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completion of well-designed phase III randomized trials. It is
to be hoped that researchers worldwide will investigate a
variety of administration schedules and not simply mimic
what others have done, so that clinically important agents
will not be missed. The future of topotecan and irinotecan
administration is not yet resolved.
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Irinotecan in the Treatment of Rhabdomyosarcoma

YosHIAKT TsucHIDA®!, YOsHIYUKI Kamir*2, TosHIT SHITARA*S, MIcHIO KANEKO™!,
ATSUSHI MAKIMOTO*S

*\ Department of Surgery, Gunma Children’s Medical Center

*t Department of Surgery, Teikyo University

*3 Department of Hematology/ Oncology, Gunma Children’s Medical Center
* Department of Pediatric Surgery, University of Tsukuba

*$ Department of Pediatrics, National Cancer Center Central Hospital
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Jon. J. Pediatr. Surg., 35(1} ; 110~1186, 2003.

Prognosis for children with rhabdomyosarcoma remains poor in Japan. In order to
develop a new chemotherapeutic modality, an ## pive basic study of irinotecan, a
topoisomeragse [ inhibitor, began nearly 10 years ago. Then a phase [ clinical study of
irinotecan in children with malignant solid tumors was begun in May 1995 | this study
was completed in February 2002. This study showed that maximum tolerated dose
(MTD) is 180 mg/m?/day for 3 consecutive days, repeated at an interval of 25 days.
In the United States and France, phase ] studies were also carried out, and their
MTDs were reported to be (20 mg/m?/day X5} X2, and 600 mg/m?/day X 1, respective-
ly. In these countries and in Japan, phase II trials for children with rhabdomyosarcoma
are being performed, using these MTDs.
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74 (Intergroup Ewing Sarcoma Study:IESS}
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FURICH 1T 2 BN LA SR
BR F®1~3)

BEFBETRZEROS B, ESFT LT
FHAE Vb D1 doxorubicin/adriamycin
(DXR/ADR), cyclophosphamide {CPA}, vin-
cristine (VCR), actinomycin-D (ACT), ifos-
famide (IFM), etoposide (VP16) D 6F|TH
5.

ESFT I2#f ¥ % DXR/ADR D& Fittid, XKE
T 1973 FI245 F - 7= Intergroup Ewing Sarcoma
Study (JESS) %@ LCiEBA& N7z, IBSS-IT
i VCR, ACT, CPA D#lA&+E (VAC), VAC
& ADR (VAC + ADR), VAC & Wififi~D st
#U848F (VAC + BPR) 2 DWT=HELEAR
AT, VAC+ ADRBED 5 EEmF LA
0% bobkbIdhoitn, DI CIESS-IT
i, FEERLIC L, (ERE VAC+ ADR &
ADR % 8 L 72 VAC + ADR T ILBGRERAS
froh, SEERBEETFRREINETN6%E 73
& HE LI VAC+ ADR TERLTW:, £
7B DEFZE TIE, ADR @ Dose-intensity 0 31k
EEHEOHBMEMBLRIRTVS Y,

—%, 30w T 1980 GCHIEA R &
Ewing FIRE (23§ 5 & sk A58 (Cooper-
ative Ewing's Sarcoma Study:CESS) #'RF#ESh

608| (92) ANIEHEM - BTk 45

7z. CESS-81 Tid VCR, ACT, CPA, ADR/
DXR 2 A E&# 7 VACA (D) LI AT
FLEWE R AT, SERBETFERISSPTH-
729, BEES DTS 100 mi K OEF & 100 ml
PAEOER T3 EEREFENENLTNTI
E31%ThHY, EEFEHETREOMBEIRE
iz, ZOFE+%ITT CESS-86 TIHEEOHK
Hick o TY A7 HEEIT, FEA100mI R
T OIESIZIE VACA, 100 ml BLEDEFICH L
TITCPADIE D IZIFM 2l 7z VAIA 2 B
Lizem, 301 FIORFIZRIED 10 EEFERF
THTS51%, HEERBEETDRDLD o7,

Zho OBERRBOMRE, VCR, DXR/ADR,
CPA D A &% (VDC) A Ewing BIE7 7 2
) —REH O [FEEs] 2 bERERE LTRSS
ARG, ZOfbEERRE L) 2 BT EREL
Ly, BRERTRCIERBHADH 0%HEH
WWEB LYk ol —F, GRS IUEHR
BEROAOTFHRIFEITES, ERETET0~
%8BT o7z

# [5] ¢ National Cancer Institute (NCI) @ /%
40y MEREIZBWT, BR - BGHD Ewing
P ICatd 4 IFM & VP16 Dl ASE (IE) @
FEpMEHTRES A, 1988 F 12  ~ 1992 4E 11
AizfTbh7zNCI 7T} 32— INT-0091
(CCG-7881 & POG8850) Tix, VCR, ADR,
CPA, ACT (VadCA) L IEDORMKHFEE L
VadCA Bk 5 » ¥ ALILERE T EER
R B 3908 A, HMREREE 120 A3 L THAT
L7, ERREEREGITIE VadCA + IEBE L VadCA
B TRHAUCER R oA, FEERERET
I VadCA+ [EB O SEEFEFTEN69%,
VadCA KB AT54 % L VadCA + IEFFTHEIC
BN Loz, 2O E { CCG/POG
70 b a-—N (CCG-7942/POG-9354), B LU
MAEHEITF D COG (Children's Oncology Group)
7ok a— (AEWS0031) Tii, &b iC
VDC-IE DR FEIMFET — A & LTS



|1 BRKICEHI1F D ESFT QFEEBAICH T DIERURE (xatzs) L0351H, 33

e -7 BHEN| BV SEERERE 7 -3
IESS studies
IESS-1 (1973 ~ 1978} 342 VAC 24% doxorubicin AH M TH 5
VAC + WLI 449 TRERDESFTHFHIAAT
5
VACD 60% ZBHTFOBREETHTH S
1ESS-T (1978 ~ 1993) 214 VACD-HD 73% Eh R bERERERTH S
VACD-MD 56%
First POG-CCG (1988 ~ 1998) NA VACD 53% IFOS + ETO Dt FI# i B3
°Ha
VACD + IE 68%
Second POG-CCG {1995 ~ 1598) 492 | VCD + IE4Bwecks 15% RS R MERSRELT
RAETEA L
VCD + [E30weeks 156%
St. Jude studies
ES-79 (1978 ~ 1936) 52 VACD $2%< 8 cm W AR FHETFTHD
64% = B cm
ES-87 {1987 ~ 1991) 26 |IEWZXZEHAM| SenEEEMR L, I[EDfASERENTHDTE
%
EW.92 (1992 ~ 1996} 34 VCDIE X 3 8% BWALIEIIC L o CHEE A A1t
(</z8cm) FHEFICR%ZG
/3%
VCD/IE
ik
CESS studies
CESS-81 (1981 ~ 1985) 93 VACD BEEHAX: i <100ml~80% | Y 4 X {</2100mi) &
AoRGE TFERFIE3
> 100ml~31%
PRI MARN < 10%~ 1%,
>10%~31%
CES5-86 (1986 ~ 1991) 301 SR:VACD 52% high-risk B 1221 L FO
PRIk AEOM R ERE LA
HR:VAID 51% (10years) AR 200 m! T FEFR
BTHa
UKCCSGMRC studies
ET-1 (1978 ~ 1986) 120 VACD 36% sy A XHROEEL FHE
Frhi
PR 52 %
&%
FHI1I%
ET-2 (1987 ~ 1993) 201 VAID 62% KET L& NMLROTSAEE
THd
PR 73 %
55 %
A%
EICESS studies
EICESS-92 (1992 ~ 1999) 470 | SR:VAID/VACD T9%/71 % HEER (>200m) LEGO
RIcEMFERTII2S
HR:VAID/EVAID 54%/62 %

DFS : disease free survival, VAC: vincristine, actinomycin D, cyclophosphamide, VACD : vincristine, actinomycin D, cyclophosphamide,

doxorubicin, VCD: vicristine, cyclophesphamide, daxorubicin, ESFT : Ewing sarcoma family of tumors, WLI:whole lungirradiation,
HD:high-dose, MD: moderate-dose, IFOS :ifosfamide, ETO: etoposide, 1E:ifosfamide and etoposide, SR :standerd risk, HR: high risk,
YAID : vincristine, actinomycin D, ifosfamide, doxerubicin, EVAID : etoposide, vincristine, actinomycin D, ifosfamide, doxorubicin,

NA :not available

ANBELEA - 20044 - 45 (93) | 609
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N, RERT — L ENENT M EFNALRIOMAL,
FGEMBOEMESL T v ¥ AL EGR
ThHh,

PlbEX b, HBESTOESFTINT 2 [HEdE
W) R bZEHREL U A i, D ELHBE
ICEBEBOLWHIZI L TIAVDC+IETH
ArEZOHNTHA,

—7%5, BRI ORI OH B EFIC
DV, EBOLVEFERCEREET-T
b, FOFHRIZEDHTRRTHS. Zhoo
B AEIGL TAERELFHEBEL
BLAZKELFEEELRALNRTVEY, £0
BRI DWTIEWEZRRTE L, —EO#H
FRICIZEL Towvmw X 5 s b2 Rk AN Bl

WL mEoREDHRENSH Y, ZTORRKI
FELTTAXFNARE FRA VA5 —FIRE
EThDL (R4)

O T T T SRy L e T e

BFEE (SIREE - BEIHRER)

ESFT MiaHE T, {LFEFED AL L4
BIFEPHSTHREE R Y ORTEEL SO 8E
WEENEETHL., YL s4 I 7 TORE
FrisEE T a2 L, BICREFTGRIZE DL
BHEENEETAIEDOLEVEIIITEI LD,
FHALEOLDIZEETH S,

Pritchard & 7 i, 191245 5 1968 F DRI
B SN EBERO LV Ewing WIED B E

F2 EeRICBITD ESFT OERBFICHT DABEME (s L9318 8

-7 BEM RBELVAY |SHEBREFE M E K
1ESS studies
IESS 1-T (1975 ~ [983) 122 | VACD 30%
First POG-CCG (1988 ~ 1993) 121 |Reg A:VACD 19% IE%BMLTHHRBEBEL 2V
Reg. B:VACD + IE
European studies
ET-1 {1978 ~ 1986} 22 | VACD 9%
ET-2 (1987 ~ 1993) 42 | VAID 23%
EICESS {1990 ~ 1995} 171 {VAID:E 27% BEEEAE I L TR AT 2T B
Bt 34% WRDEFEFThHo7:
I 28%
WE . 14%
Intensification protocols
First POG-CCG (1988 ~ 1993) 60 |Reg. C:VACD+IE 2% HREIHMEL THEREIRELE
EEMEO AML AT 2T Rz A LR
EW-92 19 | VCDIE X 3 211% FRAETHEL THHEIUELEY
VCD/IE BifeE orgm
HBEEED AML A8 %IzA S his

ESFT :Ewing sarcoma family of tumers, DFS:disease free survival, YACD:vincristine, actinomycin D, cyclophosphamide, dozorubicin,
VAID: vincristine, actinomycin D, ifesfamide, doxorubicin, VCD: vincristine, cyclophosphamide, etoposide, 1E :ifosfamide and etoposide,
E:etoposide, RT:radiation therapy, t-AML: therapy-related acute myeloid leukemi

®3 FAO/KESRERMAECLDEFNIDMAORERE (xm2s) LW3IA, ¥%)

SR
2 ] Fi 2
DOXO0 (mg/m?} | CYCLO (g/m?) | ETOP (mg/m®) | IFO (g/m?) - AML/MDS
EW7/eba—-n BESE A8 | BR5E M8 | 8858 M | BER5E A4 (%)
ES-87 315 5 95 483 | 3,000 483 48 0.77 0
EW-92 375 815 [125~165 988 | 4350 988 58 1.3 8
First POG-CCG regimenC 450 83 176 926 | S000 926 140 26 227

DOXO: doxorubicin, CYCLQ :cyclophosphamide, ETOP : etopeside, IFOS :ifosfamide, t-AML/MDS : therapy-related acute myeloid

leukemia and myelodysplastic syndrome
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