34 IL—T (JWITS, COG, UK) D5 HTL7T=1p-, 16q9-, 1p- plus 16q-DHEE

46 (4.7%) 4(31%)  11(2.6%)
(RR=2.88) >
LJ A0071 ) P=0.117

F=0.005

JWITS, 1p- plus 16g- 46D F#

NED 72m, 144m; R—~NED 119m; R~ DOD 110m
FLULVABRME T, MEHEELT, 5 FEEFEHN
NAFT—I—DERFFZEEZHHIZITOFETT,

RASSF members pathways and interactions. RASSF proteins can regulate the microtubule
network, cell cycle progression, or apoptosis by recruiting common and unique effectors.
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Ohshima et al. Methylation of the RASSF1A promoter is predictive of poor outcome
among patients with Wilms tumor. PBC 59:499, 2012
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B EOHEE 31.4%, 50.3%, 18.3%




B ZESREG DR ERM - FAH (1)

FSATHED T —RITHELT, RASSF1AAF )L{E%0.07£0.62

TRYYIED

BHl% (T o1 SEROIFEFSERDBLE, Th

F1.90.8%, 78.0%, 65.6% THofz, CCT. BREHDEEILZ
NFN31.4%, 50.3%, 18.3% Tho1=. SFEMEFSLL&ZLog-
ranki&E TITo1=LEDHRHE HEIIaL—2a TRH B E,
TEERDESYELST=, 1006 THRE NT0%VERTETH
Y. IR B SR AT BRI E B S Ch S TR E D ETH 7T T
[XAIEECTHDHEEZ bNT=,

FEK#E
JiE 5 3K A% A%
100 0.592 0.710
110 0.623 0.730
120 0.664 0.779
130 0.708 0.797
140 0.738 0.832
150 0.771 0.853
160 0.801 0.871

Clinical and genetic characteristics in 15 patients who died of WT

Case Age, sex Stage  Pathology Relapse Survival Genetic
period {month) abnormality
1 13yim, F \'2 Favorable -+ 28 WTX, 1p LOH
2 2y8m, M ] Favorable -+ 44 WX, IGF2 UPD
3 15y2m, M ] Favorabie + 23 1GF2 L0}
4 6y9m, F v Favorable - 4 WX, TP53, IGF2 LOI
5 2y5m, M 1] Favorable + 30 WT1, CTNNBY
8 0y3m, F | Favorable + 33 WX
7 2yim, F 1\ Focal anaplasia ? 20 WTX
8 3y8m, F 11 Focal anaplasia  ? 18 WTX, 16q LOH
9 1yim, M \ Favorable + 28 WT1, CTNNBT, IGF2 UPD
10 4y7m, M v - 2 4 WTX, TP53
11 1ydm, F i o + 27 WX
12 2y0m, M I Favorable + 80 WX
13 Oybm, F i Favorabie + 14
14 6ydm, F i Favorable + 110 WTX
15 1y9m, M 1\ Favorable + 30

F female, M male, UPD uniparental disomy, LOl loss of imprinting, LOH loss of heterozygosity

WTX abnormality

10/15 (66.6%)
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WTX gene and protein structure WTXE{K% Jenkins et al. Nat Genet 2008

Mot in 858 aa isoform f-catenin binding region
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Event-free survival is shown stratified by 1qg gain.

P=0.783
¥ 05 Total Event EFS

* 04 —-n  Nolggain 79 15 79.7%

s . iy 1q gain 28 4 77.4%
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Overall survival is shown stratified by 1q gain.
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EFS, OSIZHEEZE7L
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1) BREFHC, PEREHETFTHT N\ T—I—DOWRIL, BEEFED
RELHEZE OV GABEOREDNLHICEETHD.

2) COGIZ1p loss + 16q lossH FERF REF THAHLRD . BIEGIILERAED
BliregimenZEFAL., ABEKBEOREFEW LT HIAREEH TS,
Ff=. 1q gain N F R BEFTHDHETHMEHCOG, UKIEEMDIRESN TLNS,

3) IWITSE KTURUKDIRE TIE. 16q lossB A, FRABREF THIEDEREHF -,
1p loss, 16q loss, (1q gain) S BB EF TH SN E I M Eprospective study CIREET B,

4) JWITSD ST TR A NGB FRASSFIAATF ILIE RN B FED TR ABREFT
HDHELEEALT=, Prospective study TP REFTHA EEREIILT-L,

5) WTXIZAAHNEEEF T, FOEEFWnL I FILGEEREERIET D, £ITHAET
FREFTHARBEENRESNI=MT, prospective studylZ&UIREET 5,

6) LREOBHRICKYFHLOFERREFEREIL. R TOra—ILHROBEREIZAL
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» Rhabdoid tumor of the kidney (RTK)[&. 1978£E[ZNWTSG®D
REZENOWIMsER &IE BLGoEETHA LN THESNT-,

o RTKIX, FYREBEHICHRETIENLBENLESTHY. 5%
LUEIZIZHETHD,

o BEMROERIZ, FEATHD.

o 199842 RTK [ThSNFS/INI EBZF DR XK, EENH NS E
ML EEST,

» RTK [&, 24 FEEN20-5%EEDHELFERABRLERESED
—DELTEZLNTLNS,
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o R, MR, BEEEREEHIZLTANRIS
RIEL. BMAETLTOBLA B,

o BEISEMLIE. BRIET, . L. T

Bz,

e RTK patients (10-15%) 1%, ShiR#iR(Iz#
EBL T, atypical teratoid-  rhabdoid
tumors (aT-RT) &FEIEN D,

oRTK & IR #EDaT-RT of CNS (&, &Eix
FFERIZhSNF5/INIT BIZF DR EETRD
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JWITS

JWITS - 1 in RTK Study (1997—2005)

No of Patients

stage 1 stage2 stage 3 staged  Total
Sex
Male 3 1 2 4 10
Female 2 3 2 3 10
Age
<12 mo 3 1 1 4 9
12-24 mo 1 2 2 7
> 24 mo 1 1 1 1 4
JWITS




AR KA EEREER (JWITS -1)

o stagel-2
100 E (n=5)
ol 1 ___ weaus Stage 3°4
7 (n=7)
60 ] b oy
| : P=0.674
40 B e
8
8
20 3 Bo o o —T nnnnnn @
0 | 1] 1 ] 1) T 1 i ¥ 1 H
0 5 10 15 20month
JWITS
JWITS - 2 in RTK Study (2006—2009)
No of Patients
stage 1 stage2 stage 3 staged stage5  Total
Sex
Male 1 0 1 1 0 3
Female 1 1 1 2 1 6
Age
<12 mo | 1 0 2 1 5
12-24 mo 0 0 2 0 0 2
> 24 mo 1 0 0 1 0 2
JWITS
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1.2

E7E

~Stage [ ,1I
-2-Stage M. IV, V

JWITS

NWTSIZ&E 1+ 58 EAHE

- 33EERICBITBNWTST,2,345128115

RTKEB BTSN BIRIT142 fITHo1=.

- JRHA 1/10 (n=40)
AFESHTFIR(0S) : 41.8%

BB /IV/V (n=102)
AFEEHETFER(0S) 1159 %

ZBEE6s A LT D FLIRHE
AFEEHEFER(0S):88%

- BETER2E LU D4 R H
SHEHEREO0S): 41.1%
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Tomlinson GE, et al.2005,23:7641-7645, JCO
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JWIiTS - 1 (25155 {LBEEL DAY

Regimen RTK

Week 0 1 2 3 45 67 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24

P P
El El E1 El E1 £l
c2 c2 c2
P=Carboplatin 16.7mg/kg/day X2day
E1=Etoposide 3.3mg/kg/dayX3day
C2=Cyclophosphamide 14.7mgkglday X5day

Drug for chemotherapy
* PE1: Carboplatin + Etoposide
» C2 : Cyclophosphamide

JWETS

First Line of Chemotherapy of JWiTS -1

e JWiITS/RTK regimen = = = = = = = = =« = n=>5
Second line therapy
L—-—> ICE, DD-4A regimen, PBSCT

@ Other regimen ------------- n= 3
ICE, DD-4A regim

* Second line therapy

ITEC
(Ifosfamide, THP-ADR, Etoposide , Carboplatin)

NB A3
( Cyclophosphamide, THP-ADR, VCR, CDDP)

JWITS




JWITS-21=81F DBl Db 22 p sk 2 4

fEf FE A BEME

1. 3m 5 ICE (IFM, VP-16,CBDCA)

2. 6m 2 ICE (IFM, VP-16,CBDCA), VDC

3. 8m 4 ICE (IFM, VP-16,CBDCA), VDC

4. 10m 4 ICE (IFM, VP-16,CBDCA), VDC

5. 15y7Tm 4 ICE (IFM, VP-16,CBDCA), VDC

6. 5m 1 VDC (VCR,DOX,CY ), IE (IFM, VP-16 )
7. 14m 3 ICE (IFM, VP-16,CBDCA), VTHP-ADR C
8. 27m 1 VDC, IE

9. 30m 3 ICE, VDC, DD-4A, PBSCT (Hi-MEC)

JWITS

Approach for Chemotherapy Regimen

o WMESNTWIEDLGEHR
- Doxorubicin, Cyclophosphamide, Etoposide
lfosfamide, Carboplatin

o HMLEFOHEAEDLE
- VDC (Vincristine, Doxorubicine, Cyclophosphamide)
- ICE ( Ifosfamide, Carboplatin, Etoposide)
- |E ( Ifosfamide, Etoposide)

e RTKERDEH
-ZEEESE. NFES1RUTTHS.
At ECABIRERL., ITEAER., ABETHA.
1B T, BHREZE= 2T ETWVENL, +2EE%E
LTHILRTSFoDEREEDRENNETHS.
JWiTS




Concept for new Chemotherapy Regimen

e RTKEB R D%
EREERRRE. FEAEN, FETHS.
IRUTI, BHEEETE=2TETWEAS, +57F 8%
LTALRTSFUOREEDHENDLETHS.

o 1 MUTOBRICHLTHLVKRTISFUET7— ARSI ELTEEAM?
"1 BUTORBTHIBROBHEEICEHLEREEZHETS
DITEHETHS.

® VDC and IE regimen

IO ANFA—AVTAEICHLTENTHS.
s ZOLOAVIKICE LU AL KYFE ML

JWITS

BHESTRARES (RTK 2313 HERRENER
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{bE3EE VDC LAY (smsokg xi%)

| Doxorubicin (DOR)

125 @ @
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-1%5 T 5,
B TORYBITH L TEREHETOD T, F1a—XDDORIL
(534

{EEiE VDC LAY (hEsokg bit)

DoxorUbicin (DOR) .
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Etoposide ;
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