ok 202448 7 HYGET (58 3 ML ZRMRICBE S SET)
% 20244F 4 J AT (56 2 O

Bp R R
AR - 34

01

MEMEEX
AAEREA FEVAIRNHTEL

FEZ=IV 17t 20m
FEZ=I H 7L 100

TEMODAL® Capsules 20mg, 100mg

2 S
LUIE |28 S
) ER—EAIE 0L TR L )T L2 &

BAEEER M EES
874219
717 20mg 71 7 & 1100mg
ERES 21800AMX10612000 21800AMX10613000
BRZEhta 20064 9 H 200649 H

i3

H

. [=]

A FFNCKDABEEIZ. BEABFICTOWIETE 2 EERER
ICHEWVT, PALREEECTY M - BREFOEL
NHET, KEEDPBEY EHIP S BESICONTDA
ERTHIE, £, AERIBICEILIS. BEIZO
RECEMNMRVEREEZ T2HHBAL. ABEEBTHS

BE5ET32¢&,

2 REEHEERE 2 HBAT2EE8IC. EELEMERAY
BEHEBHICK 2 EHEI KRBT HAEMEI H DD,
HEHRRE E P ACEEEDOHBAAEIC T LM - 2
BEEROEMND ETERTE &,

S FBHDHBERBICZ2—FERAFAMRIRETHZ &
PHdH. BULEBOEREER TSI L, [8.4.
11.1.2, 17.1.3 B8]

21$ﬂ1i7ﬁWA// ad Lo OB O B % B

—_

—_

—_

2.2 HERSUIHER LT 2 TREME D & 2 (9.5 S ]

*3.1 H
Wi5es | 7ES—NVEH TN 20mg | 7E Y —VEH 7 100mg
RS HASERS FEYBEIF
14 7k
DR 20mg 100mg
A EK%L% BEMmAKTr A B, 777y a—VEgEF )
- . WfiRE. AT T YBAEEET b
3.2 ﬂﬁllw'liﬁ%
7e 4 FEF— VO 7N 20mg | 7ES — VD% 7V 100mg
HIIE A 7V H|
Fxv7 SRS
fo | K74 HEAEY]
Ep It Hf
we | (ElE) | (B8
T 2% 1%
EVIEEY op20mg oP100mg

4. RBERIITHR
OBMHEBE
OB IEAMDIL—1 > JHIE

6. AERVHAE

(BHwHREE

MEOEHMHRBIEDHES :
RIS, & o PR T, WF, AT TFEY ORI FELT
1[I75mg/m2 (R MmiRE) 2 10 1EGE 0420 #. #1035 L, 48
MRS %,
ZFOM%, AFIHAIT, FEYVEI FELTLEI50mg/m2% 1
HIMGEASH M, #O0#%5- L. 230 MRS 5, Zm28H %1

=& L, WZ =V TE1N200mg/mAIHET 5 2 LD TE %,

BROBHHEBEDSS
HE, HATIETEY B I F&LTlE150mg/m? (R EHER) %
TH1EGEHSH B, #1035 L, 23HBREST 2, Z028H %1
77—t L, kI =NV TlH200mg/ m?lHE 5 2 EHTE %,

(BERESEAEEDI—1 > THE
AV FHhyEDPHICBWT, W%, 7EVEINELTL
MI100mg/m?% 1 H 1ME H5 H . &EH$5- L. 16 H B LLERSE
Tho Ihzlr—nEL., BHERET 5. k. BFEORK
BEIC XD EEEET %o

7. AERVAEICEEYT 5EE
(zhEEFE)
7.0 ARNIZR G55 2 EHHE L, [16.2.2 /]
(BHEHERE
7.2 MFEOBEHEBEOES
7.2.1 HGHRERS & OFE AR
(1) AHNOLEG-FIRIZH 2> TIROEHE T RT3 2 &,
« IR EREAST, 500/ mm3 Bl L
« Ifi/MREA3100, 000/ mm3 2L
(2 A7 &b BIMOBE TMBEMRAEZ I L. AHIKSED T
BEHWs A2 Lo UTORIMERAEBR RS EOMBEZITD
T TRLOIEEIHED S RIEL 3T 2 L,

HH ot PRI rpl gt
KRB | L500/mmok | PO 500 mm ki
10,000/ mm?L I,
100, 000/ mm3 i

/N 100,000/mm3LL I 10,000/ mm3 i

FE M1 7
Bl ) . TSR O B HEX I EGEE
(Ncr-crTc | Grade LEF (Grade 2) DI
Grade) (Grade 3X134)

E)BEE, Bl MRS 20,

(3) MRS O Wi X R ERENE ST R L2 SA .
(2) OMFEIHED M2 W72 Lz 8 ZICE Y, 420 M H &
B EAREOHEF CTEETAZ LT 5,

7.2.2 WEHREBEE O BAIR S5

(1) RAOBE-FMEICH 72 o TIRD G %2 T X Chii7z3 2 &,
< WP EREAST, 500/mmBEL Lt

« IM/IMFEA3100, 000/ mm3 L L

(2) 127 — VoW, «k@ﬂ#%'&'\f(ﬁ%tm WY,
227 — IV THEEZ200mg/mY/ HICHET L2 &, tﬁio 52
7 — VBAIRIFICH R T E L h o ti%/n\ FNLBEO 7 — LTk
WELhnZE,

* B EREL O AR AR AT, 500/mmB3EL L

o /ML D IR Al A5100, 000/ mm3 LA 1

BB Tl MR & B < RIS 72 BV O FEE A3Grade
2(HhEEEE) DLF

(3) &7 — ) oMEh, Mgz EY) 2RI L. FrhEk
B OB D AL I D W TR 7 — IV CTOHEREO W
FIZOWTHW T4 Z &0 B, UFRERE R O/ E A
MRABICIE S B DI AR 5522 H DU & FLEIE N & & 23 5
NTwb, 72, 27— VORBICH 2o T, #Y 2RI
M2 F0E L. P EREA1,500/mm3 L b, /MK DS
100,000/mm3LL U7 B $THREZ BB L AW &,

(4) %7 —VERIBICH o TIE BEHTOZ — V2BV TROYH
IIEAH % 50mg/mARE L 552 &,

* W ERE D SRR A A1, 000/ mmB3 A i

o /MR D SAR A A350 , 000/ mm3 o i

< HE EO, EH % B < Grade 3O IR SR 72 @IEH 235 H
L6



(B) ROGEIARFOHELG ERIET S L,
- JEE. B, WEH & B < Grade 40 JEILIS0 2 @IV A5 H
WA
+ 100mg/m?/ H R i IR m DS EE & 7 o 72356
CE. B, B, MERICETOZ -V ERT
Grade 3D IEIMME A 2 BINERATFHE BRI L7256
7.3 BROBMHEBEOSE
7.3.1 KRN OFEFIBICH 72 o TEROEMZ2 TRz §2 &,
PR EREAST, 500/ mmB3 Lk
« /MR EA$100, 000/ mms L 1
7.3.2 17 — VP, ROFM 2T Tz L2EA ISy,
W7 =V OPE5%200mg/m2/ HIZWET A5 ENTE b,
« B ERE O B ARAE AT, 500/ mmBEL_F
o I/ D B ARAE A3100, 000/ mm3 LA _E
7.3.3 %7 — Vo, Mgk x MY 2 RN IER L. G
BB OB O I ABAB 12 26D W TR 7 — )V TO RO
DEVEIZOWTHIT 52 Lo 2B, IR EREOR OS I/ M )S
A E T 5 OIEARKIP 57222 H DI & FLERE W 2 & 2550
LNTWb, F/2. K27 —VORIKRICH Iz Tid, 88 % ReY
WAL AR A & FE4HE Ly I EREL ST, 500/ mmB3 Ll L, I/ N AS
100,000/mm3Ph 27 2 £ CTHG- 2B L W Z &,
7.3.4 K7 —VBIRIZH 2o TE, BHREIDOZ —VIZBWTROY
HIIEARA Z50meg/m2BE ET5H5Z L,
IR BRI O FAKAE AL, 000/ mm3 A i
« /B O B ARAE 50 , 000/ mm A il
< JEE. ML, WEH & B < Grade 3O IEILIES:M 72 BIVEH 25 H
WA
7.3.5 100mg/m2/ H i (2 IR AL & 7 o 7255 13 AK OB -
kT AZ L,

8. EEREARRIEE

8.1 RHAND G H 7o Tl EBIFEREINH S o B 2RI A
2D ZENDHDHOT, AN R (R, ITFHEE -
HAERERAES) 2170 L BEOREE THICBIRT L2 L,
[11.1.1, 11.1.6 =]

8.2 JRYWAE - HIMAE I O FEBIBE IS MCEE T A2 &,

8.3 ARHNC X 2 HHEEIC, B BEIEHAE R (MDS) <04 #74E F i
W % O R MEEVEES A S Twvw b,

8.4 AHN DL TIIHG RIS & MR E, U v SEkEIC
PhbET, Za—FYAFAMERICTTEEL. DO LD
WY B AT A2 L, [1.3 11.1.2, 17.1.3 ]

8.5 AHI D512 X ) BRI 47 £ v 2 O FGTEALIC & 5 BT 9 2¢
HobNbLIEDVHDDOT, REFLGII > TR A IV A
BHROFEEZMER L. KA GHNICHEY 2 LB 2 L,
[9.1.3. 11.1.2 BH]

8.6 AHIOFRH-TIE, B, WEH:, EHAIRS OWILEREIRATE
HIEICHD SN 20, BEOIREZ T2 L, #y)
Bx24TH &, [17.1.1, 17.1.3 ]

8.7 WA L IMAED L — 4 ¥ 7 PINE AR & H T 5 B,
B HL S (R L o B OB VR AKERIE - IR MG & ik
SSHHEEN DS PEIR D G H V&) # B d 5 2 Lo

BENERE2EI2BREICHATIER
AHHE - BEEEDH 2 2E
1 BRSO S 5 BE
B R AR 2SR T A BE A D B, [11.1.1 BHE]
9.1.2 BREEE AL TV B EE
GRS L D, BRPEEIELTIBZINED 5,
[11.1.1, 11.1.2 ]
9.1.3 FRVAINWADBEERIIBRFTEH T 8%
BEIFREYA VAT ) 7OBEIIHBsHUR RO BHIZE
W, ARFNOPEG- B IEARRE L TIPS e R IF e 4 v 2
R—HN—DE=ZFY YT ERAT) L, BUFET AV ADHG
PALD IR FEIRDFEBUIFERE$5 2 &, [8.5, 11.1.2 ZH]
9.1.4 XKEERE
B e EHBEENDH SbNLEBENED 5,
9.2 BiEEETEE
9.2.1 EENEBREEEDH28E
BITERIAR HobNEBEZNNH 5. [16.6.1 ]
9.3 FFigeEERE
9.3.1 EEDHHEREEDH 2 8E
BITERAR HH5bNBEBENNNH 5, [16.6.2 ]

9.
9.1
9.1

9.4 JEREE R T B &

*9.4.1 MRS B W REVED & B KMEITIE, ARHIEG K RS-

6 IS 35\ AT % 2 Bk OB ) 720 AT 3 12D T
FHWTHZ L. [9.5, 15.2.3 2]

*9.4.2 BRI, AFF G J O e G- 1237 HRIIZ BTN

V73(ay F=2) 2 TS 2 LEEICOWTHAT 2
Z k. [15.2.3 1]

9.4.3 /NE RO FE 2 SE RO B 15T 5 LD D 56
i, RIS T 2 B2 EETH L,

9.5 1Ti®
TR IR LT W AR D H B L3S L nwZ &,
v b UHFICBWT, K- REEC R OEE (50mg/m2/H)
DVHEENRTWS, [2.2, 9.4.1 ]

9.6 LB
BTHLL BRI EPET L,

9.7 NRZ

(B aERE)

9.7.1 /NBEZ WG L LR RBIZERL T, [16.6.3
]

(ERXIHAEODI—1 > TAHE)

9.7.2 NBE ARG & L2 BRABIIE L Twiv,

9.8 EieE
A OERIRRERZ BT, SilE (T008) Tld, 705 T 08
FHEWT 5 &GP ERIRA KOS INRE D O FEBLSEEINS %
ZENFEDLENT WD,

11. BMEHR
ROBERDSH 5B ENHHDT, BELZHHI2T0,
BLHHRD SN A I G E kT B e L) e AL & 4T
7) el t‘ij’;l)o

1.1 EXAEIER

111 BEEMBEIE] (HIEEAH, SHEEAH)

PUMERIED (2.6%. 0.5%) . UFHERIRA (42.1%. 3.5%). i/
WA (26.3%. 8.8%). &M (13.2%. 2.5%). V) ¥ 738k
(42.1%. BEAT) . HmEksd (34.2%. 3.8%) %503 Sbi
HIENH D, [8.1. 9.1.1, 9.1.2 ]

MNA.2 Za—FAF AL (2.6%. HERY), BPE HER
B, HHEEAH)
Za—EVAFANMHE(2.6%. HEAH), A4 P xFay L
A EGE CBHEEANHT, AN 45 0> H AN b R BILAE (2. 6%
0.5%) %%, BELBRYPFEND HDbNDL LD b, 1) ¥ 8Bk
MRS SN ) Y EREDSAE (Grade 1DATF) 9
5FCoa—FEVAFAMEICHT 2B HET L L, F
72 BRI 267 4 )V 2 O FIGEALIC X 2 BUHET KOOI %555
LbNdIENHb, HICRMBOMIZAT A FHl L opt
HOEMZ» Db S TIRGIEDTRH ) A7 2 EFD DL VD b,
B, WAEOAPHE & LCy PR L4 P& REE B 3 (DIC)
SHEEE, PEAEENIME SN TS, [8.4, 8.5, 9.1.2,
9.1.3, 17.1.3 ]

11.1.3 BEEMRZ HEAH, SEARH)

SEE WG, R PR AR O BRIRREIR 2 ISR L. SR TR
D SN R XA S 2 R L. A 0%
BIET AL LB a—F Y AF AL OEMBW (B-DF
VI v ORES) & ZRBICANBY LB EZITH S &,

11.1.4 BEHIM (2.6%. 0.3%)

RE O 5 & Y M/MRIRA % 7850 721 Cha A3 5 b
72 OWMERD 5.

1.1.5 7+ 7 14 5%2—CHER, BEARDIED)

11.1.6 FFEREREE CHUSEAH, BEAH) . BE BUEAH, B
ANH)

AST. ALT. AlI-P. y-GTP®#E L\ 575 % £k FFrnem &,
HHEBHOEbONLZENH Y, HAREICE - ER b S h
Twb, [8.1 &M]
11.1.7 hEMHR K IFESEBMFIE (Toxic Epidermal Necrolysis :
TEN) CHEARMH., HEAH). KEMBEIRAERS (Stevens-
JohnsonfEfEEE) (BHEEARH, HUEZEAW)
WD EKRZREWEH  OZBUEE &, EIPRARER, WL R
(0 00 7935 LA B P e T R e O [l P S I3 % % & 1 [
M. A ONEZEERR L 720 Yi%RBRICB W TR ERNEHL
TOARWEAIBFEARN L L,

152) WA O IR 3B % OS T BA% (2 30 < BRI (RGRIE) © 0.01%A%i



1.2 ZOOEHER
11.2.1 EATRD 5N -EIEA

10%2L.1 10% A BUEA]

AEpER BRI

FEB EIE

HrrER BN DI, EEkEEE, &

ARG E, HlE, R

L0k Al (NEZ T Y | BERRA, ik
WA N M7 v\ S MRS, IR
bR AL R ER O BB £ L 4k Bk i
) BMERR A%, RS

VY SEREA B
Rk, IR

JH-Hiek AST LS. ALTLE|y-GTPLES.. LDHE
5. Al-PLS . By ve kR
B T BUNEH., 7L 7F

=¥ A R, &
FIR, REA SR

R ORIV SN 1 E =N
ZEH R

HALa: Aol WL, SRR B, HOAPUE. I EAR
. FERL, TR W s BB %
A%

BE SR, RIS | T, S TERLBE
[EE NGRS £
%, IE5

hRE - [BROF(ONNET NI AE LT H
Jv R
I i R GE G ok
Lxo<D
HR il IR %¢
Z 01 ST FHE. Bk, CRP LRGN, AE

o MBERE ES. ~NEA. K. R
7 uv¥y Ay, | BE
&, TvT
I VA, I Y
7 AL, KEESE

11.2.2 BHTRD 5N /-BIEA

10%2L I 10% A E3)

ATEEIR G, BRk

HririieR (BN A D F v, SHEL s S, R,
) D

LIk MNBER A ETILERIE A A BRI A
il

R LU

HAbar Tl WERE, IR |EEORIR, TN P, AR ]
i

] BB, J895. ALBE. 29, mURITML,
E NI

e - KR AR B A IR R
FoRRL, JET) 9

W A PRI, SRR, Milige. St

Z Dt W TEIE, PRELFE, R, . R
D A > T 85

TE3) AR PR S5 (90 1 T 5 B T8 1 P A AT e e O 90 1 7 5 B 34 ik ) ~C 4481
(1%) LL L FEBLosi8d & N =RINEH G5 5:)

13. BERKRS

13.1 fER

WEAHC BT, EERE S (10,000mg. 5HEOR—~2 — LT
BRI E ) LB, R, SMBEALETIZEIL
L7 DWEN DD, T2, BT GEFESH B L, &
FCMBE6AH )12 X 0 BERAEIIH . RS AT X LIE
CLtomEnrd s,

14. ERAEDEE

14.1 EHZABOEE

1441 RREHIVIBHEEZER LY 72V EPLRL %5 &
I ZMABEDEDL Z &,

14.1.2 # 72 VIZBG . 72,0 2aBITICToEok ek
WIRHEE2Z . AT RIVONEDIEREE L7286, BREET
SR PICTREET S 2 &

15. ZO/BOEE

15.1 ERARTEA ICE D < 154K

15. 1.1 FRAAR BN D 4 45 % PLIMLER A E O E 55380 &
NIz L OWED D B,

15.2 FERERAREAERICE D 155K

15.2.1 B EBR (5 v b, OGS T, FUIR K O R 8 565
DI LT OHED D HY,

15.2.2 B EE (T v P R4 X, KROS5 T, BEHEE R
D72 OHEDD 539,

*15.2.3 MW % Fl W /-8R 28R B Bk, & MR Y » o5k %
A2 gt R ma Rk, e~ 22 e 2/MERERICB W
T, #fnHEEz R0 Lofbrd 55, [9.4.1. 9.4.2 3]

16. EYEIE

16.1 MARE

16.1.1 BEIRURERS
TEE AR IR O TR B (661) IS AH 0150 13200mg/m? % %2
BEREICTH 15 H B REREI3% 5 L7z & & of5-1H H ol d
REACER T OCFEEMTIC (5-[(12) -3-Methyltriaz-1-en-1-yl]
-1H-imidazole-4-carboxamide) R, M OIC1IH H R US5H
HOEWHRE ST X —F 2 FORFEITR L7, MAEFREL
R PENT T G- B A TRE TS Tmax & 8 L 72 2 — MR E L
t/22 AIFI2IEH T D o 720 MEBEFMTICHREL IERZALIRIREE &
ﬁ L T?E*g L\ Tmax& U“‘tl/? )Ji*gji'ftﬁg 2: Li Lflﬁ.l l/ VC&) V) N
AUCIERZILEDRI2%TH - 720 720 KRELER K UMTIC &
HITIE G X 2 EMIEIERRO S h o729,

PR REIBE O R BA S B B B GR o U rh i
R

— —0——200mg/m? : FEVA I K(n=3)

—e— 150mg/m? : FEVAZ K (n=6)

— —A— — 200 mg/m? : MTIC(n=3)

—aA—— 150 mg/m? : MTIC(n=6)

100

10
1
15
=
E 01
(mg/mL)
0.01
0.001 4 . . . ,
0 3 6 9 12
5% (hr)
= EHEARBEO BRI B AW EENT X —F
P b |5 | Tmax | Cmax  |t2az|  AUCo- .
LR (mg/m2) | (H) | (hr) | (ug/mL)| (hr) | (ug - hr/mL) R
| [ 142] 787 1214 25.7 B
150 (52) | (38) | (25) (15)
(6%1) 5 | 0.9 8.38 [2.29 25.2 0.986
FEVTYF (53) (36) (35) (10) (8)
, [0-58] 15.3 12.03 35.1 7
200 (25) (5) (4) (6)
(381) 5 0.92| 14.0 |2.02 36.0 1.03
(57) (30) (5) (4) (3)
L |142] 0145 [1.98 0.426 B
150 (52) | (38) | (24) (15)
(6%51) 5 |1.08] 0.154 [1.83 0.425 1.00
(43) (28) (12) (12) (16)
MTIC L |0.75] 0.272 [1.93 0.594 B
200 (33) | (15) (6) (7)
(3151) 5 |0-92] 0.284 |1.87 0.636 1.07
(57) (33) (3) (7) (1)
* 1 AUCo-24nrl2 360 < BRREL ¥t (%CV)

SEATPERE B (2661) 12100, 150, 200, 250, 500, 750 X1
1,000mg/m? ™ 2 HMEFE 45 Lz & &, MR bRk
DCrmax L FAUCIE FI RSB LT 57 Ly RN EITE D #R A
A HNTY (FHEANT— ),

16.2 DRI

16.2.1 #HNAFTFNASEY T«

FEAT R R (551) 12 ARK] ©200mg/m2 % BTG Lz & X,
HIRPIFE G- & O AUCIEE D S B L 724 N4 F 7R AL 5 ¢
)7 4 131EIZ100%TH o 729 FHEATF— %),



16.2.2 BED
FEAT VRN R (126]) ICARF] 0200mg/m2 &2 X 27 T A — /38—
FAZE 0 £ GERDE) UTEER I HaROREGE Lz e &,
BB GITB T Troax SR LR (1. 07ERE] 2> 52 25IKE R 12 ) S 4E
Ly Coax e FAUCIZZF NZNHI32% [ N9% M L 727 (FHEA
F—%) [7.1 ZH]

16.3 9

16.3.1 MIFERKEE
b MIUC-7EYE I FO200mg% HInFEIIHG Lz & &,
FHEE 0 M5B AR A ERI212%~16% T - 7219 (in vivo, FHEIA

F=%),
16.3.2 BEBRPANDIEIT
FIRRIBNE B 12 AR H D75 mg/m2 % ORI E ORI X D 1

H1[E42~49 H B SAER O G- L 72 & & (2361) K 0°200mg/m?%
THIMISH MBS Lk & (3260) . TR~ nR%E
LR DORATD RO L, EBEMEOAUCHIZENENR
20.6% % 1°20.3% TH - 72V SEANF—5), T/, MNinkx
9 AR AE RS (16]) ICARF ©150mg/m2% 1 H 11815 H
BAEREO G Uz & & I RETE A R 2 AU AT B U i e i i
EATITPAT L CHER L. MBS A o AUCHIZH30% T
Ho72DHEANT—5),

16.4 X
TEV U I FOFERANRNESIE. 7 b7V VBROMIO AV
RNV BT 2 pHEAFIY 7 K 53k & Bl iR X A MTIC~
DEWR L, TR 5AIC(5-Amino-1H-imidazole-4-
carboxamide) NDMRETH V. Z OMTICH 5 AICND 55
FRTDNAD T VEFMEDFTHEAF VI T I LA F VA8
FEAEEND, NS —HO S IERWCHEEFZIKE L 2wt
FOGTH H01),

16.5 Hkittt
FEAT VNG (661) ICUC-F V' T 3 FD200mg % IR L1425
L7zk &, HB5%7THBCTRE ORI ZN RS LR iE
DHIZT% T UFI0. 8% A ML E 7210 (AREANT— % )

16.6 HENHE=EH I 2EE

16.6.1 BipEEEEE
BHAEATHRERE xS e L8 THROE THRBETE SR
7o AREH45 B O A R LRI EE 7 — & % v 7o BHE F3E B)
BN OME, TEVAINOI VTS VAEZLTF =Y
V75 v AOBIIEBEMENRD SN o 7210 (FREN 7 —
¥)o 7B, HEEOEBEAEREEZ I O BN AN B
2B BEMBEOMFIIEMI N TV, [9.2.1 BH]

16.6.2 FFikpEE=ERE
WERE K OS5 FE (Child-Pugh 23 A & OB) o JiFF ik e 5 3 O
HRaE B 13 1IAH D 150me/m2a B FIIHx 5 L2k &,
M3 RZEALAR e OMTICHE B2 1 ITBE B IE s B L 22 %2 3 7
Moz HEANT— 7)o b, BEEDTFHREREBRE TOIRE
WEBICOWTIE T RBEPERI TRV, [9.3.1 &
Hg]

16.6.3 /12
INBOMEFT VR R GEH#D © 3~175%. 1961) I2AR#1 100, 120,
160, 200313240mg/m? ™ % ZEfE 11 H 118]5 H ) AR O 5
L7z b &, $55H Ho s R ZEACARBEEE O Tnadd 1. 3~1. 9
Ml t1212031.4~1. 8B CTH ). Coae L CAUCIR WD P2 5
WAL T EA L7z 200mg/m% 5D AUCIZDOWTIHH
BRGHORAN L LT 2 & DNETRAOYL AMESMEZERL
7270 (MEANT— %) [9.7.1 1]

16.6.4 7 U7 5> A RIFTEFROZERF
HHEAT N R 20 R e L2 TH RO TR TR
7 RRRT359B1 O M4 AR A AL BE 7 — & % v 7o R ISR B)
BN OREER, TEV I FOZ YT T VA%, Ko A4 X (K
KA, AT R OPER (B X W5%REE 2 ) 75 v AN
BT L2 X B8 %22 505 4ER(19~785%) . B, #&
H. 7VZ7 3V, 8 VY, Al-P, AST. ALTRUZ L
TF=U 2T T AL BB EZ T ko 2D (BHEANT— %)

16.7 EMHEEER

16.7.1 ZOft

(1) BApHOFE
HEATVENG B (12610) 12 A #] 0 150mg/m27% 1 H 15 H [ AR
BHL, fEHEEE LTI =5 Y 0150mg% 1 H2MHE1#% 5 L
Ll &, KEORNBREICIZT =F ¥ 0 & IEDEH T&ALAs
ey AHI QW Y B REIZ K § 5 HHNpH ER & F=F
VIZEBHEBIIIIEALE LW EAVRIBEI W FHEANTFT— %),

2 ZUT7S o RCRIFTHEAEDE
ZHAEATHIEERE E TG E L2E THEOSE THRBRTHES
7o REET35961 D I 4 AR ZAL IR BE 7 — & & I\ 72 BRI B)
BT ORR, "V 7 aiEl o TciZz ) 79 v A0%4.7%
BETFLZD, ¥ Ay, Jo=b [y, 72/ 1)K
F =), INNTEE V, RS, vy v bay
Xig7aranxs VO L Y BB Z 2T ko727
(91‘1\7_:* y)o

1) W58 B OSFE3E 0 BEVE AR B 12 350 B I\ D 2R 3B K 4 (—
i) 12200mg/m2, PRI UIEREDO 21— 4 ¥ FANEIC BT
5 KRR & (— | &) 12100mg/m2CTH %,

17. ERERBLIR

171 BHERVORLMEICET 555

(BHEHERE)

17.1.1 BmMiEOHRS TORE (BN I EEKRHER)
AW FE OB R R ML EE T 20 R e LT, RAHAE S
12 & 24— 7 B (JPC-02-351-213kB%) & FEhiti L 720 §7XC
D BFTHEFNACFIR L 2 2 T W2 - i
280717 —& L, Pillha e L CARHAILI150me/m?% 1 H
L5 H g8 G- Ly 23HRSE L L7co 527 — )V DRI &
FAETERE TP ARHI 1150 313200mg/m? % 1 H 1ul5 H R#E 1
5L, 67 — VIBITRICHMEZEHE L 720 b, RBREERYS
i DF B 2 WA O FEHNZ B HE U728, Hili ] o i )
B Lotz 72720, HIHMO AT a4 FER AT E L
720 T ORR BIENE RN 2R & L 7S IR
BRI D By ALA BRI & I L 7o, EIN IR
BROZERN A (R + A3) 1334% (9% +25%) TH O | EF BRI
#030% (6% +24%) L ZIEFSETDH o 7219 GAEVERHTH 561
3260314 (97%) ICEIME AR b v 7ze EREIWERIZ, U ¥
INERIBA 5B (47%) B ERIBA 156 (47%) . (EFA1361 (41%) |
ML ERA 9B (28%) . HEL8B1 (25%) T db - 72 GRFBI) o
[8.6 ]

F1 MRS T o R (JPC-02-351-21385%)

S ﬁi‘é;ﬁ;ﬂriﬁ(EiPF)S;
Joea no| AT | okl g
0/ = i -
BRI | O | ooy
e IEa 39 34% 41 40.6%
(FAS) 18.6%~53.2% ) 23.6%~57.6%
IS AD R ey 29 27% 39 31.8%
I 10.7%~50.2% ) 12.4%~51.3%

17.1.2 BHEORE TORE GBS T EEEFKRER)
P ERR RS AR =R NN e Ol RGN N =81 E S
X B d— 7 VB (C/194-12330R%) 2 FEfi L 720 w71
B HEIE28HEL — vk L, Pk G LT, (bt
BRI CIIAHIE150mg/m2% . L&A RIBEBETIZ1IM
200mg/m2%& 1 H 15 H MR 5 L, 23H RS E L, %52
7 — v DRGSR v ARFILI 100, 15031
200mg/m?*% 1 H 15 H MAE 5 L. 627 — VT2 I H Zh M
BRI L 7o G EREUEMIZH o TEBI NIz ZORKE.
ZERNH RN + A7) 13, LR e AT T 1330% (6% + 24%) |
(LA B TE T43% (11% + 32%) Td o 7220, T4 VLRI
SBI158BIH 15361 (97%) I A EHREV TR Sz, EhAE
e x TL84H (53%) . WEI:6611 (42%) . FENE65%51 (41%) |
JE 975451 (34%) . FHAA52M51 (33%) . FEA#36%51 (23%) T - 72 (K
FAHE) o
HDARK E OREBERICEDY 2 BB -5

2 WA O Pe - T oG (C/194-1233005%)

o BT 47 (PFS)
«
Jren oo | csmemm | owew | 20
%12 JE X e
owmicn | ) | ARE
e Iea 162 35% 54 46%
(ITT) 28%~43% ) 38%~54%
CEE | o 30% s 1%
[PRGED 3 21%~40% ) 34%~54%
L& 65 43% 6.2 50%
RIGHHE 31%~56% ) 38%~63%
ORIE | | 3% - 18%
U 26%~45% : 39%~58%
L& 69 26% 1.8 45%
[REY 3 16%~38% i 33%~57%
s | 50% o 519%
KIGHE 34%~66% : 39%~69%




17.1.3 W5HE & OHEREETORE (8515 I HERKRER)
WFEDBIFNE & B & N2 BB 5736 %2 3 Z 1S, i B
ZRIBEE(n=286. RTEE) & L. AF & 3T B R 0F H 9e
(n=287. RT+TMZI)IZ X 2R OIBFEERE G E L
7255 AR SR B (PO0458TRER) % F2Mi L 720 R AT U213
1H1H2Gy 85 H R 06 R G & U720 BRI R A#I 1 H
1I175mg/m2% 638 I8 H AR5 L (490 ) . U
THRAEB ORIEII & 3T 720 2 DR, 17 — IV TIEARHF1 N
150mg/m?, #5227 — VEPLREIE. 100, 150313200mg/m?/ H %1
H 15 H R 5%, 23H BRSEDFI28H %2127 — v & L, 6
7 —VIAT U7zo AT e & o i =2 —€
A F AWK B FRHLE (R 7 IV VOWALIZRY A b
T AT 7 A MR = VEFHIORS) & 2B TEE L.
U YRR D b BEICE. I EET 5 (CTC
Grade 1LLTF) F CPPiLiEA T 22 & & Lz, B, KA
B & DU IE, 5-HTsZ B MIEPE LI A b a7 S
I NIC X BHIHEFREI R S 2. T 720 AFIHEMo &S
2 b 5-HTsZ BAEPIERIC & 2 Hli PR e Shiz,
ZORET ARH L OB B FAE I X, AR
(Overall Survival : OS) & FRIHEE X872, HIEIZARA & D

DRARETL14.6 0 Ay BURHRESIEC12.12 H Td - 72(p<0.0001) o

A= R, BUR SRS LT, 59 (95% 15 MHIX [ =1.33
~1.91) TH Y. 2EELFFITAF & DU T26%, i
MBETL0%TH o 720 F 7z, HEMEALE (PES) W o dhJefiilg
ARH L OPHTET6.92 H, REHHEIMIET5.00 HTh o 72
(p<0.0001)2V Z2 A AT R 4 5128851 1266451 (92%) |2 41 5
DS NIz, Ee A ERLIL. BEI9M (69%). 7

15661 (54%) . 010561 (36%) . MEr:5751(20%) TH - 720 F 7z,

DEH 1% O WA Fe 52245012 B CTED S N - EHG L, 557
13761(61%) . WiT124%1(55%) . ML 11061 (49%) . MR IH:66%51]
(29%) . FHAIR61BI (27%) BIFS1HI(23%) . HFEA9H] (22%)
Th o7 UREE), [1.3. 8.4, 8.6, 11.1.2 4]

OSD A7 i (58 AR B R 35

10 NY— KLt (95% 58X MA) =159 (1.33~1.91)
09 Log-ranki&E p <0.0001
08
07
06
# 05 RT+TMZEE
o)
0.44
03
2
024 RTE
0.1
12 i
00 ;
0 4 8 12 16 20 24 28 32 36 40

EERISHSOEE (£ A)

F3 AL MAHIRR SRER TR & N 7oA H L (28841)

10%2L L 10% A i 13)

S BIEIR FEB TR

FriiieR | B A DT, RFEIE, BAkBE, FHARE,
WG, Wk, AL, A%, MEEAE. ATBhRE,
D oW, SIRE. AR, REGRRE. from
SRS BN, Rl

LRI o, FERAPERF BRI A, S ERIR A,
Bk, V) 2SR, M GRA - i

JHF ek AST kS, ALT kR, y-GTPLEH., Al-PLA

TSk ar ESIE . By, AL

LS [EO WERL, BDE. P LA, WETREE, Mgk W
fEmh, ik LA, g
AR

B BB R B gE. BRI RIBE. OtHLREBUE, fIRk
Hy Z I MBI %

N\

AR - i HEJJRE, TRAREE) SR, BB, CTAMAL BT
FUEL R, RESE, ARRE, =20
XY=, Rk ISR, WD, B, Wi
Wi WA, PAME. IR, I AN v—

LR WUk, WPURIRIBE, SAPH. MigE, bSGERES
it Wy, BSERH, BH SIUICT, SR
ot |95 AREEAL, PO, M, B R )

ASE, ARERA RERIN, LS > Y S,
HADEE, EIE. HAE 7 LV E -G,

7w Yy REEIR. TR, BESEREE. TS,
SERRRMS, WLEIE . WRECRE. SREREHIR M

TRCSS R BRSO FH 12 00 B 3% 55 0 A RR®D B, o> BN S-
TR LN o 7oA HEHG D )

FERMEIF P ERIRAME . A%, B E. KRR, R IRE,
FOIEREE, L. MRERE. o —uRY— AWM. BT
R KSR, 7oy Yy IRGEIR, REEN, B, HEK
He . IREREERE, BT, M. Hom. EUREgt. R
Bidy, HUWG, UREBERIRMUAREE. Migetedi, mmen., Bk, b
SOBIEYe, HAUEE. 4 ¥ 7 VI U REEIR, WETREE, 1,
TR, OEE, WIRREE, JR. R, GRILE. £
T BEE, I 80— BUEE. S RE. BAsE. i,
PROCEE, HRRRIEHE . HREE. ARn%. L. MEiRm,
e TUNVFEF-BOB, BUHES. IKREEAL, HoRE

TE2) ARFH & OFRBRICD D 2 B L 72 HR

113) 261 (1%) PLE D FEBLATED b N 724 EH R

18. FEmhEkig

18.1 {EFtEF
TEVEI FIZ—li7 VvF LS Tdh ). ABYpHSEMA T T
BEFRICMTICIC MRS, AFNIT I rAF v b,
AFNI T AL F VIZDNAD Z T = ¥ DM OEEFE T
BEAFMLTAHZ EICE VDNAELG TR L, Mo
IR OT R b= ZA%FLET 5 2 12X AR
N9 (in vitro) o

18.2 HlEZE(EA
TEYVH I NiEe BRI IE f R LR LR S
HIVER 2 7R L 72202 (i vitro)o F72. 7YV E I Fidk MEMS
TR IENE FH AT BB N B~ 7 2 2B W TS H A L &

722620 (4 vivo) o

*19. FRRDICET 2EBEZHNFER

—f%% : 7 E V1 3 F(Temozolomide)
1b%4% : 3-Methyl-4-ox0-3,4-dihydroimidazo[5,1-d][1,2,3,5]
tetrazine-8-carboxamide

s
)OJ\
HsC.
N N
Ny
o NH

BF : CeHoN6O2

SFE :194.15

MR B~ UK RO STEO B R UK T
Hhbo VAFNVALEFY FIZRRHEITIZL L, KX
7 b= FMUIMIZEFIZCL, 8 7 =1 (99.5) 12
WO THEITIZ Vo fEMEELRD LN,

B & 180T (M)

SERB(-F 7 47—V KFR) :20.8~22.4
0.1mol/LY ¥ E3ffE M (pH 7.0) : 22.0
0. 1mol/L¥E s : 20.8
K 22.4

22. ‘@

(FEH—I"HT+EI20mg)
547N (1H 7 EIX5)

(FEL—I2HTEIL100mg)
547N (157X x5H,)

*23. FEX@k

1) B LoD B CRIKGRSE - BN EMET S A
HANDOFELEICRLZMEF(FEY T IR R - A
Z—A ¥ 7R

2) Doyle TJ, et al. J Clin Oncol. 2005 ; 23 : 125s.

3) FENEE Ty b RAER G (2006457 H 26 H KGR
CTD2.6.6.3)

4) AENERE © A X BT G- R (200647 H 26 H K G2
CTD2.6.6.3)

5) FLER © EmE R (2006457 26 H 7&F2. CTD2.6.6.4)

6) Aoki T, et al. Int J Clin Oncol. 2007 ; 12 : 341-349.

7) Brada M, et al. Br J Cancer. 1999 ; 81 : 1022-1030.

8) Rudek MA, et al. Pharmacotherapy. 2004 : 24 : 16-25.

9) Newlands ES, et al. Br J Cancer. 1992 : 65 : 287-291.

10) Baker SD, et al. Clin Cancer Res. 1999 ; 5 : 309-317.



11) Ostermann S, et al. Clin Cancer Res. 2004 ; 10 : 3728-
3736.

12) Hl’\]’éﬂ i P~ D AT (s 4B (20064E7 H 26 H 7K
#. CTD2.7.2.2)

13) Denny BJ, et al. Biochemistry. 1994 ; 33 : 9045-9051 .

14) Jen JF, et al. Pharm Res. 2000 : 17 : 1284-1289.

15) #ENERE - AR R 2 B 0 A b B RE (lEA akER) (2006
ETH26H KR, CTD2.7.2.2)

16) Estlin EJ, et al. Br J Cancer. 1998 ; 78 : 652-661 .

17) ﬁ WRORE  BESE 3R B RE SR (A hallR) (200647 H 26 H 7K
i, CTD2.7.2.2)

18) Beale P, et al. Cancer Chemother Pharmacol. 1999 ; 44 :
389-394.

19) P8I 5& (T2 9 L AbHEk. 2006 5 33 © 1279-1285.

20) Yung WK, et al. J Clin Oncol. 1999 ; 17 : 2762-2771.

21) Stupp R, et al. N Engl J Med. 2005 ; 352 : 987-996.

22) Yamauchi T, et al. Mol Pharmacol. 2008 : 74 : 82-91.

23) D'Atri S, et al. Mol Pharmacol. 1998 : 54 : 334-341.

24) #EPVER © In vitrofI RS FEIPHICEF (2006457 7 26 H A& GE.
CTD2.6.2.2)

25) Wedge SR, et al. Br J Cancer. 1996 : 73 : 482-490.

26) FENER D In vivoPLEEEH (2006457 A 26 H A& G2
CTD2.6.2.2)

27) Plowman J, et al. Cancer Res. 1994 ; 54 : 3793-3799.

*24, XEEEKERVBEUVEDESE
RIS TS BEMRHRE
T104-6591 AR L X AT 8-182 %I & 7 — 365
TEL 0120-419-363 FAX 03-6740-7702
URL https://www.ohara-ch.co.jp

SERGEFREF

*ﬁ61§mex

ggitﬁimi1¥$FtA*t

TIERE SESEE 121-15



