2023F 1 HGET (BB1RR)

B 1 2~8C TR
BN - 4

BAEERRIEES
874219

AERES |22200AMX00235000
ARERIE 2010%E5H

BREREA

EFATFEVOIR

FESA=I =gz 100ng

E2
PUYSE- 158 E‘% BRSO E
WKEOERTHZ &

TEMODAL®Infusion 100mg

1. BE
=0

A FFCKBEERF. BREICTIMLTESERERIC
BNT. BAEREEC T BAHE - BRZFOEMOD
ET. REENEY) EHERSNBEFICDONTDHRIEY
BT &, Fle. BERMBICKILS. BENITZORKCEN
ERURREZ+2FHAL. ﬁ,‘%“%i%tb‘ 5593 &,
2 FRIEWEHRRAZHAT 2 5SIC. ERGEERNK
SHRER E'ch_ck68‘1#?"'73‘%153’67&‘5’&73‘35%71@ el
RIS E AR BEDOHABEIC T2 R F0H - BRZER
DEEIDH ETRET DI &o

13 XBNDBEESEICZ1—FEVRFAMRIRETE &
&3, BURMEBEOREZEERT S &, [8.4.
11.1.2, 17.1.388]

—_

_

2. B2 (ROEBBICIFFRSULEBVTE)
2.1 KA Y AN D v izxt LIBBEEDBEERED & 5 B
2.2 HIEUSHHIR L C WA REM D H 5tk [9.55 ]

o MsD
BROBEMHEZRBEDISS :

WE. BATIRTEY O I FELTIS0mg/m? ((AFRERE)
Z1HIESHERS L, 23HEKET 5, COBHEZLT —)
&L 7 =L TlERO0Mg/ MR T 5 2 E A TE B,
(BEGHELMEDI—« Y ITHE)
AV THhYEDOHRAICBVWT, BE, TEYJOIRELTI
[100mg/m*% 1 H1EEHSHEES L. 16HBEL KT 2.
Ihzl7—LEL, BEERET 2. 58, BEOREICEK
DHEERET 5.

7. FEERURECEET %FE

(B HREBE)
7.1 EOEBHHRBEDZS
7.1.1 HEHRERET & DR
()RR OBERMBICH - > TRROSEMZ TR/
&
- FFREREAST, 500/mm3LL B
- I/ MREA3100,000/mm3LL_E
(2) D7 < BB EOSEE TIMKRE 2 £ L. KEREED
AEZHMT 52 &, DTOBERKREBIRSEDHE
EETHT, TRROEEICESESAREIFIET S L,

1EH ke PREEEE kAR

T N 500/mm?3BL L. ;
I HREREL 1,500/mm*L, | 1500/ mm % 500/mm>Zi

10,000/mm?2A L.

3N
HMRE|100,000/mmBUE || 00”00/ miskiie

10,000/ mm> i

3. #88E - IR
3.1 #ER%
HR7E 44 TEY — IV EREEEA100mg
B FEVTIFR
NS 7LD S8 104.5mg
D-v>v=bh-—0 627mg
gl LR LA= 167mg
(INA TR RY VLR — 180 125mg
D5TE) e TR INIS It /N -
ol BEEHT 5.

FE MR A 72
I = EEIEGr
Rl . HEEDEIERA g
(NCI-cTc | Orade LECF (Grade 2) (f hj%”ﬁi)
Grade) rade 3X

) RANZ LRSS 2 EOHEELZERTHO. HAERS NESHHAH
K] AImML YA L7z BEH4A0mLICE ENABIETEVH I RE
LC100mg (7EVH I FiEEIZ2.5mg/mL) TH 5.

3.2 SFIDOMIR
AENIHE~BALEDOHRT. ARGHL TRV EHEAITH
%o EHAKIMLTHER Lz & Z0BER, pHEMERBEERIX
DRoEBYTHS,

HR7e 44 T EY — VO REA100mg
AlE BAERZEEST A
Ik B
pH 3.0~4.5
BBEL 0.9 (EBAERICNT 5 )
4. FHEEXIIFHR
OFMiRBiE
OBREXIGHAYDI—1 VI HEE
6. FAERUHAE
GhgeHiE)

TELD & B ARAIZ0FHEAD I THIRNEST 5.
(EitEERE)

MFEOREHEBEDES :
HAHRBS EOMAICT, BE. RATRTEYVEIFEL
T75mg/m’ (AERMEHE) #1H1E4L2HERS L, 4ERRE
T B, Tk, ARHEMICT, 7€V T I F&LT150mg/m?
(hRMEH) 1HIESHERS L. 23HEKREST 5, D28
Hz17—)L& L, k7 —)LTiE1E200mg/m?IcEET 5 2
EWTED,

F) BE. B, BHIEEE 0.

(3) AT HR IR AT D FR T IC &V AT P IER L 725
. (2) OEEEOEGE L EZICRD . 42H
A H AT s RROHEI TERT A5 ENTE 5,

7.1.2 MGHRERGHE DEEIZ ST

(D AFOBERIBICH 2> TIEROES 2T N

Zé&s
< IFHREREHT, 500/mmiEL b
I/IMREAT100,000/mmiEL_E

()17 —LOMREF, MOEHEZ TR LZEEI
RO, 827 — L THE58%200mg/m*/ HICHEET 5 C
Lo 2B B2V - ILVHIREFICHEBE TE 2 o 12BE.
FNLBO 7 =L TIIEE LW &,

- PR EREL O BARAE A1, 500/mmPLL
/MR D BRARAE A5100,000/mm?3LL_E

- BRE B, B %R < JEMBEERN 2 BIER ORE D
Grade 2 (FFEE) DR

(3) &7 — VoA, MR % @) 22 RIS L.
TFHRERER O M/ MR O B BB ICE DS W TR — LT D
HEFABONEEICOWTHMT A2 &, B, IFHER
O O I/ MRS T ARME 12 T 2 DISARFIR 54220 DL
[ HERBWS EPHoNTWS, £z, E7—LD
BAfRICd 7o o Tl U REHIC IR E 2 =M L. o
FREREAHTL, 500/mmPLl B /MR A5100,000/mm?3LL
Lt s TCHREERIB LN &,

(4) &7 —IVERICHT->Td. EEOZ —LIZBVLTX
DIFEITIEARA Z50mg/ mABE E T 5 L,

- SFRERB O BARE AT, 000/ mmPA i
« IM/IMREL D B AEAE A750, 000/ mm?>A i



- BRE. ED. B 2R < Grade 30 IEIMESA % BIE
Byt L5E
B)RDBFEEAFDHEEHIET S &,
- BRE. ED. B 2R < Grade 40 IEIMESA 7% BIE
Byt L5E
- 100mg/m?/ BRI ICHEPRE &7 > 7456
- BRE. BD. BHERL . BERICERIO Y —ILEE
UGrade 3DIEIMEEN ZBIERPBEEHE LI5S
7.2 BROBHHZEBEDES
7.2.1 KHIOHBEFIBICH 72 > TRIROEM 2 TRz
Zé&s
- FHEREAS], 500/mm Ll
- M/IME#AS100,000/mmiLL_E
7.2.2 17 — VDK IROFMF%2 T X7z LIZ5EICERD
W7 — IV O#EE5E%200mg/m*/HICHEET 5 ENTE 5,
- TFFREREL D B AKAE AT, 500/mm>LL 1
- M/IMREL D B AEAEAY100,000/mm>EL_E
7.2.3 &7 — VO, ML % @) 2 BRI SE R L.
TF BRSO O I MR D TR B I B D W TR — VL TDH
BRBOBEEICONWTHIMIT 2 & b, IFRIREK
OB BB IET 5 DI AFIR 55228 DI & H
BREWC EPHONTWS, £z, &7 —ILOKBICH
Joo Tl WY 2B mmied %2 M L. FREkED
1,500/mm?LL . /MR EAY100,000/mm* L _Ei27% %
TREERMIBLZN &,
7.2.4 £ —VBIBICH - > TIE. ERIOZ —LIZBWTIR
DOBEIIAAFZ50mg/ mABEE T 5 &,
- TFFREREL D B AKAE AT, 000/ mmPHR i
- /IR D B AEAE A750, 000/ mm?> it
- BB, B, TEM %R < Grade 3DIEIMAE M 72 BIVEFA

PHIR LGS
7.2.5 100mg/m?*/ BRI ICHE P BE & 7 - 12358 13K H
DHEGEHIET BT &

8. EELEANIR

8.1 KAIDHEIZH Tz > Tid. BRHMEENHFEOEELEER S
HEZ2ZENHLOT, MENCHKRE (MRIKE. FEE -
BRERES) 21755 L BEOREZTOICBET I &,
[11.1.1, 11.1.63H]

8.2 FYYE - MR OFRBRISEEIC+DITERET 52 &o

8.3 AT IVANC X BB R%IC. BREEEIERE (MDS) *
BHEE MR 2 & B EE RS SN TV 5,

8.4 KA OHRE T3 MSHRIES & OGFBARFIE. U 2 EREIC
PrPD6T, Za—FEYRAFAMRICFFEREL, HS5PLO
BB LET S &, (1.3, 11.1.2, 17.1.388]

8.5 KANDEKEIZ L VBRIFR T A )L ADEERAIZ & B XD
HoONBZENHZDT, KAEFRKSIEIL> THET AL
ABROFE R L. FARGANICEYZLBEZITS Z L.
[9.1.3, 11.1.25H]

8.6 RAIDHE TIE, FD. B, BAREDHLIERY S
BEILRDOoNS D, BEEOREZHDICBEL. BLN
Bzit> 2 &. [17.1.1, 17.1.35H]

8.7 BHNIZEHA DI — o > TRBICAA 2 AT HFRICIE,
BEXCH ([EREOMNEED R WARKRE - EIS/ R =
B AHBFEANOTEEICHRIRES] VE) 2RFTHI L.

9. BHEDEHRZEIIEEICEHAT I IR
9.1 BHIE - BIEEEDH D EE
9.1.1 SEEEEEINHEIDG B EE
BBEEEEI SR T 2B E NS H 5, [11.1.15E]
9.1.2 BPEZSHUTWLWEIESE
BHAENEICED ., BEENBLT 2BZNTH 5.
[11.1.1. 11.1.2%H8]
9.1.3 FRIYAIVADBRANR BN F2E T HEE
BEIFF R ANV AF v ) 7 OBEEXIIHBsHURREOBEICH
W, RAIOF G BAG IS U B RERECH R 1L
AX—=N—DEZHY T %{TH R E. BEFRT AL ADH
EHEEDOIMEPIERDORFITERT 52 &, [8.5.11.1.2%08]
9.1.4 KEEE
MR EEBENHSDONEZBEINIDH 5,
9.2 BigEEEEE
9.2.1 EEDBKEREEDHDEE
BHERMRL HobNEBENTFH 5. [16.6.15H]
9.3 FrigeEEEEE
9.3.1 EEDTEEEEDH D EE
BHERMRL HobNEBENTFH 5. [16.6.25H8]

1

9.4 &gk =H T BE
9.4.1 HIRT A AREED H S LI E T 25H 1013 ARAIK
SR OHESRTHR—EARIZEREZ T2 L H1EET 5
Lo [9.5%0]
9.4.2 /NERUEFEMREL EROBREZ ICRE T 2N ENH 515
HIZIE, BIRICHT 2 EL2EET L L,
9.5 17
EREIIFIR L C WA AR D H A HICITHRES LR W &,
ZFv M UYFIIBWT ] - BRET KOS (50mg/m*/ H)
PHRESN TS, [2.2. 9.4. 1]
9.6 1ZZLIF
A LZWT ENEF LU,
9.7 INR
(B REE)
9.7.1 NEREANRE UBREBRIZERL TV,
[16.6.3%]
(BREXFEAEDI—0 Y ITHEE)
9.7.2 NRE MR E L7 BERRBRIEER L Tz,
9.8 ST
BHOERERE (h 7 LVERER) 2BV, BRE (T0%
) Tk TOR TN OBEHE BT 2 &, FhERED RO/
R OFESEMNT 5 EFRBHENT VS,

1. BMER

WROBWERDHEONHTENHZDOT. BEE+DHITH, BE
WRDONIZIGEIIEEZRIET 24 E W MEZITH 2 &5,
1.1 EXBEIER

11.1.1 SEEREEEINH] (BEEREA, SEEERNEH)

JLMEREA (2.6%. 0.5%) . HFEHERED (42.1%. 3.5%) .
IM/READ (26.3%. 8.8%). &AIM (13.2%. 2.5%). V>~
JSEREA (42.1%. SHEERBH) . HImEkED (34.2%. 3.8%)
ERHObLNBIENBDH 5. [8.1. 9.1.1. 9.1.2%E]
1M.1.2 Za—EYAF AR (2.6%. SEEARE), BE (U8
FEREH, SEEEANHR)
Za—EVAFAMRK (2.6%. SEEARH), Y41 S X Hay
AV ABYLE (BB, SEEAH) %o M RBE R
fE (2.6%. 0.5%) %, EELBYYENHSDONEZENDH
Bo U VINERBDAERD 5 NZBEITIE. U Y ISERE EIE
(Grade 1K) §5FTCoa—F Y AF AfRICHT 5
BEMktdT 22 L. £z, BEIFRY AL ZOBEREIZEK
LEFEFAN AN HobNEZENH 5. BICEHRD
FRHIZATOA NEIEDOHRAOHEEIC» D S TRYEDFE
HIAT#BZOHIEND 5. 2B, WIEOEHIESE LT,
BEEIMENEEEER (DIC)., aMBEE, IHEAL%E
MEESNTWS, [8.4, 8.5, 9.1.2, 9.1.3, 17.1.3%&]
11.1.3 FEIEEMRmN (BEEREH. SHEEARHR)
FE W, FERREES OB RERZ H2IcBE L. BED
O SN BAITLER D I X MBS 2 EME L. AHD
BEAFIETAEEBICZ 2 —F Y XF AfHA L OERIZE
(B-DZIVH > DRIESE) ZEZBICANE ZMEBEZITH &

11.1.4 MM (2.6%. 0.3%)

MM % R 7 REBI TR A B & b N7 EDIED B 5.
1M.1.5 PF745%Y— (GEEARH. SHERHE)

11.1.6 FFEEEEREE (BEEAH. SHEARH). B8 (EEARH.
SEFETRAR)

AST. ALT. Al-P. y-GTPD#E L\ FF%% £ FrikRer
E BEVPHSDODNDZZEDFDHD . FARIZE - IER D]
HaInTnb, [8.1%MH]

11.1.7 hEMREVRIERIAE (Toxic Epidermal Necrolysis :
TEN) (BEEARBH. $HEARMH). REHERRIREIREE (Stevens-
JohnsonfiEl&BE) (SEEANHH, SEEEREH)

1) [EAGEWER]OFIRIEE . 5 7 VA O E R RE.
WEAVEE RAER (W) [ P HGR FE AR M A R e OV [l FE 3%
BEEE) 26 SICEN. BAOIEICEEL 2. Mz
ICBWTEERPEE L TV WEEIIHEERHEE Lz,
WO OB RREE R O TR ICE D CHE (5 R ILEIE
ERME) 1 0.01%Ki
11.2 Z0fthDFHEA

11.2.1 ERTERS SNI=EIERD

%2)

10% 21 |k 109 i SHEENA
2HER |BER FE EBE
T ek | IS OHFEL, EHEE,

BIERNRIE. IR,
THHR




10%2L E 109%R 7 SEEEA
ki3 Al (N7 o BREd. Bk

U AN MNEZ, iFRERIE S,
Uy MR, RIFHEEKES. 7R
MEREAD) . I | EE Bk 2, BEEREE
55:1¢/ NI IVDA > {E-2

B i AR BRI
DM IMRED

JiF i ASTER. ALT|y-GTP E&.
5. AI-PER |[LDHER. BV
Ly ER

X BUNLR., 7L 7
F=r bR, RE
M. EER. K%
TEEYE

1EBRas FOERANVRIES 1%,
DA

Hftas Boh, B, &EE. BARE HIERR
MAR, E. 0N OE%R. §

AN Fass. BN
L] FORHIM, FRE R E . 2

ENI=E N Rz N 187
BEH, FZ

R - LUh, EE, IR EE
B R
A& GBI, MoK,
Leo<D
AR TR, IRERR
BEEMAL 5 RS
(. F%

. KLBE.
fERR. BURR.

Z S ER)
Z DAt 5 IFhE, BVE. CRP|LREEH.

bR mEE R ((RERD .
ANEZOV VACKERE. IME.
ER. MEFRERD |JRAE

WA TILT I
A, MR~y

LA IKERGE

H3) BEARBSAEIL N 72 ILAIO B RRERGE ICE D <
11.2.2 BHTERSH SNIEIER

10%LL E 10% A i =

L HRER FH, BER

TEwE R | A AR, HFV, #HEL B, &
. HAR. S O¥F

i /MR BmEkED . 47
g, Eif

B SRR

e D MErE. (FR| BACRNR. ORZ. TR E(E
AR

K& BE. B, A3, 258, &
REI, S83E, HPIRAEZ

EE - A R, HAREERH BRREEE.
JERFER. FrRRER. ETEE

WP & E%ﬁﬁxﬁﬁiﬁ\%ﬁ\%

Z Dt 5 TEIE, RERE., BYUE. .

RERD, OfEH Y V9
H4) ALK OBIERRE (9 ERSE AR R
ROMEERBEE) <46 (1%) L EORREISRD 5
n-EER (BEHRS)
13. BERS
13.1 fER
WIS BWT, AT LAIOBERS (10,000mg. SHREOR
—7— LTORKREER) IC& DIMERKED. RE. 2RERS
2BIEEILEE L EOWENH B, £/, W T ELFIOE
RS GEESHBEILL L, BECEEAHE) 10X\ BEikLE
I, B £E X LT L EOMENH B,

14, BRALEDER
14.1 EXRIAREFOER
14.1.1 ARIE RS B8, FEEEHT S & RRIPEHX
IKEE I L 2B, B IKECAB TSI 2L,
14.1.2 AFNIER ($925C) T KA A 7 IS EE K
AmLEMA. Be»ICHEZHL XD ICEILTHE#ET 2 (7
EVW I R2.5mg/mL)., ZOBE, RORBE LN &, HE
WIB CCEBERIEHRICTHERLTHWS ZENTE S,
14.1.3 A% BRPICEM 2RO 25 EFHL N &,
14.1.4 FBIBIZIABRBDINICERE 2K TI B2 &, /. 5
TERA LW &,
14.1.5 AEEBL VEHE L -LEE 2 BENICERN Y 71
B,
14.2 ERIESROER
14.2.1 KANIEERAR > T2 AV, 07REA» T T BTS2
LRSI L M OESHE & OB A IXRIEIXThRNT &,
14.2.2 AEI O FHBFOE CERE T 1 >~ 2RV RERS
EfTbrnZ & (MOFESHE & OEAEREBIIERE L T\
Woe BB AFEEHAIERIECEHS A v TRE5TSE
B, T REEFREIHRE LN &,
14.2.3 KR, 6% 5T 5B, BROMMREEEZLC T
ZENBHAHOT, BERAMEMR/N LWL ICEEICK S
T5ZE,

15. ZDfthDFER
15.1 BRRERAICE D &R
15.1.1 A L VAlORERZIC, BERREEMICOAA S
MERBAMEDIERENFED b NIz EOMENH 57,
15.2 FEERAREEERICE D < B3R
15.2.1 B (T v b, BOKRES) T ARKUREEIC
EBPHRE LI EOREDNH SV,
15.2.2 FER (T v PRUOA X, EOKRE) . BEHEE
ERDIEORENH B Y,

16. EYEPEE
16.1 MPiEE
16.1.1 ;F51B & H T RIVEIDEYZ RIS

AR REMEEERE (19F]) ICFEY O I REHEIROH T
AI50mg/m*%& Z 2o u A4 —/)N—=1KIC K D EIRAZES (1,585
FEEA) RORRORSE (EER) Lis &, MEEFREMEROTE
HERBPIMTIC (5-[(1Z)-3-Methyltriaz-1-en-1-yl]-1/-imidazole~
4-carboxamide) B EHER K VEYBRE/)NT X —F IZLI NIRRT &8
DTH otz NEFAOL SEEMEIRNEFIEAL & [H 7 2ILAIDRE
O#%5] EAEMZNICRSETH S ENHERSNEY BHEAT—%).

X1 FEVO3I RomiEhEE#ER
10 Temozolomide

—e— |V Injection

—o— Oral Capsule

Mean+SD(n=19)

Temozolomide (ug/mL)

Time (hr)

X2 MTICOIMmEEH 8 EHERS

600 1 MTIC
500 A
—e— |V Injection
’4; 400 A —o— Oral Capsule
>
£ 300 A Mean=SD(n=19)
Q
=
=
200 +
100 A
0 &+ T T T ]
0 2 4 6 8

Time (hr)



1 PRAREREEEEEEICB 27 €Y 03I RRUMTICOZEMERE)

TRA—=Y
FEVJOIN
%ﬁq Trmax Crnax i AUCo-+
(B 5HE8) (hr) (ug/mL) (hr) (ug - hr/mL)
A 1.50 7.44 1.81 23.4
(BFARA) (0.92-2.00) (21) (12) (18)
77 IVA| 1.00 7.68 1.91 22.0
() (0.25-2.00) (19) (13) (14)
AHEEE (%) ¥ B 97 B 106
(90%fEHEXFH) (91-102) (103-109)
MTIC
%ﬁlj Trmax Crnax i AUCo-+
(B 5HE8) (hr) (ng/mL) (hr) (ng - hr/mL)
A 1.50 320 1.80 941
(AR (1.25-1.75) (61) (16) (53)
KT EIVA| 1.00 333 1.77 944
(&) (0.25-2.00) (62) (11) (60)
SHEEE (%) 7 B %8 - 103
(90%fEEXFH) (91-105) (98-108)

FHE (%CV. n=19) [7272 L TmaxldFR{E (EEFH)]
a: IEEH (BIRMERS) 0 7 VEl (EORE)

16.1.2 A7 ILEIOEEN UV RERS
EHEHRBEOEREE (661) 127 7 EILAID150X1X200mg/m?% 2&
IR 1 HEISHE R ERORS L& 20 51HEROSHEICB TS
RENEROMTICOZENEE/NT A =L FIIRTEBOTHD.
KREEROMTICE b ICREHRSIC K HEBEIIRD SN E 2729,

F2 BEUHWHRBEOFEREBE I CBT 20 TILAIOEYEE/T A -5

ot | 52 | %5 | Tmax Crnax t1/222 AUCo+

#% | (mg/md | (B) | (0 |(wg/mL)| (o) | (ug - hmy)| B
1 1.42 7.87 2.14 25.7 -

150 (52) (38) (25) (15)

(6f51) 5 0.96 8.38 2.29 25.2 0.986
ey G3) | (6) | (35) (10) )
o3R 1 0.58 15.3 2.03 35.1 .

200 )| 6 | @ 6)

(31) 5 0.92 14.0 2.02 36.0 1.03

G | Gy | G @) (3)

1 1.42 0.145 1.98 0.426 -
150 (52) (38) (24) (15)

(6) 5 1.08 0.154 1.83 0.425 1.00

(43) (28) (12) (12) (16)

MTIC 1 0.75 0.272 1.93 0.594 -~
200 (33) (15) (6) (7)

(311) 5 0.92 0.284 1.87 0.636 1.07

(57) (33) (3) (7) (1)

* 1 AUCo2nrl T B D < BRHEMREL FHEE (%CV)

/o EITHEERE (26f]) 121004 150, 200, 250, 500, 7503 1%
1,000mg/m?* ® Z BEF %5 U- & &, MEEPRELAEE D Cnax
KOAUCIHAZICHAILTER L. AABBOREEITD 5N
7208 (BEAT—%).
16.3 91
16.3.1 MPEDRES
b MIMC-FEV T X FO200mg%k BEREOHRS Uiz & &, HEthEo
IMIFFEEBARIZ2%~16%TH 722 (n vivo. HEAT—%),
16.3.2 RHEBERPNDET
HRBIEREEICH LA OT75mg/m* % MEHRAEE OMFRICE D1
H1E42~49OHBERERORE Lz & & (236]) %0U200mg/m*%&1H1
EISHEKEROKREG L& (3261). MEFHERFANDOREAEOR
1TEED 5N BT MFEOAUCHIZZNZ120.6%/%0U20.3%
THo1VGEAT =) £ s 253 2B EafERE (14))
125 72 VEID150mg/m?% 1 H1ESHERER RS Uiz & &, g
BER AR AREACAREE LM EE & DT L CHER L. ISR
MEEDAUCHIZFI30%TH - 721" (HEAT—%).
16.4 X4
TEVO I ROFBELEMEAERIZ, T IV VROMMOHILRZIL
EITB T 2 pHIKFI 22 I3 R & BRERIC K AMTICADZE#H L | fiw
T#2 Z 5 AIC(5-amino-1/4-imidazole-4-carboxamide) N D73 & T &
0. ZOMTICH 5 AICAD 573 fEEBFE TDNAD 7 )L F WAL FTd % A
FIVITIZT LA FYDEESND. TN6—EO KIS Y EE
FIKE LW LERIETH 5 1Y,
16.5 HEit
EATHERRE (6f) 12C-T7EVH 2 RD200mg# BEREOKRS L- &
&, BE/THETREVERICZNZNES LI BETEEORI37% R U
0.8%AEUE N7z (HEAT—%),
16.6 HEDERZRI D EE
16.6.1 BIEEEEZSEE
BEETHEBREZNRE LA TR LVAEIOE T HEEVE THRKERT
186 N7 RBEH4ASHI O MR RE(LFRE T — & 2 AW - BERIEY
BHREMETOER, TEVEIROIIVTIVRAEILTF=UT)T
T2 AOMICIEEEESRO N7 BHEAT—%). 58,

_4_

EEOBHKERERE L CICMBBENT S UE L BFITB T 2Bk
OEHIEBSN TV, [9.2.138)]
16.6.2 FHERERZEEE
BEROFEE (Child-PughZ AR UB) OF#ERERE (M
HAREERE 1361) 12 7R ILEID150mg/m> % BERE G L7 & &,
MEERFREARZROMTICIEEILFHEEFBE L Z2R0L -
729 (NEAT—%). %8B, EEOFEERERE TOEMBIEICO
VTR RBEAERS N TVAR L, [9.3.12E]
16.6.3 INRIC ST 2FMENHE
NROBITHEERE (Fl 0 3~17/%. 1961) 124 7 LEID100. 120,
160 2003213240mg/m** % 22811 H 1 E5H B REROHRS Lz &
~1.8ERTH Y. CoaLTFAUCIEWT N LR ESBICHFI LT ERL
770 200mg/mHF S BDAUCIC OV CRARRSHBOMA L BT 2
ENETRHADK MEBEEZRLEZDD SHEAT—4).[9.7. 1]
16.6.4 U7 S5V RICRIFTEFBIOZERF
BEETHEEZELZNRE LA TR VAIOE T BROE THERET
B85 N7 ARET359H O MR R BRI E T — ¥ % WV - BE Y
BREMRITORR, TEVO I ROZ YT I Y A3, (EOT A X (FFE
HEERE) ROHEG (ZHEIE B L VS%REES U7 IV ADBKTRLL)
IS K BEERZZ T AN, Eip (19~78%). BIE, BE\EH. TL7 I,
BEUILE Y AI-P. AST. ALTRUZ L7 F=2 27 U7 52 AU
KBHELEZ T RN GHEAT—%).
16.7 EYHEEIER
16.7.1 ZDith
MIYUTPSVRICRIFTHAROHE
BREETHEREEZNRE LA TR IVAIOE 1 EROE THAR
T 5 NTHRET35BI D MR AR T — & & F W - R
MBI OFER, NLTOBEDHATIIZ VT I ANH4.7%
ERULED, TFEHXFYIY, Jz=b Ay, Tz ) NLEY—),
ANNTEE Y, HDREEERE, Avy o rXidusn
IRG D EDHRICKVFEEZ TR -7 GHEAT—%),
MFEROEROBEMEBIBICE T 2RADRKEEAAE (—EE)
13200mg/m? (BIRMNTES) . BRIEGEEO 1 —1 » JHEICS
J R EREARE (—EE) 13100mg/m? (FEIRAES) Thb.

E"":

17. ERERREIE

17.1 BMUERUREMEICET DH5ER
(RS
17.1.1 BROKSTO/RE (B 11BERRER)

WEEHOBEREEMEERE 2R E LT, 7 wILHEAFIE
5icks4 -7 #E (JPC-02-351-213E8%) #FEMLz. T
DEHIFNAEILZEEZZ T Tz, BW/-AE - AE1x28H
Zl7—)LE L, HEESEE LTH L LAILEIS0mg/m*Z1H1
E5HREHEO%S U, 23RS E Lz, §27 — VDRI HERE
HHEIZREV. B 7R ILAIEI15013200mg/m?2 1 H 1[E5 H &%
5 U, 67— VHifTHRICEMEZFHE L7z, 28, BBERSHO
FHiBg 2 HIMAOERIIBAEE Uiz, HIE OEEIZRE L h»
S7ze 122U, HIMBHO AT O RERIIART E Lz, TORE,
BRI EMERE 2R E LIBIERREBRED > 5. L%
EEEEAER L B L 2156 ENERABEOZRME (FW+E%)
1E34% (9% +25%) Td D . WBIHRERIED30% (6%+24%) &1F
ERIETd 7217 RRMEMBHT I REI32F R EIERIE3LE] (97%)
ICEIWER RO 5N 7z. EHBWERIE. V) >/ SEREBADI5H] (47%)
TFRERIBA 1561 (47%) « EFR13M6 (419%) .« i IMEERA9E] (28%)
B (25%) THol (BT ILEIEDE). [8.620]

#1 BHEOHRSTORAE (JPC-02-351-217K5%)

=
BE n | (ER+ED) R fE P
95%{F #EX (H) 959% [ HEX S
LEHEE Y 34% 41 40.6%
(FAS) 18.6%~53.2% ) 23.6%~57.6%
BRI E 2 27% 3.9 31.8%
e 10.7%~50.2% ) 12.4%~51.3%

17.1.2 BHROIESTORE (85158 11BERRHER)
YEEFHE BB EMRERE 2 MRE LT 7 2ILAIBA
Hic&k a4 —7 B (C/194-123588) %2 FEHi L. AV 72k -
FAEIZ28H%Z1 77— &L, EHRSRE LT, (LHRENGER C
14 72 VAILEILS0mg/m?% . (L EERIAERE TI1E1[E200mg/m?
Z1HIESHEREO®RS U, 23HEREE Uiz, 58227 —VEIREIZH
BB CHEV, A7 EILAILEIL00, 15031£200mg/m?% 1 H 1[E]
SHEREO®RS L. 67 —VH{TRICERIEZFHE L7z, BEIRE
EMICDI o TEBS Nz, TOBR. 2% (FH+E) 3.
(LR BLIAIERE T lE30% (6% +24%) . LEERIAERET43%
(119%+32%) Td > 7', LRI REISSFIF 15361 (97%)
ICHEERFIPRD 5N, EREEHER L. ED84f (53%).
NEH-66/1 (42%) \ SERE6SMI (41%) « 35554451 (34%) \ 1EALS241 (33%) «
BH360 (23%) THo7z (H T IVEIEER) .

E1) AHEORBBBRICEDY 2 HBLLER



2 BMEORSTORE (C/194-12335) 10%51E 10%FKE
e BB (PP B [RE BB (RN RWER W6 R, SRR,
s 67 A DFE. KRR »K
e N e | T e W . BEEHEE, BE. CADA
; 95t (R FRE. FIOE, BERN, WERE, -2
2EREE || % » 6% S B, KRR B, B,
(ITT) 28%~43% ) 38%~54% BB, AR, BIETE. HEE. 149
CERE | | 0% » % Y=
Bt 2% ~40% : 450~ 50% R iR PR, B W CREGR
R | o | 4% . 5% B [NNLIEN NN
RIBHRE 31%~56% ) 38%~63% ZoM EY KB, &E. FE. nEELR. EHY
BEmEE || 3% .- 5% 9 LI, (D, WA, R Y
e 26% ~45% : 39% ~58% YiE, BT, BUE, HE 7 LLF
CERE | | 26% i 5% R, 73S TRIER, T, TR,
B 16% ~ 38% : 3% ~57% E. OIS, WS, MR,
(LR 0 50% 63 54% SRR ML AR AE
et 3496 ~66% : 39% ~69% SO RO BRSNS (17 CLARSR) DALEDS

17.1.3 BEHREN TRV EDHBFETORE (855 NEERK

HER)

MFROBLERE B S N7 BESTH 2RI, METHREIREE %
WHEEEE (n=286. RTHE) & L. A7t IVH| & BATRESHROT %

(n=287. RT+TMZE) I
5 AR B R

KB MHROBEHEEE 2 MR E L
FBE (PO04583#BR) % FEhE L7z BATRESHEEIZIH

1E2GyESHE O6EM RS & U7z Mat#EEtR IS A T VAILH
AL T

N, MOBAFETIERD 5N > AEHRT PRAMIFH

ERRARE, AL BREALE. KEBRE. EHIREE.
WREE, —a—u8y—, MERK. HITEE

BREREE. AR,
REEE, T

Ty TREIR. (REEL ?’Eﬁ HEFRIE. EEF ARERER. )
BT, R, BoE. BIRER. WERE. FIE, REHIRMOEE.

il ZE AR RE | .ﬂ[ﬂl{tﬁr’? R, b AE Rk
EE. 5. HE“BH%?% @%
KRR BRILE. 21T, BEE

VR, BT

. BEE. A7 LTy
. BBRE. B,
RAHTE. A,

\71'1\/—

1[E75mg/m?% A HZEOHR S L (RE49H).
BARB OKREIHB 2R 72, 20K, Bl —LTidh FEILAIL
[\150mg/m?, 5827 — )LBREIX. 100, 150321&200mg/m%/ H % 1H
IESHBERE OB S%. 23HBAREDE28HZ17—)LE L, 67—
HEAT L7z RFTREHREE & AP IE = 2 —E 2 AF AR
T 2 FHLE (VY IVVDODMAIEZ NI ARSI L - R
L7 7 A SFFY - VBEIO®RE) 22FITE/BL. U IRED
BROONZZEHFICIE. InAEET S (CTC Grade 1LIF) £
TTHNBZ#HGET S & Lize 2B, BATREHRE OHERENIC
13, SCHT R AMETEIE A N 7075 3 Rk 5 HMTFHEE
PR ENTZ, o AT RNVABEMOBREHICH5-HTZ BAE
MBS L BHMTFHEESDEE SNz, [8.638] TR, 7/
TRVE & QG FABIIRSHR BB LR, 24FHM (Overall
Survival : OS) ZERICEE S W7z, FREIXD TEILEE DA
BTl4.67 A, BEHRBEMBTI2. 1y ATH 572 (p<0.0001). /N
H— FHIZ, AEHRBIRBEIC N L T1.59 (95%fEMEXM=1.33~1.91)
THY., 2EEFERIIN T ENF EOHHBET26%, HEHRHEMBET
10%TH o7z Frzy WHEEAR (PFS) HROHIREILH P2 LAIE
OPFRETC6.90 A, HEHREMEEC5.0n HTH o7 (p<0.0001) 9,
LRI R BI288 B 2661 (92%) ICEEHRZ NERD 5Nz,
FHAEEERIL. HEI99] (69%). HEFH 15661 (54%) . Zi1054]
(36%) FEMS7HI (20%) TH-7zo F7z. PERBOBEAIRSE224
FHZBWTED SNIEEBERIE, FEHIITH (61%). FiFE1244]
(55%) ELL10M1 (49%) . IEH6661 (29%) . BEAAARIR6LH] (27%)

AR, Bl PRREE, %FWE%\ AR, Afiz. JFER.

FEHI, BE2%. 7 LLF —RIG, BETHREE.
H2) KA ORREBEFRICEDD 2 < HFLBR
E3) 261 (1%) DU EoZHNE

2D ENIHEER
18. EREEIE
18.1 1EFAER

HRREEAL, HORE

TEVHE I FE—@7 V¥ ETH D ERApHEM T CIHERNIC

MTIC

WKHREN, AFIVITIZILAF Yl Be AFLITVIZ

I LA F VIIDNAD Y7 = 2 DMOBRIEF 2 AF LT 5T LI &
ODDNABEGZ5IEEC L. fMiAMOELRGT R - 2AZ2FHET

% LI D MBS 2R 0 2 (in witro) o
18.2 HilEGIERA

TEVE I i3t bEEERBIE SRR I U A iR (E A &

RUT2 2 (in vitro). F724
MRBEENBE~Y Y 2AICBW TAERRZEE S E 2 %)

19. BT ICEAT 2EB(EFHNAR
—f#4 : 7€V a3 K (Temozolomide)
{bZ4 : 3-Methyl-4-ox0-3,4-dihydroimidazo[5, 1-d][1,2,3,5]
tetrazine-8-carboxamide

fetgEs
O

TEVEI Nidb M EEEEREDR

(in vivo).

BEES1M (23%) . (ERB49H (22%)
(1.3, 8.4, 8.6, 11.1.2%]

X OSODEETH?E%% (5125 AR ER R EER)

ThHolz (B

TEIVEIRRRE) o

NY— KLt (95%{58XMAE) =159 (1.33~1.91)
091 Log-ranki®E p <0.0001
08
07
X 06
t*; 05 RT+TMZEE
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02 RTE#
0.1
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BERENEDSOHM (nA)

£3 WHVENHEERREBE TR S N-AEHR™ (28841)
10%2_E 109% A
2HER FeEh, EE
TERERER | ERE RER, HFE WV, KFEE, BlEE, BEALE
ERR. BB, $EEL. A, WEME. TEIEE.
A OFREIE RIS, RS B EE,
HERALRRIEE, FOEEE
Jlik:3 A, FEEMETRERBAE. FRERED. B
MEREAD . ) D REREA . /MREA . Hin
JFF ek AST EH. ALTEH. v-GTPESH. Al-PE
Lo
ER BIE. 8%, WA
Mg [EO. EM. EEE. R, HERR, BREE. ORA.
. BYAE  |EE6. 08
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HoN
Ney
|

N
V”T”\CHS
(@]

¥ 1 CeHeN6O2
& 19415

TR - BB~ EIIEEBEDOR T, I AFILVALEFT NP
BFICKL K A=y TRy, XET7E M= P Y IMITEBTIC

<LV 2= (95

AllA 0 49206°C (531%)

) AHED THETFITL Vo

DEEE (1-F 2% ) =L/ KR) 120.8~22.4
0.1lmol/LV) v EEIEEE (pH 7.0) : 22.0
0. Imol/LIERE#K :20.8
7K 122.4
22. A%
XA 7
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