HEPATOBLASTOMA: GROUP STUDIES
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CHIC (CHILDHOOD HEPATIC TUMOR
INTERNATIONAL CONSORTIUM) DATABASE

qﬂ“

o -to develop common language in pediatric liver tumors kqi _

» Common patients prognostic stratification at diagnosis

» Common pathology classification of liver tumors )

» Common response criteria C }‘ f C’
» Full integration of the PRETEXT and POST-TEXT systems with common coding
» Common approach to collection of radiological, surgical and pathological data

+ SIOPEL webpage as a working on-line platform + e-learning tool and source of
information on liver tumors for other physicians, patients and parents

 Coordination of the future HB and HCC trials (same patient subsets, coordinated

questions, shared arms)

http://www.siopel.org/?q=node/80
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HR/NDEFNAERRESLE

FF3fE Hepatoblastoma

- BRIRE! Fetal type
- FERRIREE! Well-differentiated subtype (Pure fetal subtype)
- EfHREEE! Mitotically active subtype (Crowded fetal type)
— BA3FZE! Embryonal type
- RIR-BB3FEA T Combined fetal and embryonal type
- KZEIKE Macrotrabecular type
- RoE/NHAREE! Undifferentiated small cell type
- EER-FZEEEE Mixed epithelial and mesenchymal type
« HEHER Simple subtype
- FHEMIEFER! Teratoid subtype
FF#fasE Hepatocellular carcinoma
FFAREE 7 Intrahepatic cholangiocarcinoma

BF#HRasE - IR EZ DR A& E! Combined hepatocellular carcinoma and
cholangiocarcinoma

Survival Analysis

Analyzing tumor rupture, needs to be tumor rupture before
surgery

Analysis complicated by effect of the study
Left vs right sided tumor....preliminary analysis = no difference

Primary surgery, need to analyze outcome for PRETEXT 1 and
for PRETEXT 2 patients stratified by primary surgery vs
delayed surgery.

PRETEXT 4, need to analyze outcome by multifocal vs unifocal
and by transplant vs conventional resection.

Patients where first event is death = 80; are these from
disease progression on therapy or from treatment?

..........................

..........................




CHIC Dataset Components

Date of enroliment onto the particular Group’s study.
Patient’s birthdate
Patient’s gender
Patients within-group identfier.
date of dx
Extent of disease at enroliment
- PRETEXT
— V,P,EM if available and if not, at least
macrovascular involvement on imaging
— metastatic v. non-metastatic
— Multifocal v. unifocal
— site of metastases
. stage at diagnosis (COG, GPOH, JPLT)
. Gender
+  Co-morbidity, Risk Factor
— Prematuity, Low birthweight
— Beckwith Weideman Hemihypertrophy
— Familial Adenomatous Polyposis
. NAACCR race (cog only)
. NACCR ethnicity (cog only)
. AFP at diagnosis
— AFP after 2 cycles chemotherapy
— AFP after 4 cycles chemotherapy
. Platelet Count at diagnosis
. Consensus histology according to a mutually
satisfactory code list. Eg, pure fetal, Mixed fetal
embryonal, macrotrabecular, small cell undifferentiated
(SCU)/ rhabdoid
. date chemotherapy started

. Chemotherapy received
—  Number pre-operative cycles
—  Number post-operative cycles
— Agentsreceived pre-operative
. Agents received post-operative

o e o o o o

e s s

Extent of disease resection by any procedures
performed after initial diagnosis up to and including
the date of enroliment.

— Diagnosis biopsy
Resection at Diagnosis
Resection after Neoadjuvant Chemotherapy
Type of resection
Resection of Metastatic Disease
Resection of Disease Recurrance
Major Vascular Reconstruction at time of
Resection

—  Liver Transplant

— Second Surgical Procedures

—  Surgical Complications
Date of first disease recurrence or progression
Type of relapse

- Local

—  Pulmonary

— Other
Type of treatment of relapse.
Outcome of relapse treatment.
Microscopic Positive Surgical Margin
Preoperative Spontaneous or traumatic rupture
Ototoxicity Grade

— Time elapsed between diagnosis of tumor and

diagnosis of ototoxicity

— Hearing aids
Date of first diagnosis of a second malignant
neoplasm (SMN)
IDC-O coding of SMN (cog only)
Date of death
Final outcome.
Date of last FU, if alive and status.
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PRETEXT 4

CHIC International database (1,605 cases)
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MBRIRI S BEEBRBRARITO—ILE

— - EEE-
CHIC wHE() SEIRETE (+)
\ N2+, AFP <100
SCUT
PRETEXT I-lll PRETEXT IV
l FFob R E+, H+, N1+
FAAR - T KERAREE
WEYROE N P mURIH
bt 21 SR aRE
CDDP EXI&EA
+£STS x4 chfy RSB (5 FHRR9ZER))
Surgery
CDDP==STSx2 CITA(PLADO) x6
L EZE O
ERRTRHE
COG: AHEPO731 i Biopsy/
Risk Rating Made |—— Rasaction
(2009 open) |
! v ! !
Very low-risk Low-risk Intermediate-risk High-risk
A l!
Regimen T Regimen F Regimen W
No further ' - ‘l‘ -
treatment C5VD 6 cycles in 2 cycles of “up-front” VIT
2 cycles of total. i
Cc5Vv Surgical resection/ :”ndo:v theq?g‘y i
Transplant after 2 es'.)on gt e <
cycles with 4 receive 6 cycles of C5VD with
postoperative cycles | | 2 cycles of VIT
OR Non-responders will
Surgical resection/ then receive 6 cycles of C5VD
C5V: Cisplatin, Fluorouracil, Vincristine Transplant after 4 Tumor resection or liver
VI: Vincristine, Irinotecan cycles with -
C5VD: Cisplatin, Fluorouracil, 2 postoperative transplz;;\t S:t;um Ild ea;héSVD
Vineristine, Doxorubicin (with cycles VERANT SEEE SRR ELYNTUN Sk &
Dexrazoxane) with 2 cyclt_as of C5VD given
* Biopsy or complete tumor removal if postoperatively

ossible at diagnosis .
P : Amendament at 2012: CTEP/ZEAZE




AHEPO731(ZB1T5RVAZFFHEEICKT5
REGIMEN WDHERE

FEZET ] ’T
Z=I) 5]
ER il FifF
D g o
(Vincristine
Irinotecan . Cs5VD .
Temsirolimus) + Dexrazoxan

REGIMEN W

o VIEE: T T30 KT
o AHEPOT31RRBR TIX, YHL L ZURF LAY )T H RS
e Vincristin: Day 138X UDay 8iZ. 1.5 mg/m? (FERK2mg)
o Irrinotecan: Day 1-5 {Z 50 mg/m?(FHZX100mg)
o BRTE. AMERIRIEF THDHH, TxhFE1441(46. 7%)

o VITHEE
e Vincristin:Day 13X O'Day 8(Z. 1.5 mg/m? or 0.05 mg/kg for < 10 kg

(% K2mg)

o Irrinotecan: Day 1-5 {Z 50 mg/m? or 1.67 mg/kg/dose for < 10 kg
(FZ X 100mg)

e Temsirolimus: Day 138X U'Day 8iZ. 35 mg/m? or 1.2 mg/kg for < 10

kg
Week (1 | 2 1 3 |
VCR i l
CPT11 | | | ] ]
TMSR l l .




TEMSIROLIMUS : SIROLIMUS (/3= A0) D RT )L
{bEH., BRI A/MALTY Y 2R BEIGHE F OMTORBEEZK
o /NERIZBITDENIEREE (FRFEE6.1, 6.2)
o EEMEAERE DR IBA XL - FEIERA
o 5 &: 1 ERIZ1ED10, 25, 75,150mg/m2: 75 mg/m2%H#1E
o B KA BEMTDIIREZIL TRV,
o ABFIFREMOLDIZZ L —RAD /MR £V — R3O B ETIE,
o MRFEEERIF15] TCR., TDMD3FI 4% A LI EDSD
o BIERE PhIXIFRE AEAES ARE A S L L N ER 15251
o HAILL THERMICIEDOTS mg/m2 124
o MR IFIE B IR15]TPR, Z D D144 TSD
o EAREMIT, M/MRIRA . BISILE., MEREE
o EMENEE (PK) IZER R E DEIT2L, FRA LI,
o 75 mg/m2E NI 57228, SDDIER LA BREDA iR
o BEARETORAE:COGTIL, 7L LREAN )T H BLOTE
Y aIR DG ARIEICLSEIFERER (ADVL091835R)
o AU I)THEHFRALEBLAT AL B AADOE LA EYIE

o BIZEERFEL : A8 (G 7T RELEF] : 42451)
o HAFFZRTHEI5%, a =7 —=0.048

o A< —x U RiRA 2k
o RIBEDEVAZEGBMETFERIBIZBITIAE L ZIRF L AV
ITH e BIOT L) LAAIZLDEREZFTMT S

o BH L EZY— U RBAb

o PRETEXT##EIZLY. EEYIFRTEEME DT H

o BB EHEEEEIC BT APRETEX T E DM LB FH %
VDO L APRETEXTAEED—E M

o FHEEREE O SFLEITIEE Z T TR BV BB 5 o H R A 21

o PWTEFAFP3100 ng/mLAT . RS RIWTmRIG . FHTE HHE.
ZIREMEEE ., BRMENMERE, KREREOMERFY 7,
HAT . BIXOSCUBIOMBRFRIY 7 #4728 THARE
FE2HTHEEOHELEFSOEM




APl B 72

o Common Terminology Criteria for Adverse
Events v4.0 (CTCAE)

o Response Criteria: 2 A7V 5
« RECIST HARFA> : H7ed L 1EFHOREEZE20 mmil LOFRE
Spiral CTT10mm [l EDFE
{2 :CR, 30%LL EDfEN
(W ORE) — ((LERERORE)
(BEWFORRE)
» AFP f{E: JBIERENICHTE0% LI EDIETRHHLE

X 100 %

o CRE/ZIIPREHIESNIIEBIZ TR0 L A78T,

o BRDOEAND2Y A2 )VOHR FITIREDEIT RO LIVIESZ
MEHETTH &9 5,

o ZOMOFHEFTREFIL T T, HERZBIE A0 T, .

TEMSIROLIMUS > {th & DGt FH $h B

o ILBRA~DT LY AAD AN E (GfTEET.3.1)
o EIERMEEERIER OOV EX N, AINVRTFTFv EJLLE
LA MO R A RERIE R
o REVNEI LD ATHE L EOBEAIR
o PNET/BIFIE~DTALAVBYLRE RS FTF Vv, BT T
T EDOBERABIE (RAEERFT.3.2)
o PNET/MBHIREEDAOY CHIMEZEME A HE58
o DAOYRAEREEIZ XL Tin vivo TR B NH|
o TR AT UMMEDU251 BB REHIIE B ORE ~, HETE I ]
o ERRBNE RGNS ANTKT T IR EDAV I T AL T3,
EAEE (RATEE]S.3)
o HEIERSICHA, GHARIEOEIEBHE R T .




BERERETOT LAY RYLRD A ERE
ADVL0918v)E, BRI FREREERE ~DT LAY LR
AV )T T, TESBIROBHT7=—X 1
o /NEEE, BIGHEFES~OSBEEDL VA TOT LB AADE
KA EEAV )Ty T aIREDOFFBIZBIT AT L) AAD
7 = —R2DHELE B AT
e 1H.8H TA4AIuUALR
e 1—-58H AYI)TFTHhrv, TESAIF
o ZIb%E21 HEITR K125 A £THESE
o B34 (HEkwe ) 7T %84 (FLE)
o DLTIZ/Z2o7-L~ L3026, mal AT o— VHLJE & BEE
021 BZ1Y ANV ELTAV /T (90 mg/im21-5H), 7
£ uIN(100 mg/m2 1-5H) . 7 A0 A %(35
mg/m2 1, 8H)DL VAT, HF, #IGHEEFESEEZE
9 A/NRIZRHL Tldizsd Tt 1
0 COG ADVLO9M 8N OAV /T EFALEDT A
Y LAADE 2 E: 35mg/m2

RAFEEOTEMSIROLIMUSDE I / I FHFRER
o 101-EU GRf+&EH5. 2) : 24 #ETERIAIESH]
o 7.5 - 220 mg/m2 ;AIE 3073 MFERE
s 220 mg/m2 tolerable PR 2, CRO
o 200-US GR{TEHI5. 3) 110 EFTEL A
o 25, 75, 250 mg/m%E1[E 309 HBEEE
» 250 mg/m? tolerable PR8 CRO
0 2217-AP GR{TE#5.4) . 82 ETERENA (BEX, 8E. HE)
o 20 mg/m2, 25mgaE1E 3040 EFEES
« 25 mg/m? tolerable DLTOH#I|4L PRS8 CRO
o 131-JA GR{T&E$4.3 p15): 10 EFERSAES (ER)
o 15mg/m?, 45mg/m? @1[E 3040 HERES
o 45mg/m* T3FP2FIZSI L—F3DOTH. OR% .

o JEITEIIC, KD IBIZH T3 FA2YLIDISM/M2DE LSRR




/NREEROTEMSIROLIMUSDEE 1 /I FHERER

o INRESFE. MABEREE (JCO 2011: iR FEH6.1)
» 10,25, 75 & 150 mg/m? 10— RA3BRLBIC 1B AFEES
- 19 5l (&3—64)
» 150 mg/m?tolerable
o BFY)(TLOYLRESOYLZADEFN) DAUCIEEEA EFELL

o BT L—FRESFIE., thiF3FIE. BEEEHEAEE (Eur. J. Cancer 2011:
nTER6.2)
o 75 mg/m2EBE1EICIBHLULLEOEFES
o 52 45
» PR 145l SDOEER — GHRABETOEIMEEZRE
o GAEBLERMERA: M/MMRED . SEEMAE. s1EFES tolerable
o EYENREIFEHTOREMIEEL RALEL .

FW A T BB

VITEEDNEDOEZNRHNB0%LL T THIUDBMBIT ~DOLEEN2< | 95%H
WE+o2hEH0 &35,

ST =T RE G D B RIE EohiflOERE PREEIE
Bi%k
157 194 16fILLTF RBR2K T35 % E
BEHTRN
17HILL E FERVREELLT, AR
ERESE S5,
(BE2dizTe)
EE : 2345128 3THILAT RBREET 375266 FRE
Bex BEZ TR
384 E RBREKRT 5 ER%RE
BEZ,

BEOEYDRN% THoT-LT5HL, LERORV 5 T0.048 (B—FEEE) ORERICT
BB CEPEZBEONCTE L. BEKRTR76%OMHEER L U THFE I DEFIEK
132456725, ZORBODEDEHRNIS% ThHolzT5E, LDV FT09

(L D{RSETITHRH /7130.90) DORERIC CEMNET TADELZBHOMIZL S 3, .

2B, VIRIETIE, BHICERL., B LIEFIT A o7,




REGIMEN W: WINDOWEERE DX HrikiE

o C5VD (+ Dexrazoxan)ii:

s Cisplatin: Day 1(Z, 100 mg/m? (3.3 mg/kg for < 10 kg)
5-Fliorouracil: Day 2 {Z 600 mg/m? (20 mg/kg for < 10 kg)
Vincristin: Day 2, 9, 83X UDay 1612, 1.5 mg/m2 (HxK2mg)
Doxorubicin: Day 1, 2 {Z., 30 mg/m? (1 mg/kg for < 10 kg)

e Dexrazoxane*: Day 1, 2 [Z. 300 mg/m? (10 mg/kg for < 10 kg)
*: OISV ATINVDHINZD

Week (1 | 2 1 3 1
CDDP |

5-FU l

VCR l l

DOX U

DXRZ* | | .

DEXRAZOXAN
o Doxorubicinii, ##&58,3300mg/m2 Z#iz 5L LFMEDY
AT BB

o ZD7=¥iZ. AHEPO731 7 b — )L CIIE B D2V A 7T L»
EMETFBHOT=DITEFIE G-I A N TS,

o AFLTITARATIE
» Dexrazoxane (DXRZ)
o B EBRTIX, TITHARF U XL LEMETBHICHER (RAMAEERILL. 2)
o A H MR TOLEHEERS IEIZZIRHY (New Engl. J. Med. 2004)
o INB~DOFEITHEBEIN TRV :: ZHUT DWW TIZCTEP THRR ST
“¥%kAiz: AML, MDS

o ARENEEHLLWETOERRFIEIZEE
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