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WA OBERBREE TIIAY /T H VHBAATHLAEIMEZ RTT— 4 b
B B0 RN RSSO EEZ LN D, A TITEIRENR
BB IR D400 27 AN X 58 VI AHRBRES? oft R
B, BRRIT5.9%. 24 UL Lo E (SD) X 11.8% THh -7z,
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KIE | K74 (B¥4) | Camptosar®

irinotecan hydrochloride injection

CkE DOE OmmE OGE OnE Oz

(Pharmacia & Upjhon Co Division of Pfizer

Inc.)
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WipEEZ#EIGET D, £, 7ty 7w
JLR— A D — IR IE S it $4 |2 R ST AT
L 7= 85 R M i 1 R s FRCE D TR R b s &
T 5,

Mk - &

< PFHRE >
BE LA
AF & 5-7vAva T v (5-FU) kUiaA
aRrRY v (LV) EofFH

AANL, 90 53 F TRIEFHET 2 2 & (R
TSRO DOEZ S M), T XTHOL I A
YT, LV IIAARIE %, £72 5-FUIL LV &
H#HEGICEET D, AANFHEE I LD LY
AUTHEMT 22 L, BUE#HEI A TS L
VAR N0 ITRT,
£ 10: SFAREOBREL DAV RUOHEE

E a

LYAL | KH 125 mg/m? & 90 43 C i
R—=7 = 7 (day 1. 8, 15, 22)
5-FU/LV & | LV 20 mg/m* & R — T AFRE
DOHFHTE6 (day 1., 8, 15, 22)
WY A7 | s.Fu 500 mg/m® & K — 5 A 1k

¢/ (day 1. 8. 15, 22)
ey R RER 0% & &0 &
—bRAn (mg/m?)

g
Bl 45 1 BERE 2 ERp
i UEET =
AH 125 100 75
LV 20 20 20
5-FU 500 400 300

LIOA2 | KA 180 mg/m* % 90 43 C AL ii i
S 1 (day 1, 15, 29)
5-FU/LV & | LV 200 mg/m* % 2 W[ C AR F
DOHFHTE6 & (day 1. 2, 15, 16. 29,
i R G2 30)

(K% 42 | 5-FU 400 mg/m® % R — 7 AFH{E
NMiE day 43 | R—F (day 1. 2. 15, 16, 29, 30))
W2 B AR) 2

5-FU 600 mg/m? % 22 B R T A
St 1E (day 1, 2. 15, 16, 29,
30)
iR EBEROEERORHE
(mg/m?) 2 Brpisi &
Bl 45 1 BERE 2 ERp
i UEET JE A
AH 180 150 120
LV 200 200 200
5-FU 400 320 240
=3
A




5-FU 600 480 360
AL °
@ A EER OfE < B, 2 BEIEE LD & 512K 20%
DHEPLE» S LR, BEPBETEHLO0TSH
ML, BEOBRRABES B RY . BHET A 7 L OIHR
Bk D 2 EMNTE D,

" R— T ARG R R EAT

< BAAIRE >

i S VG

ARANL, W 1 RS ER O3 8 1 RSk
DOWFHIZIBNT E 90 43 2 TR EFES
528 (R ORMEOEZZR), HA
BIED LY A K 1212587,

£ 12 AFBEMBEELVOA LV EKOCHEER
A 1EEREE 125 mg/m?* % 90 4y T A3 # % (day
1, 8, 15, 22, Z Dtk 2 M IKZEK)

FisHEROCERHZORE®
(mg/m?)
BRAE & 1 BRI 2 B
& &
125 100 75

3 1 EEEEY | 350 mg/m® & 90 4 TATEHIE (3
Wz 1 E)

FHHAERUCERZORE
(mg/m?)
BRAG A & 1 BeRER 2 BRRE R
I=:N =28
350 300 250

PEBE, e oBRFEORRFEICE L TRK 150 mg/m* £ T, H
50T 25~50 mg/m? R L Tle/h 50 mgm? £ CHEEE TS 2
LN TED,

P EBIT, Hax DBFZFOEEMEICIE LT 50 mg/m? R L THRAK
200 mg/m* £ CHBEESTHZ ENTE D,
CHUENERTELIHLOTHNIE, BEOBEEFENELSRY |
B A 7 VOB EMBET D LN TE D,

UGTIALEMHIE TRE~DOEREE
UGTIAI*28 7 L VBN HREHEAKRTH D Z
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M. &2 WTHEATERET 256, AAIOB
A EA 1 B EEET 5 2 & e Mt
% (BEREHEEOELEOEESM), 72721,
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—UGTIAL BT
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HERFHTE S, MAEICELY ., UGTIAL 6/6,
6/7. kXN 7/7 BIE TR AZHESTHILENTE
% (BEOEESR),
£ 3
—UGTIAL {EHIE T R

UGTIA1*28 7 L)L & R E# 51K (UGT1AL
77 B H) L LTHOBRETIH, A
GBI AF R R O U 27 BREL 7D,

66 5l O FAE T A K 2 BAI T G-

(350 mg/m® % 3 W2 1 [A]) L7-#BRT,
UGTI1A1%*28 7 L VIR R B SR O BE TO
grade 4 O 4FFERIAD O FBLRIT 50%, ~T
A K (UGTIAL 6/7 Ein+A) OFEHET
X 125% ThHh oz, WEMT LLOKREES
& (UGT1A1 6/6 ﬁ%%ﬁ”) D B TIL, grade
4 DIFFERBITRO S Rinoiz,

AHl (180 mg/mz) L S 5-FU/LV % OF
LB TOHRMERBIZI T H UGTIA1*28

2D E 2 Bt Lzaim & R B (n=250)
T, grade 4 O 4F P ERIAD O FE B R IX
UGTI1A1*28 7 L L3R B AR 0 B3 Tk
4.5%,. UGTIA1*28 7 L L3 ~T m A KD
BETIL53%, AT LAABRKEHEAK
DEFTIX1.8%Th -7,

Fo. B 109 BlHx LTARF (100~
125 mg/m®) & AR—F A 5-FU/LV % G # 5
L7258 OB Tix. grade 4 O if-H ERJED D
FHRIL, UGTIAL*28 7 L L NAREHEA A
DERF TIX 18.2%. UGTIAI*28 7 L /L3~
TREAKROBRETIE 11.1%, BAERT LV
DAREHEEERDEE TIL6.8%TH -7,

UGTIAI*28 7 L RNHREHEAERTH D Z
ENBEMOBRE I, AFK E Mo KK LG
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SIS o TV RN i x DERE
DIBIEIZKE T 2 AEMIZIEC TLZE O H &
ARz 52 & (HikE- HELROHEM L
DEE : lAREDEHZZH),
BE | lic4 ({234 ) | Campto 20 mg/ml concentrate for solution for
infusion
(Pfizer Limited)
Zhae - R
ML - &
TS
ME | Wie4 (B%4) | CAMPTO® 20 mg/ml
(PFIZER PHARMA GmbH)
ZhaE - R
ML - &
TS
{AE | B5E4 (4224 ) | IRINOTECAN PFIZER 20 mg/ml, solution a
diluer pour perfusion (IV)
(PFIZER HOLDING FRANCE)
PIEERIESIE S
ML - HE
1 %
JiE | BFE4 (3%4) | "CAMPTOSAR® irinotecan hydrochloride
trihydrate for injection 20 mg/mL
(Pfizer Canada Inc.)
PIEERIESIES
ML - &
i %
ZEE | l5E4 (8%4) | CAMPTOSAR® injection
(Pfizer Australia Pty Ltd)
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fii &
S
e |mkE mxm wmE meE Onm O
5 4 MEPEEIZIINCCN A R T A > KO NCI-PDQ 2 Flak & mﬂi
PR B Too AEZEMTIX, NCI-PDQ DO ZhfE « 202K (2-4, PRFEEFIE) | ARG
ok g | X HEONEZBRL, fFHETEDOMDTA KT A 1220 T
pETES |G LT,
NS
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1. NCCN Guidelines® Bone cancer Version 1.2012 %
2-1)

2. NCI-PDQ® *%7~9 &)

hEE - R
(E 7= 1L BNHE -
BRACBIE D B
2 FC B )

I TEAANCHEES Do OAZEHE L, AR
DFEMICHONTIT 3 (4) BT LT,
1. Ewing’s sarcoma D
Second line therapy (Relapsed or Refractory
disease)
2-1.Ewing Sarcoma Family of Tumors Treatment * %
Ewing Sarcoma: Recurrent tumors
2-2. Childhood Rhabdomyosarcoma Treatment %%
+ Previously Untreated Childhood
Rhabdomyosarcoma/High-risk patients
* Recurrent Childhood Rhabdomyosarcoma
2-3. Childhood Liver Cancer Treatment *%™
+ Treatment of hepatoblastoma: for Stage IV
* Treatment of Recurrent Childhood Liver Cancer
/Recurrent hepatoblastoma
2-4. Neuroblastoma Treatment ©*’
Recurrent of refractory neuroblastoma in patients

initially classified as high risk

Mk - HE
(EITHE -
HAEIZEEDH
2 R i T)

1. Temozolomide and irinotecan (category 2A)

HA KT A v BICHEREIT RV, RIS *
OO f BRI TO®EY

“FEY I IRI1E100mg/m’ % 1 H 1EHERS
HRWNAR, AU /5 %> 10~20 mg/m*/day, dayl~
58 KU day 8~ 12 (2 AUl fRE,”

2-1. Combinations of chemotherapy, such as

cyclophosphamide and topotecan or irinotecan and
temozolomide are active in recurrent Ewing sarcoma
family of tumors and can be considered for these
patients. &1 1 IZ[F L,

2-2. Irinotecan and_irinotecan with vincristine
(Irinotecan : 20 mg/mz/day X5 days for 4 weeks per
treatment cycle and 50mg/m?*/day X 5 days for 2 weeks

per treatment cycle, and recommended the shorter

regimen for further investigation.) (Level of evidence:




liiDiv)

2-3. Patients whose extrahepatic tumors remains
unresectable or who are not transplant candidates,
should be considered for alternative chemotherapy,
such as irinotecan- - (LL T #%).

HA KT A v BRI 02, ARG S
o EREIZL T oMY,

“UY 2T H 20 mg/m® % dayl~5 K O day8~12
IR, B2 U ZF 03 1.5 mg/m® % dayl
ICEFE, 21 B, W10 D 2 VA 7 L THBPHEN 72
WA, AU T H % 50 mg/m IR
2-4. The combination of irinotecan and temozolomide
had a 15% response rate in one study (Level of
evidence: 2A).

HA RTA v B HEREIT RV, ARG
P O BETEIIUTO®EY,

“7FEY 1 F1[E100mg/m* % 1 H 1[EEH 5 H
BIPAR. A U /5 %> 10~20 mg/m°/day, dayl~5
B LU day 8~12 (T AU FFE, 21 HfE,”

A RKTA

> Ewing sarcoma (NCCN } O} NCI-PDQ®)

(D Casey DA, et al. Pediatric Blood Cancer. 2009;
53(6): 1029-34. %719

@ Wagner LM, et al. Clin Cancer Res. 2004; 10(3):
840-8 %1

(® Wagner LM, et al. Pediatr Blood Cancer. 2007;

48(2): 132-9.%#%10

Rhabdomyosarcoma (NCI-PDQ®)

@ Pappo AS, et al. J Clin Oncol. 2007; 25(4): 362-9.
=Y-2)

A\

@ Cosseti M, et al. J Pediatr Hematol Oncol. 2002;
24(2): 101-5.%%1)

@ Vassal G, et al. J clin Oncol. 2007; 25(4) : 356-61.
E-3)

@ Furman WL, et al. J Clin Oncol.1999; 17(6):
1815-24 %719

(® Mascarenhas L, et al. J Clin Oncol. 2010; 28(30):

4658-63.%%17

Hepatoblastoma (NCI—PDQ®)

(D Katzenstein HM, et al. J Pediatr Hematol Oncol.

A\




2002; 24(9): 751-5. 0%

@ Palmer RD, et al. Med Pediatr Oncol.2003; 41(1):
78-80. %%

@ Qayed M, et al. Pediatr Blood Cancer. 2010;
54(5): 761-3. %% 10

» Neuroblastoma (NCI-PDQ®)

(D Bagatell R, et al. J Clin Oncol. 2011; 29(2):
208-13.%%12

- ASCO guideline &% Z0#i7e L,

- KIELRBEEE : Centers for Medicare & Medicaid
services ¥ Z CIRBRIE R & S IRA L,

[Medicare |% FDA 7KF8 % 7 @ indication & 3£(Z
LLF @ off-labeled indication (253 % 155 & 7 /3
—T 5, LOFLELH D,

* Carcinoma of small intestine

+ Non small-cell lung carcinoma (alone or in
combination for the treatment of locally advanced
and/or metastatic stage I1IB or IV NSCLC)

Small-cell lung carcinoma, extensive-stage

small-cell lung cancer, first line treatment, in
combination with cisplatin

* Cervical carcinoma

* Pancreatic carcinoma

+ Advanced esophageal carcinoma

+ Metastatic gastric carcinoma

* Primary brain tumor

+ Epithelial ovarian cancer of platinum-resistant or
platinum-refractory patients

* Metastatic breast cancer, refractory
F 7=, Local Coverage Article ® H1i21%, EFRICZ
LT OBEICHRREZEIN TN ORH D,

* Malignant glioma of brain, recurrent of progressive
disease

- Bone cancer-Ewing's sarcoma

+ Metastatic rhabdomyosarcoma

« Small cell cancer of bladder

A RZA
g

ESMO Clinical Practice Guidelines

g
Bone sarcomas &%

BRE - ZhR

(¥ 7213%h8e -

Ewing sarcoma / metastatic and recurrent disease
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Chemotherapy regimens in relapse situations are not
standardized and are commonly based on alkylating
agents in combination with topoisomerase inhibitors

or irinotecan with temozolomide [III, B]
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Wagnar LM, et al. Pediatric Blood Cancer. 2007;
48(2): 132-9.%%10
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3.

BB NKITR D E RS O RFKICER « lREFBFIZHOWNT
(1) FAEDAHEER, EYBEHARE IR DL AR E L TOHREIRI

< CEROMFR F1E (RBACH BRI %) . BRRER ., Uk - slcEF 0B EHH
DL % >

1) PubMed (2 C, EEECHHEIN TV IMBHIELFAEOLMETHRRLE L
ZA, TR L, K H 12011412 H7H)

BRFE. KD IAB KA [T %%
irinotecan AND pediatric ("irinotecan"[Supplementary Concept] OR 112
cancer "irinotecan"[All Fields]) AND (("pediatrics"[MeSH

Terms] OR "pediatrics"[All Fields] OR "pediatric"[All
Fields]) AND ("neoplasms"[MeSH Terms] OR
"neoplasms"[All Fields] OR "cancer"[All Fields]))

12




F2% “clinical trial” T limit | ("irinotecan"[Supplementary Concept] OR 24
"irinotecan"[All Fields]) AND (("pediatrics"[MeSH
Terms] OR "pediatrics"[All Fields] OR "pediatric"[All
Fields]) AND ("neoplasms"[MeSH Terms] OR
"neoplasms"[All Fields] OR "cancer"[All Fields])) AND
Clinical Trial[ptyp]

irinotecan AND neuroblastoma | ("irinotecan"[Supplementary Concept] OR 78
"irinotecan"[All Fields]) AND ("neuroblastoma"[MeSH
Terms] OR "neuroblastoma"[All Fields])

5% “clinical trial”"C limit | ("irinotecan"[Supplementary Concept] OR 15
"irinotecan"[All Fields]) AND ("neuroblastoma"[MeSH
Terms] OR "neuroblastoma"[All Fields]) AND Clinical

Trial[ptyp]
irinotecan AND ("irinotecan"[Supplementary Concept] OR 46
rhabdomyosarcoma "irinotecan"[All Fields]) AND

("rhabdomyosarcoma"[MeSH Terms] OR
"rhabdomyosarcoma"[All Fields])

F2% “clinical trial” T limit | ("irinotecan"[Supplementary Concept] OR 11
"irinotecan"[All Fields]) AND
("rhabdomyosarcoma"[MeSH Terms] OR
"rhabdomyosarcoma"[All Fields]) AND Clinical

Trial[ptyp]
irinotecan AND ("irinotecan"[Supplementary Concept] OR 8
hepatoblastoma "irinotecan"[All Fields]) AND

("hepatoblastoma"[MeSH Terms] OR
"hepatoblastoma"[All Fields])

EF2% “clinical trial”"C limit | ("irinotecan"[Supplementary Concept] OR 2
"irinotecan"[All Fields]) AND
("hepatoblastoma"[MeSH Terms] OR
"hepatoblastoma"[All Fields]) AND Clinical Trial[ptyp]

irinotecan AND Ewing ("irinotecan"[Supplementary Concept] OR 7
"irinotecan"[All Fields]) AND Ewing[All Fields]

F2% “clinical trial” T limit | ("irinotecan"[Supplementary Concept] OR 4
"irinotecan"[All Fields]) AND Ewing[All Fields] AND
Clinical Trial[ptyp]

oo, BEERNEREOF 11 AHLLE O BRIK B & O S BB (2R D
NRILERE LT 12 #, ENEKABRE LT3IHMERE Lo, 2ofliic, Bl
NDTA RTA L ORWGmIL L7025 2 EBRE LI, ok, ENEFRET 2 #H
(R LTid, T(5) EENEITSR D AF T o AR RUER plT K& OB R 2 R8 1C

13




SWT ] IZEHE LT,

2) EFiEweb IZT. A TOFRHTHMBRLIZEZA, T’ Lz, (B¥%EH :
2011 £ 12 A 12 A)

FRERFE . RV A Stk 58 3 G2

AV T Hhy SNRBA ((Irinotecan/TH or U / 7 % >//AL) and (/N2 J8&/TH | 22
(D IAF « =iEekbr <) or /NE M AJAL)) and (PT=2i% 8k <)

AV Ty PRRIEE ((Irinotecan/TH or U / 7 % >//AL) and (###% 250 | 20
(B0 AF - ZigdkbR <) JEBE/TH or #H#% 2 IE/AL)) and (PT=22 8%k <)

AV T Hhy KRR A RE ((Irinotecan/TH or A U / 7 1 > /AL) and (&#LFF A | 4
(VAT migekbR <) fEE/TH or AEECH A IE/AL)) and (PT=2 &8k bR <)

AV )T Hh IR ((Irinotecan/TH or - U / 7 % >/AL) and (JF 2 #/TH | 3
(D IAF - migEskbR <) or 2 IE/AL)) and (PT=22 i 8kFR <)

AV 7 T7Hhy =2—+A2r7 | ((Irinotecan/TH or 4 U /7 > /AL) and =—A1 |1
(R0 IAZ + &iEERIR<) > Z'IAL) and (PT=2 6%k <)

AV T Hhy fEFE ((Irinotecan/TH or A V /7 71 »//AL) and (BEZEHE | 0
(R0 IAZ + &iEsRIR<) filE/TH or #6 3 J/AL)) and (PT=2 3 #kFR <)

_0)97'5\ FANKE#H O E N KRR 4 A28 E Lz, ENEMHRE 8 q*é&
B LTIk, T(5) BEENFITIR D ARF T O G IR R BR%AE & OV A A FH 5288
SWT ] IZEHE LT,

LIF, HEELHEOINE S 12 IS ENEHRE SO TiRidi L, EEN15 D
BINfE R & LT, SHESCHR 5 . EPNSCER 4 OBzl 2, £70. B
WO 2 T, "l L7,

<M BT D ER IR R

* B IES

1) Bomgaars LR, Bernstein M, Krailo M, et al. Phase II trial of irinotecan in children
with refractory solid tumors: a Children's Oncology Group Study. J Clin Oncol.
2007;25(29):4622-7.%%% (B P EEIHE O SCHK)

AISHEDO/NREBERG 2SR E Lic, 40 T DFEMERIED 2D D
II AHRBR T D, TEFME B IIRZR, BIRAFEME B X3, Sy Ehhe,
75 (PD), UGTIAL B %R L OBk & Lz, 181 IR BRES L, 95 171
BNk & Siz, LY A T 50 mg/mP/day (1 B2 CHEMERE) . 5 B
&h, 3 EEAEVIRL E LT,

161 5l (1-23 #%) 23 A ZhMEFHmG AT EE T Hﬁrﬂ%@ 1 B2 52 %R (complete
response: CR). #47 %f# (partial response: PR) &, BEZFNE 4 6, BB AE 1
B, MRRIFEE 1, Py — I —~ 1HIT, BRI S% TH o7,

Grade 3 DL LD EFS L LTk, Grade 4 D4FHERE/VIE. Grade 3 XX 4 ©
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M/ E . Grade 3 XX 4 O FHIDZRD BTz,
79 il (2-23 wE. HFRAE 10 %) ZXRIC, AV T RO ORI O
MEhREZ Sl L7 & 2 A, &M T AUC | f?@b (7-20 %) RO L= (FF),
UGTIAl &fa 28 &3 (PR T/ MR E) XX EHRE N T X —
K EDMICITHABEZRO Lo T2,

Table 4. Pharmacokinetic Parameters for Innotecan and Metabolites
MNo. of AUC; ¢ Ing-h/mLi Cmae Ing/rmL} tyz (hours) CL imbL/minfm?) Wd.. (Lkal
Drrug Patients Mean sD Mean sD Mean sD hMean sD Mean SD
Irinotecan 79 2,626 1,443 726 482 47 23 374 148 31 1.6
SN-38 79 a4 87 13 E8 78 1 — —
SN-38G 79 269 178 29 15 128 2 — —
APC &0 511 500 58 E1 46 2 — —
Abbreviations: SD, standard dewviation; AUC,;, area under the curve extrapolated to infinity; C_,,, maximum serum concentration; t,5, terminal half-life; CL,
clearance; ".f-" \-cIJme of distribution at s °Ed\-~stﬁte

2 ) Wagner LM, Crews KR, Iacono LC, et al. Phase I Trial of Temozolomide and
Protracted Irinotecan in Pediatric Patients with Refractory Solid Tumors. Clin Cancer
Res. 2004;10(3):840-8. %%

B/ NREEREEE (1260, 1-235%) 238 (2—A 7 RIETH], APk 3
201, 7 4 v N AJES16, ependymoma 14, low-grade glioma 163]) &, 7 &
=: ‘: NeA U 2T %GR L7255 A Omaximum tolerated dose (MTD) % 3R &

FBIMHRBR TH D, 7EY 2 I K (100 mg/m*/day, ZEMERHRE OB 5) 13RO
5 E! F#E L, 7Y 8 FESOIREMZICAY /75> (10 mg/m*/day 66,
15 mg/m*/day 6, URFRILL 20 F CAuifiieiE) 45 A ki 52 B IR 3E%
AV )T rOhesAERL, 28HZ1a—X & LT,

Grade 3 FOFEFZIITROMEY Th o7z, i PERBAE, If/MRIEAE .,
T, WERE, BB REDRRO N, AV T h rEmEGEFEO2HIZDLT
Roiv, ZO1611XGrade 40 THI, b 9 141X Grade 20 4 H ERIFAE 2 £ © 1 1
JECTH 72, MTDIZ, 7EY 12 K (100 mg/m’/day) +A YV /T H>

(10 mg/m?/day) T -7, BREMELHR/R TR TH > 72,
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Table 2 Grade 3—4 toxicity summary for first course and

entire study”
RN® IRN
(10 mg/m>/day) (15 mg/m*/day)
TEM TEM
(100 mg/m*/day) (100 mg/m*/day)
6 patients 37 courses  § patients 19 courses
Other Other
Grade 3—4 toxicity  Course 1 courses  Course 1  courses
Neutropenia® 1 2 1 0
Thrombocytopenia 0 2 0 0
Diarrhea 0 0 14 2
Vomiting 0 0 1 1
Fever 0 1 0 0
Infection 0 0 14 0

? Toxicities noted during first course/entire study.

5 [RN, irinotecan; TEM, temozolomide.

© All resolving within 5 days and not considered dose limiting.
4 Defined as dn‘.»e—].imin'ng toxicity.

TEYRI RN, AV T OEYEBEFMOMERIITRROLEEBY Thol,
HEHREFIMR AEAILRO ONT, 7V T 7R L, BARGREFRETH
ST, 72, MIDTHERRMIIZE RO H 5 XI5 HEREY (SN-38F 7 h KT
MTIC) DHEFENE ST,

Table 3 Summary of temozolomide pharmacokinetic parameters in
patients with pharmacokinetic studies on day 1 (n = 9)

Parameter (units) Mean Median Range
TEM® AUC (pg/mlh) 286 20.4 (13.5-74.2)
TEM clearance (liter/h/m?) 4.7 49 (1.3-74)
MTIC AUC (pg/mL-h) 0.85 0.50 (0.39-1.82)
Ka (e} 93 27 (0.3-49)
Tau (hr) 0.09 0.03 (0.01-0.35)
TEM t,, (h) 25 21 (0.5-3.9)

2 TEM. temozolomide; AUC, area under the curve; Cl, clearance;
MTIC. 5-(3-methyliriazen-1-ylpmidazole-4-carboxamide.

Table 4 Summary of irinotecan pharmacokinetic parameters by dose in patients receiving concomitant temozolomide and in histonical controls
who received irinotecan at a dose of 20 mg/m*/day % 5 days for 2 weeks

Without
With temozolomide temozolomide
Irinotecan 10 mg/m? Irinotecan 15 mg/m? Irinotecan 20 mg/m?
6 patients 4 patients 33 patients
Parameter (units) 10 study days 5 study days 57 study days
Irinotecan lactone AUC (ng/mlh) 222.0 (84.9-462.5)" 3753 (170.7478.0) 26" 7(152.0-744.8)
Irinotecan lactone clearance (liter/h/m”) 38.1(13.4-108.2) 36.8 (27.2-80.6) 0(15.1-120.4)
SN-38 lactone AUC (ng'ml-h) 31.6(12.349.9) 38.0(246-484) 18 3(45-70.1)
SN-38G lactone AUC (ng/mlh) 602 (42.8-236.2) 102.6 (69.8-130.3) 80.1(37.8-371.0)

? Median values listed, with ranges in parentheses.
b AUC, area under the curve.

FHEIT TEROMWMY , BN —A ' AME (ICR, 1PR) K O #% 2 fE (1PR)
TR ONTZ, N EAFRD &7z ¥ Tld, 0%methylguanine-DNA methyltransferase
DOFREBLPMEME IE KRB L T,
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Table 5 Correlation of response with MGMT? and MME.
protein status

Dose No. of
Disease level MGMT MMRE  Response courses

Responders
1 ES 1% 0 Not done CR 6=
2 ES 1 0 Proficient PR ]
3 NB 24 1+ Proficient PR 5
4 ES 1 0 Proficient ME. 7
5 NB 1 1+ Deficient 5D 17

Nonrespenders
1 ES 2 0 Proficient FD 2
2 ES 2 2+  Proficient PD 3
3 ES 2 3+ Proficient FD 2
4 WT 2 2+  Proficient PD 1
5 LGG 1 0 Proficient FD 1
6 ES 1 3+ Not done PD 1
T EP 1 1+ Not done NE 5

2 MGMT, O methylguanine-DNA methyltransferase; MME, mis-
match repair phenotype; ES. Ewing’s sarcoma; NB, neuroblastoma;
WT. Wilms tumor; LGG. low-grade glioma: EP., ependymoma; NE. not
evaluable.

b Dose level 1 = Ininotecan 10 mg/m*/day; temozolomide 100
mg/m*/day.

“ Patient electively withdrew himself from study after 6 courses.

“Dose level 2 = Irinotecan 15 mg/m*/day; temozolomide 100
mg/m*/day.

3) Furman WL, Stewart CF, Poquette CA, et al. Direct translation of a protracted

irinotecan schedule from a xenograft model to a phase I trial in children. J Clin Oncol.
1999:17(6):1815-24.%%'9 _(NCI-PDQ # 1 K 7 A | Childhood Rhabdomyosarcoma
Treatment (PDQ™). Recurrent Childhood Rhabdomyosarcoma, Current Clinical Trials
RLHEL D 51 SCHR 14)

23 B (2.9-21.3 75%) D FFE/NVLET R BE (PR 2FIE 5 B, A0 A IE 4 61
osteosarcoma 5 4, AMMEJE 4 /5], peripheral neuroepithelioma 4 5, % Dfh 3 f31])
AR, AV T A OEMEEZFM LIS | HEABRTHD, 1V /T

(1 RFRI 2 CRTERRE) 2 1SV 5 BER, 2 ERER, 21 HE% 1
YA 71 Liz([qdx5]%2), #IEFH% G- &% 20 mg/m?*/day T, Grade 3 L EDOAE
HENR LN OEAIX 20% T o8& L, 24, 29 mg/m*/day % #% 5 L 7=,

HhEIL. SPR, 16 stable disease (SD) 23328 Hiv7=,

FEHEBIITERDOEY THoT, Grade 3 LA EOFERERL L LT, E, g,
MU, T, AF TP ERIAE 23 FR 8 B A7z, DLT (X Grade 3/4 O 1 XXM AL
T, 24 mgm* HE5RE (126]) F6pFlcR 5N, MTD iZ 20 mg/m> Th - 7=,

17




Table 3. Toxicity Summary for Course 1

Irinotecan Dose Level (mg/m?)

20n*=9; 24 (n* =12; 29(n=2;
30 courses) 40 courses) 14 courses)
Grade Grade Grade Grade Grade Grade
Toxicity 1-2 34 1-2 34 1.2 34
MNausea 6 1 3 1 W] 0
Vomiting 1 2 5 0 1 0
Abdominal
pain 0 0 2 1 o} 0
Diarrhea 5 3t 7 5 1 1
Meutropeniat 1 4(1.2,2,6d) 4 3(1,1,11d) 1] 2(4,5d)
Thrombao-
cytopeniaf 1 0 2 0 v} 0
DLT summary 2/9 6/12 1/2

Abbreviation: DLT, dose-limiting toxicity.

"Patients were originally siratified based on prior radiation therapy. Strata
were subsequently combined, explaining the treatment of more than six patients
at these dose levels (see Patients and Methods and Results).

1One patient’s diarrhea was caused by Clostridium difficile infection.

iUnacceptable or dose-limiting hematologic toxicity was defined as grade 4
and lasting = 7 days. Entries denote number of patients (duration in days).

HEHEREIZT FEDOEY TH - 72, MTD (20 mg/m*) IZB T 5#% 51 H H D SN-38
(GEMAEHY) © AUC FfEIX 106 ng'h/mL ToH - 7z,

Table 4. Irninotecan and SN-38 Lactone Systemic Exposures on Day 1

Irinotecan Irinotecan AUC* SM-38 AUC* REC
Daose
{mg/m?) Median Range Median  Range Median Range

20 (n=8) 398 87-1029 106 41-421 0.28 0.10-1.55
24(n=11) 346 223-5M 80  26-211 0.32 0.08-0.49
29(h=2) 822 707937 103 73-133 0.10,0.14 —

Abbreviation: REC, relative extent of conversion of irinotecan to the active
metabolite SMN-38.

*Area under the concentration-time curve for hours O to 7. All values are
expressed in ng-h/mL.

4) Cosetti M, Wexler LH, Calleja E,et al. Irinotecan for pediatric solid tumors: the
Memorial Sloan-Kettering experience. J Pediatr Hematol Oncol. 2002;24(2):101-5.%%
19 (NCI-PDQ # A K A >, Childhood Rhabdomyosarcoma Treatment (PDQ™),
Recurrent Childhood Rhabdomyosarcoma #2585 FH SCHR 11)

1999 4 1 A 75 2000 4 7 A O[] iZ, MSKCC (Memorial Sloan-Kettering Cancer
Center) (ZCA U /T H N X DIWEEZ 2T o, AHRRED & 5 5/ HE T E
REE (2261, 2-33 5%, TRE 16.15%) ZXRIC, AV /T A DHEMEL %L
EMEEFMM LT, 4V /T H0E, 20 mg/m¥/day Z 1 B2 CHEBEEL, 5
HEE A% 2 3 IAREE, 2 lEEKEE 1 1 7 v & L7z [(every dayx5)x2], &
IZ X > Tk, FriCRYIOY A 70T 10 HEER L,
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HMEITTROBEY THoTz, FHEFTEE 19 BiIh, 4 FlHZFBAIERD (B
IBE 4 5] 2CR, 1PR, FER U U o) 3 B IPR) N A S T=,

TABLE 2. Response to ifinotecan

Response (N = 19}

Diagnosis CR PR sSD FD
Rhabdomyosarcoma

Embryonal 2CR 1PD

Alveolar 1 PR
Undifferentiated sarcoma (with

rhabdomyoblastic differentiation)} 1 8D
Osteosarcoma 6 PD
Ewing sarcoma - 3 PD
Anaplastic neuroendocrine tumor 1PD
Non-Hodgkin lymphoma 1PR 18D 1PD
Fibrosarcoma 18D

CR, complete response; PD, progressive disease; PR, partial
response; SD, stable disease.

HEHES (26]) ZTTEOEBEY Tho7z, Grade3 U EOFEHES L LTI
F LRIV GE . AF TP ERIBUDE . /AR SE . IR e 2% il IR T 23 ER 0
N, RbEBEICRBELEAEFERII TR CTh o7,

TABLE 3. Grading according to the National Cancer
Institute: common toxicity criteria

Adverse event 0 1 2 3 4
Anemia 17 2 3 0 0
Leukopenia 9 4 5 4 0
Neutropenia 12 1 3 2 4
Thrombocytopenia 10 4 2 3 3
sSGOoT 19 3 0 0 o
SGPTT 20 1 1 0 o
Diarrhea 3] 9 3 3 1t
Pneumonitis/pulmonary

infiltrates 21 0 0 0 1

*Serum glutamic oxaloacetic transaminase.

1Serum glutamic pyruvic transaminase.

1This patient refused further refusal of further treatment because
of severe diarrhea and weight loss.

Toxicities (n = 22).

* B A IE
5) Vassal G, Couanet D, Stockdale E, et al. Phase II trial of irinotecan in children with
relapsed or refractory rhabdomyosarcoma: a joint study of the French Society of

Pediatric Oncology and the United Kingdom Children's Cancer Study Group. J Clin
Oncol. 2007:25(4):356-61.%% (FEEEFLHH O LK) (NCI-PDQ HA KT A >,
Childhood Rhabdomyosarcoma Treatment (PDQ® ) . Recurrent Childhood
Rhabdomyosarcoma FC.#¢ @ 51 F SCHK 13)

BX - RISHEO/NRBRREE G e L, 4V 27 B > OF RO
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THDHNHERRTH 5,

AV )T HrOFG5EIT, KE 10 kg LI EOBFEIT 600 mg/m*/day, A 10 kg
ATl O 1L 20 mg/kg/day T, 60 32 CHREEFHELZ, LA IE 1 H 1[H
BhHL, 3ETHYVIKR L, FEMEEBIZ, FEOENELE L,

35 51 (2-19 5%) MEERI I, BEIRIL 11.4% (35 FIF, 1ICR,3PR) TH o7z,
BRECOMMPRMIT 1.4 2 A, EFEHHFPRLEIXZSS » HTHoTz,

ARER TP OB ITRD SN o 72, Grade 3/4 DHEFERIIFROBEY
Tholz, At 112 a—2 (PR 2 a—2 (1-16 2—R) JHEH) N5 S
AU, FE72 Grade 3/4 O ML LTI, aF R ERBUIE 46%. A IMEREUE 34%., 8
W 17%., =2 U AEBIMEERE 14%., B0 1%, WEH 1%, 2l 1%, 1/
DIE 9%, FH 6% T o7z,

Table 3. Grade 3/4 NCI-CTC Hematolegic Toxicity Related to Irinotecan by

Patient (N = 3b)
Grade 3 Grade 4
MNo. of No. of No. of No. of
Toxicity Patients 9% Cycles 9% Patients % Cycles %
Leukopenia a8 A 26 23 4 11 b &
Meutropenia 6 17 32 29 10 29 22 20
Thrombocytopenia 3 9 4 4 0 0 0 0
Anemia 4 1 6 6 0 0 0 0

Abbreviation: NCI-CTC, National Cancer Institute Common Toxicity Criteria.

Table 4. Grade 3/4 NCI-CTC Monhematologic Toxicity Related to Irinotecan
by Patient (N = 35)

Event Mo. of Patients %

Abdominal pain or cramping 6 17
Cholinergic syndrome 3] 14
Mausea 4 11
Vomiting 4 1
Diarrhea 2
Anaorexia 1
1
1
1
1
1
1
1
b

(53]

Constipation

Dehydration

Other: gastroenteritis

Confusion

Other: shock
Pneumenitis/pulmonary infiltrates
Renal failure

Total No. of patients with at least 1
one grade 3/4 related AE

[ T S T P T P T % T P TS I

f=9
%]

Abbreviations: NCI-CTC, National Cancer Institute Common Toxicity Criteria;
AE, adverse event.

6 ) Pappo AS, Lyden E, Breitfeld P, et al. Two consecutive phase II window trials of

irinotecan alone or in combination with vincristine for the treatment of metastatic
rhabdomyosarcoma: the Children's Oncology Group. J Clin Oncol. 2007:25(4):362-9.%
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w2 (EYEFHE O SCER) (NCI-PDQ 1 K7 A | Childhood Rhabdomyosarcoma
Treatment (PDQ®). Recurrent Childhood Rhabdomyosarcoma 50k @ 5| FH STk 12)

B LT IE OB MERE RO PIE SR B AR I 240 2T o OF#)
P BELZFHET 570, VA RUBIMHERRELFZEM LI, 41V /T UA
v R iRE (1961, 21K TiE. AU 2 75> (20 mg/m*/day, 605y LL L7
JCRIEEE) OSHERR G 22  FhdE kR, LERIKREZ 1A 708 L, 23
A 7 VEERE LT (50, 1,3, 48I2&5), FHSEICFHM L, AV /T Hhy - B
7V AFr Ay RyiBg (5061) T, EiEicer 27 U 2F > (1.5 mg/m?)
ZHEIEIGERH L, 294 7 v 3FEHE L (560, 1,3, 4% 5) . FSEICFEM Lz, v
A2 RUBRTEINE SN EBEEICHOWTIL, 6 L4 £ T, VACKTE (B
Y URAF UL Smgmt, BT F ) v A1 5mgm’, Y/ T F AT 7 I R2.2
mg/m®) LAV RUREE R IR G T DR ER L, A v RURETE
R SN2 0o T2 BE TIEVACHEIED A a2 1T 72, 15005221 (FEF T2l
W) 1T, HEBRIBE AT o 72,

AV )T ULy FURETIE, £%% (PR/ICR) 1T42% 72 -7, —F T
#1761 (PD: progressive disease) 2332%%4A L7-72, JEFPERERNH 1L 47z,
AV I)TH BT VAT TA Y RUBETIE, BE3IT70%, EIT1E8%
Th-o7T-,

Grade 3 L EOFERHRIT, TEHOBEY Th-oT=, BIw. TH. BKEETH
b EBwmENEREMEATH - 7=,

Table 4. Toxicity by Phase of Therapy for Eligible Patients on D9802 and D9802R
rinotecan Vincristine + Irinotecan

Type of Toxicity Course 1 Course 2 MNo. % Course 1 Course 2 Mo. %
Dehydration 3 1 4 21 7 5} 12 24
Hypokalemia 3 2 5 28 3 2 5 10
Infection no neutropenia 3 1 4 21 2 4 [ 10
Febrile neutropenia a 0 0 ] 3 3 6 12
Red cell transfusion 3 1 4 21 10 5 14 28
Vomiting 3 1 4 21 i Z 4 8
Abdominal pain 2 1] 2 10 8 7 1 22
Hemorrhage z 0 i 10 1 ] 1 2
Platelet transfusion 2 1] 2 10 2 0 2 4
Diarrhea 1 0 1 B 8 B 11 22
Elevated ALT 0 1] 0 0 4 1 4 8
CMS hemorrhage 1 0 1 5 ] 0 0 [}
Hyperuricemia 1 0 1 B 0 i} 0 (i}
Documented infection 1 0 1 5 4 1 5 10
Hyponatremia 1 1 2 10 [} 0 [} 12
Calitis ] 0 0 0 3 0 g 12
Anemia 0 0 0 0 [ 2 7 14
Hyperglycemia a 0 0 0 3 1 4 8
Leukopenia 0 0 0 0 3 4 [} 12
Meutropenia 0 0 0 0 4 B B 18
Lymphopenia 0 0 0 0 2 0 2 4
Meuropathy sensory a 0 0 0 3 1 3 [

146 (AU /7oL Ru4fl, BFHY A > Ko 10 f]) CTIEYEIRE 2 5
L7 (FR), AV T hrBEEIEEL 2 URF oA 2T H UL DR
YEDMIT.AY T A R ONEMEARE Y SN-38 DEYENRE|ZIXEN 2o T2,
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Table 5. Pharmacokinetic Parameters in Patients Receiving Irinotecan Alone {D9802) and Irinotecan and Vincristine (DS202R)

09082 Do9802ZR

in=4) n =10
Parameter Median Range Median Range P
Irinotecan lactone AUC {ngfmL - hr) 4233 24765476 2754 179.6-590.3 30
rinotecan lactone clearance (L/hr/m?) 365 27.0-45.0 591 2551012 A2
SN-38 lactone AUC (ng/mL - br) 148 78428 329 252778 050
SN-38G lactone AUC {ng/mL - hr) 731 395855 46.1 2422349 70

NOTE. All patients received irinotecan 20 ma/m?/day = 5 days for 2 weeks.
Abbreviations: AUC, area under the curve; hr, hour.

7 ) Mascarenhas L, Lyden ER, Breitfeld PP, et al. Randomized phase II window trial of
two schedules of irinotecan with vincristine in patients with first relapse or progression
of rhabdomyosarcoma: a report from the Children's Oncology Group. J Clin Oncol.
2010;28(30):4658-63. %7 (BEEEFLH D CHK)

1B H DOFFE - FREEORBUHREEICH LT AV /T B 7 U R
FUDHBIED 2 DORBPDHFHEAr Va— NV EKKRT 2720, 74 L MLE
NAHRBREFER LTz, LYATUTOROEBY & Lz, 1B 1A TIE, AU/
7 71> (20 mg/m*/day, % 1~5 B, S#E) + 222 U AF 2 (1.5 mg/m® (max
2mg)., 1 H, SEEE) 28 1,2,4 SEICES L, IBEIBTIE, AU/
77 (50 mg/m*/day, HF 1~5 B, MEEE. B L 408 ter s U RF
(1.5 mg/m* (max 2 mg). % 1 B, AHHE. H1,2,4,58) 2H&5 L7, 924l
(21 AR ) O EE DT & 2L S Hu, 165 1A 12 45 Bl 65 1B 12 47 f
DRGR S T,

APt AT REIE 89 51 (1A 42 45, 1B 47 ffl) T, ¥ 1A TIX 5CR+6PR (F4)
2 26%) (2% L, JB% 1B TIiX OCR+17PR (EHE 37%) Tholz, | FHEHE
AR L OEEAFTEIT, 1A TTR LN 37%M T 55%, 1B T 38% K& T 60% T
o7,

Table 1. Treatment Regimen for Randomly Assigned Patients

Chemotherapy Regimen 1A Regimen 1B

Irinotecan (V) 20 mg/m?” for & days on weeks 50 mg/m? for & days
1,2 4,5 13 14, 25, 26, 34, on weeks 1, 4, 13,

356, 46, 47, 49, 50 25, 34, 486, 49

Vincristine (IV], Weeks 1, 2, 4, 5, 13, 14, 25, Identical to 14
1.5 mg/m®* 26, 34, 35, 48, 47, 49, 50

Doxorubicin (IV),  Weeks 7, 16, 28, 37, 40 Identical to 14
75 mg/m®

Cyclophosphamide Weeks 7, 16, 28, 37, 40 Identical to 1A
i), 1.2 gfm?

Etoposide (IV), 100 Weeks 10, 19, 22, 28, 31, 37  Identical to 14
mg/m?/d x B}

fosfamide (IV), 1.8 Weeks 10, 19, 22, 28, 31, 37  Identical to 1A
g/m3id = B)

Abbreviation: IV, intravenous.
*Maximum dose, 2 mg.

ML A T, BERGOLLEYO 6 HE T, THEDQEMEL ST 133
S nolz, LAV IADS0%KRL YA 1B D 66%I2 Grade 3 LL FEDF
EELENRONT-, BONOEIELRFEMEORIIL, LY X UHTHRHZZ
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BEEITIRDO LN To, HHERBADIEIZL U A 1A THZho7203, 3§
VR P ERIVDIE CTIZ BT O bR holz, ML YA D 2%0 BT Grade
3 UL ED /N E N RO BT,

* FRRR 2R E

8 ) Vassal G, Giammarile F, Brooks M, et al. A phase II study of irinotecan in children
with relapsed or refractory neuroblastoma: a European cooperation of the Société
Francaise d'Oncologie Pédiatrique (SFOP) and the United Kingdom Children Cancer
Study Group (UKCCSG). Eur J Cancer. 2008;44(16):2453-60.%%  (ELETLH D
SCHR)

BRI « AN PEO/NEMRIEE 37 61, 0-16 %) xR e L, 41U /T h
DA & LR OO DFH NMERTH L, AV /T h v oh i
{RE 10 kg LA Lo #BH X 600 mg/m*/day, KT 10 kg AR O B # 1L 20 mg/kg/day
T, 60 0 CRIEFHEL, VYA I H LR L, 3 THRVIELE,
FEEHBE B X, BEORLRLE L,

HBIN e =B NE 72 < FHMEFRETH 572 30 FlD 5 B, 13%28 SD Th o 7=,
B ETCOMMPREIT 1.4 » A, AFEHIF T RMEIZ88 » HTH -7,

37 FIDOBEICEF 142 a3 —ARKFEGE S, PREIX 2 2—2 (I~17 2 —X)
SIEGITd > 7o, BT OVERBEEITR O b h o7, F72 Grade 3-4 DA
FEHEGIITROMY T, 4FHPERBFDIE 65%. AL 43%, /M E 38%. 1R
it 13.5%. M6 8%. ol 5% Th o7,

Table 3 - Grade 3-4 NCI-CTC haematological irinotecan related toxicity (N=37)

Grade 3 Grade 4
No. pts % No. cycles % No. pts % No. cycles %
Leucopoenia 12 35 18 13 3 8 3 2
Neutropenia 14 38 33 24 10 27 17 12.5
Thrombocytopenia [ 16 8 (] 8 22 9
Anaemia 12 32 14 10 4 11 4 3
Table 4 - Grade 3-4 NCI-CTC non-haematological irino-
tecan related toxicity (N=37)
Event No. pts %
Vomiting 5 13
Abdominal pain or cramping 3 8
Nausea 2 3
Chdlinergic syndrome 1 3
Diarrhoea 1 3
Infection without neutropenia 1 3
Bilirubin 1 3
Urticaria 1 3
Bone pain 1 3
Total number of patients with 11 30

at least one grade 34 related AE

9) Bagatell R, London WB, Wagner LM, et al. Phase II study of irinotecan and




temozolomide in children with relapsed or refractory neuroblastoma: a Children's
Oncology Group study. J Clin Oncol. 2011;29(2):208-13.%%12 (B EZLH D L
k)

R - RISEo/NEMRFEEBEEICH LT, A Y 2Ty - 7Y v I R
MPEEDOANMEZRAET 27O OFIMERR TH VO | FEFME B IXEZhE L L
7= A4V 777 (10 mg/m*/day) X, #51,2,3,4,5H KOS, 9,10, 11, 12H 2
IEE 2 CRddssE L, 7Y 2 2 K (100 mg/m*/day) 1%, %1,2,3,4,581Z
AV )T h oGO R EbIRMENCREOKREG L, Zhxla—Rx & LT21
AfE, K6 —AE T IRLZ, AT — A% & 67— X% (T [E AR
FENEFRNHNE (INRC) # H W CTFME L7z, FB1EE (stratum 1) [ZCTK O'MRIIZ &
0 I E FTRE 72 RECISTREM I 2 D & 5 E G281 (0-147%) % B8k L, 5528 (stratum
2) IMIBGY v F UL B BEZA] AR O TR T & 2 5EH12761 (1-185%) D
BRikx 1172,

HRI R FEIT15% (8/5561) T. 9 LABINCRTH > 7=, FHIREDS50%IZH 7=
L1460 L . FEREDS6%IZHT- 15BN SDTH - 7=,

HLICE ST HAEFERIIELS Grade3 NF 4 DFEHELIIFROEY THo
7z, Grade 3 i 4 O FHIL 6%ANM T, 4F FERBAIEIZ, 56 1 T 18%. % 2
BEC 35%., M/NBEAIEIZ. B 1T 7%, F2HTI9% CThHoT=, KAV UL
MAEIL, B 1BET 7%, FH2HETII% TH o7z, TDOMOD Grade 3 XiL 4 DFHE
HBX, KT I 2 HICRBD ST,

Table 4. Grade 2 or 4 Toxicities
Stratum 1 (n = 28] Stratum 2 (n = 27)

Toxicity Ma. of Patients % Mo. of Patients %
Hematologic 1 39 14 52
Meutropenia 7 25 12 44
Thrombocytopenia 2 7 [ 19
Anemia 4 14 4 15
Feverfinfection 3 1" g 33
Pain 3 1 1 4
Anorexia/nausea/emesis 4 14 2 7
Diarrhea 1 4 2 7
Hypokalemia 2 7 3 1

kax—A VT HIE
1 0) Casey DA, Wexler LH, Merchant MS, et al. Irinotecan and temozolomide for
Ewing sarcoma: the Memorial Sloan-Kettering experience. Pediatr Blood Cancer.
2009:53(6):1029-34.%%1Y _ (FEEEZLH O LHE) (NCCN HA KT A 3Rk o 5]
I SCHR 10)

20064F1 4 ~20094E4 A IZMSKCCIZB W T, AV /T hYy - 7Y 12 FiFH
BIEZ T B XITEIT2— A T HIBEEE 2 RIiTbi e, ROFHEE
D BAER . WBRDRFRGIE (TTP), ZaMfi L hu A~7 7 ¢ 723 L
=2 ) —=XThb, AV T Hr (20 mg/m’/day) 1Z. #51,2,3,4,5H K&
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U458, 9,10, 11, 12 H ISR S, 7Y 1 2 F (100 mg/m*/day) 1151, 2, 3, 4,
SHIC, AV T A rEGOIRRENIRARS L, 210 A8 & L,

20 1 (2-40 7%, HRAE 19.5 %) OBE D, BFF 154 23— XA DOIEE & FEhi L,
FEM AT ARE 72 19 f51] T, SCR+7PR (F%h3¥E 63%) =/~ L7, B XITET2—A
7 NEEFE (20 1) © TTP FRAEIL 8.3 » H, F¥=2—4 v VHIEEE (14 f)
® TTP P RAEIL 16.2 # H TH o 7=,

Grade 3-4 D HEFRIITEDOBY TH-o72, 72— AT Grade3 O FHj, 1 =
— A C Grade3 D25, A BRIBEDOBEENH D 1 BT Grade 3 D ffifigi g .
19 = — A T Grade 3-4 O HFERJFE A JE . 16 = — & T Grade 3-4 O I/ JE A
R o,

TABLE III. Toxicity Summary (n = 154 cycles of irinotecan/
lemozolomide )

Toxicity Grade 3~ Grade4  Total/percentage
Dnarrhea 7 0 745
Colitis 1 0 1/0.6
MNeutropenia 12 7 19/12.3
Thromboc ytopenia® 13 3 16/10.4
Prneumonitis 1 0 1106

Hospitalizations
Febrile neutropema
Diarrhea/dehydmtion
Colitis
Prneumonitis

— e el

*Thrombocytopenia data from 150 cycles of therapy in 19 patients. One
patient was thrombocytopenic prior to and throughout treatment and
was not included in the analysis.

1 1) Wagner LM, McAllister N, Goldsby RE, et al. Temozolomide and intravenous
irinotecan for treatment of advanced Ewing sarcoma. Pediatr Blood Cancer.
2007:48(2):132-9.%#%10 (BB EFH @ k) (NCI-PDQ # A K7 A >, Ewing
Sarcoma Family of Tumors Treatment (PDQ®), Ewing Sarcoma: Recurrent Tumors.
Standard Treatment Options sC.# D 5| A ik 9. NCCN H A KT A & D 5| H L
fik 12)

L O BRI R S N 278l &2 S de, 4ffik THE S Lo ait166] (7-33
. FRAE18m) DRI ITFRRBIE CHHEBEOH 22— 1 » JRHIEITK L
T AV /T Hhy - TE eI FFRRELZFERLZ —Z2A2 ) —XTh D,
AV 771> (10-20 mg/m*/day) 1%, #1,2,3,4, 58 KO8, 9,10, 11, 12H 121
WE LA B2 TR #RE, 7Y 1 2 F (100 mg/m*/day) (X, %51,2,3,4,5H1C
AV T HhoEGEDOYREBIRFRANICRO®KEG L, 21REHE Lz, Zhvi
12— & LT21~28HMIC# VIR L7z (BEIMHERBR CIL28H f5) . 166D BT
BEPSa —2DMPERITOLI, PREITS 2 — R ESITH > 72,

HNPEFEM X 14 5] THBE T, 1CR, 3PR, 3MR (minor response), 2=4hH [ H g
fEIX 30 B T > 72, 4 16 Bl OB R FFioe 1 il P RAm i, 20 B TH - 72,

WEIWLEST-AEEFLRITIELS, Grade 3-4 OFEHFROFEMIZITROED TH
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572, Grade 3-4 O UFHERIB/DIEDN 2%, M/ NI JE A

2N 1%IZER D BT,

TABLE II. Summary of Toxicity

3%. MR 8%. Tl

21-day schedule 28-day schedule Cumulative
Total number of patients 9 7 16
Total number of courses 67 28 95
Median courses per patient (range) 6 (2-17) 3(1-7) 5(1-17)
Courses wilp grade 3—4 neutropenia 1 (29%) of 59* 1 (4%) of 28 2 {2'?%:}"
10 mg/m-/day 0 of 24 1 (5%) of 21
15 mg/m*/day Oof 12 0of7
20 mgfm:fday 1 (4%) of 23 —
Courses with grade 3—4 thrombocytopenia 1 (29%) of 59* 2 (7%) of 28 33 % \P
10 mg/m*/day 0 of 24 2 (10%) of 21
15 mg/m*/day Oof 12 0of7
20 mgfm:f’day 1(4%) of 23 —
Courses with grade 3—4 vomiting 5 (7%) of 67 3(11%) of 28 8 (8%)
10 mgfm:fday 0 of 32 0 of 21
15 mgfm:fday 4 (33%) of 12 3 (43%) of 7
20 mgfm:f’day 1 (4%) of 23 —
Courses with grade 3—4 diarrhea 6 (9%) 4 (149%) 10 (119%)
10 mg/m*/day 0of 32 0of 21

15 mg/ mlfday
20 mg/m~/day

4 (33%) of 12
2 (99%) of 23

4 (57%) of 7

0f 59 courses assessable for hematologic toxicity; Pof 87 total courses assessable for hematologic toxicity.

* R A

1 2) Bisogno G, Riccardi R, Ruggiero A, et al. Phase II study of a protracted
irinotecan schedule in children with refractory or recurrent soft tissue sarcoma. Cancer.
2006;106(3):703-7.%% (B EEFLHE O LK)

R 1-3 O FEREROH 5 /DR OEIEYPIMARE (32 F1. 1-18.5 /%)
BB, AV 2T H A (20 mg/m?/day, 1 BRI T THBEEHIE) &2 5 HH
i G-, 2 EMERE, 2 HERIEE 1 23— L LT, 4 HEEIZH2R<ED 2
= er@k DR VTR DR L ZRMEE TGS I RIEEE RS2 iR

FIAHRER TH 5,
ﬁ@ﬁﬂﬁ@m@Hn~4Vﬁ%@n@Lﬁﬂ%%@u@lﬁﬁﬂ&im
ME AR ARE 3 B, € Of 2 61) TRIEETH V. BAHIT 23% (2CR, 5PR) T,
2—A 7 RET 38% (2CR, 3PR), B WIE T 16% (2PR) TH -7z,

BN EFTIV A 7 IV DIRRPT DO, 58% DY A 7 M ITB W T R
AL, 2 BHIENGrade 3 IF4TH o7z, ZDMDOGrade 3LL EOFHEFEG L LT
I%. Grade 30 & Ifi. & "Grade 4D [ /M A E A 3B, 5% A 7 12, Grade 3-4D
A FPERIADFE S8 Y A 7 /WIS B LT,

* fF 35 &

1 3) Qayed M, Powell C, Morgan ER, et al. Irinotecan as maintenance therapy in
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high-risk hepatoblastoma. Pediatr Blood Cancer. 2010;54(5):761-3.*%'Y _ (NCI-PDQ
4 A4 K F A > . Childhood Liver Cancer Treatment (PDQ®). Treatment of
Hepatoblastoma, Treatment Options for Stage IV FC.a{ O 5| F 3Tk 23)

AV THhreEGanizm ) A7 /NEIPEHEEE 36 (oD 2 flixe s
UAFEDOM) DIEFIHE TH D,

BT, UTFo@Ev, EF1 G A4V 77 H > (20 mg/m*/dayx5 days)
+Er 7 U AFr (1.5mg/m*x1day) % 3 BRIV A 7 L THREEHIE L, &
DY A I NTAERMZR LD, 4V 77 5 (50 mg/m*/dayx5 days) (2 Hi &
L7, JEBI2 Q1 »H) : 4V 7T H> (50 mg/m’/dayx5 days) +E 27V
ZF > (1.5 mg/m*x1day) % SiEEHE L, P, 7+ A 2L TA U 2T H 2 (80
mg/m*/dayx5 days) DA G 21T 77208, BIRNFREGICE T Lz, JEF 3 (2.5
%) AV T A (50 mg/mP/dayx5 days) F L ERE L7,

2HNIERIRM T2 R Le, #MEFIRIEE LT AV )T A D 12 a—2%
Fh L, 3L BHETHoz, 2B 2011L8 » ALV 6 FFMEIREF TH D,
MR/ DR T, BB E R LIz,

1 4 ) Crews KR, Stewart CF, Jones-Wallace D, et al. Altered irinotecan
pharmacokinetics in pediatric high-grade glioma patients receiving enzyme-inducing
anticonvulsant therapy. Clin Cancer Res. 2002;8(7):2202-9.%%

BEMRBIEO/NERE 16, 3-2154%) x5, BEFYERZ R T
RPHIC L DAY )T OEWBIE~OFBE W,

AU 7T 5> (20 mg/m*/day. 604y 7> THEMEHE. SH MRS 28 Bk
3K) Z2EMERE L C2IHBICEm L, 2 — X101, RABIZHEMLL, 1V
T RO OB E A IE LT,

HEWENREORERIL, TEROEY Thoto, PURRA ZMHEH L T\ 5 BE T,
PO ZEH L TR WEFRICHXT AV )T T 7 F R ESN-38T 7
MBI DAUCTH A IS (Z2NENP=0.01,P=0.002) AV /T 77 |
YWDV T T oAb AEREICE > (P=0.0003),

Table 2 Comparisen of day 1 pharmacokinetics of lactone and total irinotecan, SN-38, SN-38G. and APC in patients receiving EIAs and in
those who did not receive ELAs®

Patients who received EIAs” Patients who received no EIAs”
(n=10) (n=121) F

Irinotecan

Lactone AUC 237.6 (165.5-419.5) 324.0(205.4-531.6) 0.01¢

Lactone clearance 83.1 (60.6-119.0) 55.5(33.4-87.8) 0.0003°

Total AUC 1317.2 (512.9-2323.5) 1160.5 (658.2-2077.2) 047

Total clearance 11.8 (6.2-37.7) 136 (49-247) 0.44
SN-38

Lactone AUC 13.8 (6.1-32.9) 28.4 (9.0-119.1) 0.002°

Total AUC 49.6 (28.7-110.4) 95.6 (39.1-358.1) 0.002°
SN-38G

Lactone AUC 78.2 (61.1-139.0) 80.8 (42.3-160.9) 0.72

Total AUC 154.9 (118.9-282.5) 164.3 (77.9-356.6) 1.0
APC

Lactone AUC 81.1(21.5-135.7) 57.0 (32.1-90.6) 027

Total AUC 130.9 (38.0-459.3) 142.6 (68.7-282.4) 0.69

“ Irinotecan (20 mg/m”) was administered to all patients on day 1. R
* All values are the median (range); vnits for AUC = ngh/ml; units for clearance = liters/hi'm”.
“ Statistically significant difference between the group who received EIAs and those who did not receive EIAs,
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RFBILITFTEROHEY Thotz, PUKHEHZHEHAL TWAHEETIL, e
VERFE DOEIE N E L (P=0.0009), 4 U T B DAUCIZ® T 5 SN-38DAUC
DX, Ko7 (P=0.02),

Table 3 Comparnison of day 1 metabolic ratios in patients who received EIAs and in those who did not receive EIAs

Patients who received ELAs” Patients who received no
(n = 10) EIAs® (n = 21) P

Lactone

Glucuronidation ratio” 48(2.8-82) 2.0(0.3-7.6) 0.0009°

Oxidation ratio” 0.3 (0.1-0.8) 0.2 (0.1-0.4) 0.07

SN-38:irinotecan ratio® 0.1 (0.05-0.2) 0.2 (0.04-0.7) 0.03°
Total

Glucurcnidation ratio 22(1.5-3.0) 1.2 (0.2-3.0) 0.0006°

Oxidation ratio 0.1 (0.02-0.7) 0.1 (0.06-0.2) 0.63

SM-38:-irinotecan ratio 0.08 (0.02-0.2) 0.2 (0.06-0.5) 0.02°

“ Values are expressed as median (range).

" SN-38G AUC:SN-38 AUC.

© Statistically significant difference between the group who received EIAs and those who did not receive EIAs.
4 APC AUCirinotecan AUC.

 SN-38 AUC:irinotecan AUC.

Grade 3L EOFEFH G L L CiL, Grade 3D TH#i34, Grade 3D . } OV 2
%], Grade 3/4D 4 HFERIE A FE3B] . Grade 3D A M2%], Grade 3DAK A U o A IfLfE
36, Grade 3{XF ~ U U AMSE2FI 23588 H a7z, Grade 3L EOF EFHG DR
Bl PUKIEOMH & OMICIFBEEN RSN T,

< HARIZBT % IR E
* B IES
1) Mugishima H, Matsunaga T, Yagi K, et al. Phase I study of irinotecan in pediatric
patients with malignant solid tumors. J Pediatr Hematol Oncol. 2002;24(2):94-100.*%
1 (L ERLHE O SCHER)

FR/NREDE D (28 #, 3-19 %) Zxi% e LHEREZ BN L L2E 1M
Bk CT&H %, Dose Limiting Toxicities (DLT), MTD, K OHIMEEFEM L=, A
U /77 (50-200 mg/m*/day) (. %5 1,2,3 B2 BRI CHEEE L., 28
HIEM O LY X TIHRES L,
80-200 mg/m*/day 4% 5Bt O KL CHEB~ — 7 — DK T AR S,
140-200 mg/m*/day#¢ 5-BE D4F] (FhFR2EE3F], iAW IELF]) (CPRBERD b
o &5 BEOPEGEEIITROEY,
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TABLE 5. Antitumor activity of irinotecan by dose

Number of
Dose

(mg/m® x 3d) No. of patients PR SD(TMtl) SD PD ND

60
70
a0
90
100
120
140
160
180
200

1 1 1
3

WRERMNMMNMMNMNMNOWW
M = = P = N

2 1

PR, partial response; SD(TMt 1), stable disease but with tran-
sient decrease in tumor marker levels; SD, stable disease; PD, pro-
gressive disease; ND, not definitive.

Grade 4 O LR FE M MK O Grade 3 O IEM IR FEIEIX, TEOMEBY TH -7, Grade
2 X% 3 O M:AY 28 il 17 BiliC AL & v 72, DLT 1% 200 mg/m*/day % 5-#£ D 50%
UbETHESN, TRE MEHEETH -7, MTD X, 160-180 mg/m*/day T& -
7=

TABLE 3. Nadir of leukocytes, granulocytes, and platelets, and number of grade 4 hematopoietic and grade 3
nonhematopoietic toxicities by irinotecan dose

Dosage No. of No. of Leukocyte Granulocyte  Platelet nadir  Grade 4 hematopoietic  Grade 3 nonhematopoietic
(mg/m? x 3d) patients courses nadir (fmm?3 nadir (/mm3  (x10%mm?) toxicity/course toxicity (diarrhea)/course
60 3 6 1,300~3,400 616~1,107 66~155 0/6 0/6
70 3 5 1,000--2,600 492792 38--247 0/5 0/5
80 5 10 720-3,500 86-1,278 20-153 2*M10 0/10
90 2 4 200~4,100 1,040~1,394 7-115 2%/4 0/4
100 2 4 1,100-1,700 348-663 37~-128 0/4 0/4
120 2 3 1,400~2,800 574~-1,300 27~96 0/3 0/3
140 2 4 1,300-2,300 266884 41-90 0/4 2%/4
160 2 4 500-1,000 35-296 16-31 2t/4 144
180 4 5 500~1,400 110~-539 27~67 2/5 1/5
200 3 6 200~1,200 0-144 5~112 4/6 2/6

*One of the two grade 4 or 3 toxicities was seen after the second course.
tBoth were seen after the second course.
}This was seen after the second course.

BB mOEMEETMOMAFITTRO®BY, 200 mg/m*/dayH 5% D, AV
T 91 2 R ONE ARG O i R BE VL2 AU E 4193-2,820 ng/mL & Y
5.2-348ng/mL, AV /T 5 DFEHCLIZ14.54 L/h/m* TdH - 7=,

TABLE 4. Pharmakokinetic studies of irinotecan in seven patients

Patients 1 2 3 4 5 6-1 6-3 7-1 7-3
Dose of irinotecan A A A A B Cc Cc C C
CPT-11
Half-life (h) 11.16 4.90 711 7.83 8.33 429 5.16 6.63 7.01
AUC (pg x h/mL) 3.83 7.10 4.25 3.36 6.35 11.97 17.89 10.42 13.56
Clearance (L/h x m?) 13.05 8.45 14.13 20.83 12.59 16.70 11.18 19.20 14.75
Vdss (L."mz} 154.2 56.5 141.7 177.5 87.9 56.5 51.1 135.2 99.1
SN-38
Half life (h) 925 7.40 8.29 8.42 5.59 13.85 17.74 16.43 10.39
AUC (ng x h/mL) 49.5 163.5 108.9 178.2 175.3 319.0 504 183.6 325.5

6-1, day 1 of patient 6; 6-3, day 3 of patient 6; A, 60-80 ma/m?® per day; B, 90 mg/m? per day; C, 180-200 mg/m? per day; AUC, area under
curve; Vdss, volume distribution.
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2 ) Kimura T, Kashiwase S, Makimoto A, et al. Pharmacokinetic and
pharmacodynamic investigation of irinotecan hydrochloride in pediatric patients with
recurrent or progressive solid tumors. Int J Clin Pharmacol Ther. 2010;48(5):327-34.*
e (R LR O SCHK)

PR TIL, TEMEERBRORE TR I N 3-18 OB EE O /N
HPEETE IS EE 11 6 CHRNEEABEE 2B L, @EOENEORE & AHER
WZEERLE, ) RS THD,

HvatE /N R G EE (1161, 3-8a%) & xf5 & L7 L Hiax Phase VIEER T,
J A= N A2 MRS RO RHEH RN REfEAT  (PPKA#EAT. NONMEM VI
EHEA) #HWT, AV T Hh RO ORMEBREE T Lz, (Y
J T 1 O A 5B 1340 mg/m*/day T (B E(I2=— 2 H 55 mg/m*/day £ T
). £51,2,3,8,9, 1001, 1HIENEFF 2T CREEFE L, 3B EIC8E £ T
VIR L7-, SN-38DPK/PD & FMEfRE & OB & AN L 7=,

AU T A DFEY CL X 15.31 + 5.95 L/h (13.06+3.58 L/h/m?) . AUCq.l3
3547.0 + 1406.5 ngh/mL. A U /5 5 > ® SN-38 |Zx9 % AUC ki 5.0%, PPK
fEAT OFE R performance status (PS) DK NIX CL DK T & A EITEKAF L Tz
(p <0.001), 1AL 1 » HM O AMEKR 4 HEROHEZ{L#E X, SN-38 ©
Cmax (r=0.78,r=0.74) TN SN-38 D AUCy, (r=0.73,r=0.73) & A =ZIZHHE
L TCWie, £72. Grade 3 DHF-HFERJHIENFRD BTz,

3) Shitara T, Shimada A, Hanada R, et al. Irinotecan for children with relapsed solid
tumors. Pediatr Hematol Oncol. 2006;23(2):103-10.%%20  (ZEEETEH O k)

AR/ NEEES (166, 1-125%) ZxtZ8I2A4 Y 27 (180
mg/m?/day. 12043 B/ F CTHMEEE) Z81,2,30% 5, 28RO L YA %
B LI =22 ) —=XTh o, 56 (31.3%., MREIFME, B RME, B 2F,
KoL AME, B PAE, 4141) TEZ (PR) BAHEbIZ,

FEHBIITFTEDOEY THo7, Grade3 UL LOFEES T, AMERKOEKT
N 72%, FERIERECDART 25 81%., M/IMRE DK T 25 41%., THRDS 34%, M 73
28% CToh - Tz,

TABLE 3 Adverse Effects Observed in 32 Courses of Irinotecan Treatment for 16
Patients

Grade (0 Grade 1 Grade 2 Grade 3 Grade 4

Myelosuppression

White blood cell count 0 1 8 22 1

Granulocyte count 0 1 5 13 13

Platelet count 5 Li] 8 11 2
Gastrointestinal tract

Diarrhea 3 3 15 4 7

Vomiting 1 4 18 8 1

Note. Tralic type indicates severe adverse effects.
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4) PR, EREERREROBUR MRS ER OB i WY T
V- FEER IR BER. B AN G IR SE B 2 MEGE 20 & 1 5 Page 53-56(2007.12)
f2¥-2)

KEGOXEER N EEEEEE CNAEMRAEE NEOMORIE) OB
DHETE L, DOMOENRIBRIEDO R WER T, & 1 HRBRCHBA Y /T h
Y OfKmAE (MTD), H&BSlEM (DLT) ZH#E L CHREAEZ R E LT,
I, FUAHRRTEDNROBRE L AEFEFROHEE I CITRED LHELSEH &
DM RFT 22 L L Lic, ZORER, & THE T 1 #IZ DLT A HEL L,
R RMFNZE B S T MTD LRSI R THK T Ee o7, B FIXHESEA
ENARE SN, BUHATSEZRGELEAEICE> TV,

5) BARE T, ZEFHME, LHZEW, M. NIRERESERE ST oERA Y
T OR 1 MR O FEM. BA/NREREIH ST 16 B 1 5 Page
108-110 (2003.12) %10

WA T DR ARERIRRBR OfE B2 Wl U, /NI NS
O O/NREEESIC T DAY 2 T O KXHAE (MTD) & EIEM
(DLT) #REL., REMEEHHIEEFM LIz, HBEA Y /7 5> 200 mg/m?/
H o 3 Hf# 5T, DLT 23588 b, FHI & B BEFH 2 dose-limiting factor
ThrZ ¢nbohole, MFPEMEEE VT T 2056 MID X
160-180 mg/m?*/H ., 3 AMOHERFKESG 0 25 AR 2 7 —A &5 LE Lz,
WAV )7 OEBIER bR TE -,

* FP R 2EfE
6) &TiEK, ZEFBLE, RAEIN, . [NEEEEEEROH LWIEE]D
WiZxt4 % CPT-11 (irinotecan) D 1 FHERIKRFER. /NEAE 33 & 11 %5 Page
1166-1173 (2001.11) ®*1V

R ST TR BRI /N VR A 2 i 28 Bl % U D K 2 1T - 72, irinotecan

(A) 1% 60 mg/m*/H TBItA L. LA#% 10~20 mg/m*/ H G (CH & L7z, 6 6T 3 4
PL BT Grade 4 & BEH] XX Grade 3 UL EOIEE M Az (7272 LIEM-1EXFR <)
BHOLNT GO GEZ R KMHE (MTD) & Lz, ZO/E, AD2 77—
IV EEE ST 23 Bl 6 5 T R FIRCE BRI S 2 7 — AV BICH < b Tz, X,
28 Bl 4 B CHAHSRE R T 28 A2 B 7=, 200 mg/m2 T DLT WA HiL, £ DH DB
INFEBR 7> 5 MTD (X 160~180 mg/m*, 3 HM#E LG LE L7=, A 200 mg/m* A
B 1% O fic i I SE R B 1X 2,820 ng/ml, E¥IZ U T T 2 AUE 14.5 VK /m?, B
6.95 il ThH o 7=,

7)) BEHEA, NG, dBIN=ET, . ETMRIENREIC3 9 5 Irinotecan
Hydrochloride (CPT-11) ® Phase I #fF%2. ¥ & {L"F {5 28 % 13 5 Page 2049-2054
(2001.12) @*12
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INRHESTHRR IR I DA Y T D MTD, DLT, DD IO
T Phase I (F4E & 1T > 72, 3W§J (1, 2, 4754 ) 2% LT 100~220 mg/m* D
AV )T H &2 HIZ L2 90 0FrET3 HEER &G ZIT\V, 51 11 23— &2

DV THRET L7, %@rﬁ%% 1 H@%%%%E@‘C 0~3 [A T, 220 mg/m* D 3
HR#% G0 TIX 3 B EEMU7Z, 1 HOfs FREIEIL 1~7 BT, 220 mg/m?
D 3 HE&EGH T 7 BlOKERMETH & MR 7 HREEE L7, G-CSF (X 8~
17H (CE¥11.7 H) %‘25 L7275, RMIM T 140 mg/m* 3 B 5-LL ETHM
ER$%13 Grade 4 Ol 2580, EERYEOAOHEIZ 2 < f/McEk i 100 mg/m?
® 3 HM#E 5L ET Grade 4 DIKR T % 82%ICi8b 7=, U EX VAU )T hiE
180 mg/m® @ 3 H M# A &5 CHBEMEIC FHAIITR® 208, 28 F B T € HAEK
ez, R RMAEEEZ 2N, 7272 U BB RS FHIZEE N LB
EEpbNnS,

( 2) Peer-reviewed journal DRG0, A & « 7 F U T ZFEOHME IR

LELHO 1 RIC, BINEREZINA TR#ET 2,

1) Anderson P, Kopp L, Anderson N et al. Novel bone cancer drugs: investigational
agents and control paradigms for primary bone sarcomas (Ewing's sarcoma and
osteosarcoma). Expert Opin Investig Drugs. 2008;17(11):1703-15.%%21

BREDLWVITEBEBEL— A VT RBELOEREICS LT, 782 R+ A
U 7T B OBk & G el 2 oS pgiae. A BT AEMEIA, BT IGF-1R $T
HREOBEPFOEANC L ZBRIZONWTOLE2—Thb, FHR2—A L TH
I LT, 780 R+A U T A UPFABER RN 7 a7 3 A7 7 IR
+ NART N OEARIEIIC, EEICAD Th o T,

(3) BREF~OFEENIGRK L L TORRHIR

<HEHMZ BT D HFEE >
1) BEHEEIREHE S s AR E
Principles and Practice of Pediatric Oncology, 6™ edition
fm#  Pizzo PA, Poplack DG %17 Lippincott Williams & Wilkins * %22

UTDLBY, wENELEFRLITERL. XIIHAELZBEN L,
1) Principles and Practice of Pediatric Oncology, 6" edition 2011

#m# Pizzo PA, Poplack DG %&1T Lippincott Williams & Wilkins *#2?

1-1) Chapter10 General Principles of Chemotherapy (%% EJFCIZIBRL)
P292 Table 10.4 Pharmacologic Properties of the Commonly Used Anticancer
Drugs ®—2& LTCA Y /T RNEFTLNATND,
Dose : 50 mg/m’, Daily X 5, q3wk X% 125mg/m* Weekly X 4, q6wk

Antitumor spectrum : rhabdomyosarcoma

32




Toxicities : myelosuppression, diarrhea, nausea andvomiting, alopecia, hepatic,
dehydration, ileus & & %,

P324 AV T d. B 1 ARRBRTIT, PRRRIFIE, P K OIS D —
S, HONENRER 2RV WME S TR Y | 5 I FRER Tl SEUH A
& BRI RPN RSN TV D,

P325 UGT1A1*28 B {5 % & -Dpk A\ ClX neutropenia ® U A 7 &< 725 2
ENDYIEIHEOFRENPHEZE SN L8, DNEHERET A RIIZEWZD, /NED
ARIER TR Z T & mEO BRI O S TR,
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1-3) Chapter 31 Rhabdomyosarcoma (%2 EJH CIZBFE)
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W5, (BEEMETY 1 BH ORI - BFRAREORBMGRBEES T 240
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AV T AR EDOFBRIEAORNEE 23T TRWEZEIZH L TE, Znbo
HNTBERRT REBRHE L VAL L THSEE T RETH D,

1-4) Chapter 28 Pediatric Liver Tumors (E7FL)
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% (Ijichi O & O3CHk 14 51 H), H&iTF COGIZ LY, IFERAFIHTHHE 1
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1-5) Chapter 33 Ewing sarcoma (GEFC)
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(1) Devita, Hellman & Rosenberg's Cancer: Principles & Practice of Oncology 9th
edition. 2011 %13

Chapter 123 Solid tumors of childhood
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<Az féﬁ4k74/£>
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BEMT, UTFOLEEY NCI-PDQONELBERLL, FETZOMDOHT A K
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1) >K[E National Cancer Institute Physician Data Query (NCI-PDQ")
—Ewing Sarcoma Family of Tumors Treatment (PDQ). Health professional Version.
(Last Modified: 08/11/2011)*%7"
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— Neuroblastoma Treatment (PDQ). Health professional Version. (Last Modified:
10/13/2011)%%3
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— Childhood Liver Cancer Treatment (PDQ). Health professional Version. (Last

Modified:05/20/2011)*%
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— Childhood Rhabdomyosarcoma Treatment (PDQ). Health professional Version.
(Last Modified:12/08/2011)*%®
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— National Comprehensive Cancer Network (NCCN) Clinical Practice Guidelines in
Oncology. Bone Cancer. Version 1.2012 *%"
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—Bone sarcomas: ESMO Clinical Practice Guidelines for diagnosis, treatment and
follow-up. Annals of Oncology 21 (Supplement 5 ): 204-213, 2010 #*¥
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2 (ASCO) THEXRINTEY, TOMEILIT2) OWY THD,

2) An investigator-initiated registration-directed phase I/II clinical trial of
irinotecan hydrochroride for refractory pediatric solid tumors. American
Society of Clinical Oncology Annual Meeting 2010. June 4-8, 2010
(Chicago) Abstract # 9547. *%29
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