U T, BRENBEFEEZFERT B0,
MR EEZRTIERD A, DARERETHD., Lo O InE# T2 0ENDH D
BAENHDDT, BETIN, MR EEZANEOH HEEICOWTIL, HizizniEy
EHIC MR a0, REBSMTIL, BTOFE L UCHRZ I RSB MBEESFT
TEIETEERTA, TOZEIOWTIERNDEE., IBETFICEREFEE2EE LZWEES
. B OEMERMICHEEL I, b L, BEMEEICEE LFEAE., BEbICRBRY
HEE HRTZOND DT DEMIBH O TZIN,

HRT-NFAFOGE, ZOBBRTHEAINIEEDBALICBITTAZ N8B0 5, HEBRE
DOEEEZZITTCVWAHEZBE LT, RERLAICTEALEIToTE R D £ A, DARERKRTED,
LIESL DB N EGETAIMNERDDHEENHDLDT, FILEEZDLIMNEDOH D HIRIZ OV
TIE, SRz ORYEMICTHAES TZI N,

BT HI RS .

CORBROEBEIL. BFICEREYEZAZ LBV ET, BENBEMICRIRICEEZRIZE
THEEMERH D DT, RBRBMFIIFHEZ S DT IRV A, HRENERICESNTH
VIERESEAR Y RIBHIEE. Bz & a0t S— N —1T., R8T T 1E%2F
THM, FIIMHITEZITo TRV A, B, RBRoHEEMD, HBRIBEFIZIToTH
FWBEEFIEIZOW TR LE T, REBEEZZIT TV A28 U T, EREINBET S
EERERT I, HREZEZRTNIIRY ERA, DABEERTEDL., LIESL ook
BTAVERNLAIGENDHDDT, LT A, FHRIIMREZEZIILEBEOH HHMIZHONWT
. OB EMICSHEKLSIZE I, BRBESNFIE, #E0FE L L TERAZHERASES
FEREHTEZITI) 223 TEERA, ZOZEITOWTIERND 554, 1BETITHIIT FiE
EPERLEWEESIL. bRT0BEYEMCIHEESZIV, b L, AEFEFICH Tz —
M —2MER L2 EE. EHICRBROHEERE 22720000 DI OEMICBH L EE
AN

Page 62

161



o ATR R EAREEOLE B L LTS, RGE (1—) #2BOZ &, AHEPOT3I
%@S@EICfl A7 b IO B A HE LTWD, FEHHE (12—)

%;%? ¢

Children’s Onoology Group

REBDY 27

RBAK Y A7 OFF3ENE : - - (A1)
RU A7 OFFZEE : - - ()
U RTOFFEE: - - (EH)

B YU AT OFFEME : C5VD JIEICA U J 5 0 &8It AIRIE Tk, —REcHVw STy
% C5VD FEEP O IA W OLFEFREIT A, BB O FREA~DO T BHEEIME N FTREME B
DET,

AV I)THhy, Trval) AAOREIZX > T, BHERASCEOHEDRAENEMY 2 FTEetER &
DVET, AV )T NCE>TRIAREEOLDEIERIZ. MY A7 OBRBEIALITICYE T
FEVEST, ZHIZOWTiIE, UTo— 2L 7Z &0,

AV )T ACBEET DI A7 CRIER - - (E0%)

Fhal AACEETAY X7 LRWER - - (BIg)

EFROV A7 O E . ZORBA~OBINCEE LRIMO U A7, PR Lol 27
BIEET 2006 LIvEE A

RER~DSINM L BRZRIZDONWT

FEEIX, BRI ZORKRRBRICSINT 2 Z LI K> TRABREZFIREN b T-b S D 2
LERFASOTHWETN, MEPHLIDITTEH Y XA,

HIRTNT BT b SNDAREED H HFIFITIE, TE DT ERHEIC O 2B ORE (EEIC
PledwhetEbdH Y £Y) o BIFEHOEEL 1R AThE TOMFOEM ., RHIE1EH ORI
Ll B, BIROFEELHIE R = 2 ATREMAME RV £97) RENEZLDNET,

FEZTEL, ZORBRTELONZHMAR, 2k, tMOBESAICHRZ VLT Z L2 IFL
TWVWET,

L DFPEIZONT

ZORBRICEMT DLSMT, RO KD RBREDH Y £,

. RERIZBNETIZ, HRTEZONBADIBEERIT S
° OREBIZS T 5

FEOBRES L O OMOBREICSOWTIE. H7227- DS ERIIC DS 72 S0,
EANEROEEIZDOWNT

BHIRT=DEAERIZOWV TIRERFHIZ D LT, BEVBERFEZHRIET S LIITER
Y ho, BOTOEBERHoTHE. HRIZOBENERPBEREND I EBH D £7,

(&)

Page 63

162



. o A i ~NR— %QE\E\ : o
%%?@S&&TC}E A7 h)UTROAZE BEE LTW5, #AFH (1 Y) R0z &, AHEP0731

Children’s Oneology Group

e, SEREE. T—F o070, BT ARG EHER L ERITERT S

FREMED H DML, LT DE BV TY,

e KE/NEBAMIERIN—T

o KEEMEMER (NC) | KERBEXEMF (FDA) . Z0OMoOe MBI AHEDOE
éﬁﬁ&CB@—’?bTb\éﬂé@V‘J%ODlﬂtﬁiﬁ%ﬂé‘iﬁ@ﬁiﬁ

o YWHRBENORBREEZES (IRB)

o KEENEBHIZEATN O Pediatric Central Institutional Review Board (CIRB)

ZHIZHONT

IORBRIZBMT D E, DR RI-ORBESIMICEMERAIREELNAZ ENHY T,
H7plm L B T-DRBEEAIT, EFEEEZ S OIEESE, BEE, FIFERBIOFEBHEE %
THPORINIERY A, BNMEAEZIIREICET AMEICOWVWTIZ, XF vy 7IZB&EN
<TE&EW,

ZOBBRIZE o TAELEEERCHRAIZR L TIEIRAELEN TONE TR, BELRENEELE
T, BREDAELESGAEIL., INEHETIEIEITIH D TEAN, ZOREE~DELIZ
Ko T, BERICHEZEDIIEMERDPHEINDI LOTIEIH YV ¥ A,

bR BRTDORBREAITIE, MFeT 2ERT TR L WERIFIARICOH»LEAPRELN
£

RERZBMEF DHEFNIZHONT

TORBA~OSMI. BRBRICLIALOTT, bk, ZoORBRICSMLUAEWVWT & 28R
THIENTEET, ABRICEMLLVEREISLTY, SOV FIREERZIT DHEMEZ K
STV FTHZLEHYVETA, RBRIZBMLARS T, BRI T7E2XTHZ LN TEET,

i

Hielid, WOTHRBR~OSMEDILE TN TEET, ABR~OSMP Iz XL - T,
EoONVFIREZ T DR ERSTVTDHZLIETHY ETA, HRT-OEBERMIE, Mkl
THRIDIBREITNET,

—
i

BT DRERE, mu FIILZORBRERGEL LS E WS BEICEELRIET IO RFTLWVE
WMONELNHEAIL., HiaiicBabsE LET, COG DIBOEEENHBRBE OMERER
ZIToTED, nit%ﬁ/\mfﬁbw%T%é LR S NTEAE, EfERICBERINET,
COG D A >/ \—X, 1BERER AT L= s 2 51 *é“é 72, I 2EDEFHEEIT- T
VWET,

REREROENIDER SN B THIUT, 1RREOBEIREDEERIZZNEZERTHZ L2
TEET, ERNOERICIE., BBRICBR SN TN TOEE S A~DIERENRTT LTHLEE
D ET,

BRI E-IXBER D DBEDOERKEIZONT - - (B

Page 64

163



Fon s o VIR DA B LT %, B (1 =) 25802 &,
%ﬁ%? Sgay@h A7 o N RO E HIE LTS, R IFE (12— Dk, AHEP0O731

Children's Oncology Group

YV OBERMESEDFERITOWNT - - ()

4
Fhid, ZOXHEOa 8 N VRHHELUE Lk, IS, 3 BREORMSIESE
TWE LT,

FAE, S OISR LA BN W TR A 2 0 B ERE U FE LT, S osRBRIC
BN+ 5Z LICEE LET,

Participant Date
Parent/Guardian Date
Parent/Guardian Date

Date
Legally Authorized Representative (on behalf of incompetent adults ages 18-21)
Physician/PNP obtaining consent Date
IRB# IRB Approved:

Page 65

164



Children’s Oncology Group

AT CEA
JFFEDBE S AITIEBETHIHE & LE

(W) - -

WA SCE 2
FFEEEOIBRICAVO N BLERERED V27

VAT GFUREET DY X7 LEIER
- (EEE) - -

THRARZ RV ZEET DY X7 LEIEA
- (Em) - -

FEXYNELVICBEET S Y 27 LEIVEA
(&)

INFu T T IVICEETHY 27 LEIVER
- (BR%)

V7 Y RAFUCEEYT D Y X7 LEIEA
< (R

ThAYa Y ARIZEET AU R LEIWER
(B /%)

165

%&%?%Sg%f@h A7a VTR OLZE BRI E LTW3, HRFE (1_—) 28B0- &, AHEP0731

Page 66



AHEPO0731: Additional text regarding Japanese sites

Note: When we obtain the IND number for temsirolimus and final approval of the current amendment
from the NCI we will then be able to submit another amendment to incorporate the following information
applicable to Japanese sites.

1) Cover page
Will delete “Groupwide” from “A Groupwide Phase III Study”

Will insert “An Intergroup Study for Participation by COG and the Japanese Study Group for Pediatric
Liver Tumors (JPLT)”

2) Section 2.3.4.2, last paragraph, second to last sentence

Text indicated with highlighting will be added:

“All patients, with the exception of patients enrolled in Japan, will receive dexrazoxane with the final 2
cycles of C5VD. A cohort of 30 patients will be tested in this upfront window.”

3) Section?2.8

This is a new section that will be inserted:

“2.8  COG and Japanese Study Group for Pediatric Liver Tumors (JPLT) Collaboration

Specific strata on this protocol (Stratum 4) will be a collaborative effort between COG and JPLT. We
believe that this collaboration is necessary for two reasons. First, institutions in Japan have extensive
experience in the management of hepatoblastoma patients and have an excellent track record on clinical
research. Given the rarity of the disease, a collaborative effort will facilitate good study accrual in a
timely manner. Second, future studies of hepatoblastoma are intended to be performed as an international
collaborative effort among COG, SIOPEL, GPOH, and JPLT. This is an opportunity to develop the
working relationship with JPLT in anticipation of the successor(s) to this trial.”

4) Section 4.1, paragraph 4

Text indicated with highlighting will be added:

“All patients, with the exception of patients enrolled in Japan, will receive dexrazoxane with the final 2
cycles of C5VD. A cohort of 30 patients will be tested in this upfront window.”

5) Section 4.6.10.c
Will add a footnote related to dexrazoxane:
$ Dexrazoxane administration is not required for patients enrolled in Japan.

6) Section4.6.11.b
Will add a footnote related to dexrazoxane:
$ Dexrazoxane administration is not required for patients enrolled in Japan.

7) Section 6.1

Will add the following to the end of the drug monograph:

“For JPLT Institutions ONLY

When the agent is no longer required because the study is completed or discontinued, the agent is
outdated, or the agent is damaged or unfit for use, JPLT institutions must first send the PMB a “Request
for Authorization for Local Destruction” form with a copy of the DARF by Fax at (240) 276-7893. In
return, the PMB will fax back an “Investigational Agent Destruction Authorization” form. Only after
receipt of this form is the institution permitted to destroy the agent. Once destroyed, it has to be reported
on the same form and sent back to PMB by fax. The PMB will confirm the destruction and return the
same form with the Return Number and PMB signature. JPLT institutions must keep these records on
file.”
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ft#& 1 PRETEXT T v7L—Fh

PRETEXT I II II1 v
Couinaud 1 2 3 4 b5 6 7 8

2005 PRETEXT staging: additional criteria
(A revised staging system for primary malignant liver tumours of childhood developed by the SIOPEL
group. Pediatr Radiol. 2007 February; 37(2): 123-132.)

Caudate lobe involvement
C C1 : Tumour involving the caudate lobe
All C1 patients are at least PRETEXT II
CO : All other patients
Extrahepatic abdominal disease
E EO : No evidence of tumor spread in the abdomen (except M or N)
Add suffix “a” if ascites is present, e.g., EOa
E1 : Direct extension of tumor into adjacent organs or diaphragm
E2 : Peritoneal nodules
Tumor focality
F FO : Patient with solitary tumor
F1 : Patient with two or more discrete tumors
Tumor rupture or intraperitoneal hemorrhage
H H1 : Imaging and clinical findings of intraperitoneal hemorrhage
HO : All other patients
Distant metastases
M MO : No metastases
M1 : Any metastasis (except E and N)
JPLT B ZkiZ 5<% (2014 11 A) #:8 PRETEXT O b v OER
MFE = 10mlEodA =X
%% = bm LIE OV A ZARELHE
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Smmbh FiEHIE, Z3 & LR & A7 S

It is recommended that one or more suffixes be added to M1 to indicate the major
sites of metastasis: pulmonary (p), skeletal (s), central nervous system (c), bone
marrow (m), and other sites (x).

e.g. A child with lung, brain, and adrenal metastases would be coded as Micpx.
Lymph node metastases
N NO : No nodal metastases
N1 : Abdominal lymph node metastases only
N2 : Extra-abdominal lymph node metastases
(with or without abdominal lymph node metastases)
Portal vein involvement
P PO : No involvement of the portal vein or its left or right branches
Add suffix “a” if intravascular tumor is present, e.g., Pla
P1 : Involvement of either the left or the right branch of the portal vein

P2 : Involvement of the main portal vein

The dfinitions of involvement
Failure to identify the portal vein or one of its major branches in either its normal
position or its expected displaced location, on good quality images, is strong evidence
of obstruction. Complete obstruction or encasement of the vein is one form of
involvement. Obstruction of the inferior vena cava by extrinsic compression,
however, does not count as involvement.
Involvement of the IVC and/or hepatic veins
v VO : No involvement of the hepatic veins or inferior vena cava (IVC)
Add suffix “a” if intravascular tumor is present, e.g., V3a
V1 : Involvement of one hepatic vein but not the IVC
V2 : Involvement of two hepatic veins but not the IVC
V3 : Involvement of all three hepatic veins and/or the IVC
The same definitions of involvement ( venous obstruction, encasement and /
or invasion ) used for the portal veins apply to the hepatic veins.

XE BE¥m B (2014.12.01)
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