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I. SiEICETSHHEA

1. FRAROEE
TEY BRI NI, Y=V 7 - 7T 74 (Bl Merck Sharp & Dohme Corp., a subsidiary of Merck & Co.,
Inc., NJ,USA. (MSD) ) ICKVBIRINIA IFY T FIPUFHERTHY . TAFIALHNTSY
HINHPUEMEER TH L, 7F Y 7 I R4 pH T 5-[(1Z )-3-Methyltriaz-1-en-1-yl]-1 H-imid-
azole-4-carboxamide (MTIC) (ZHIKGFES VD, 2 O MTIC B3 S HIBFRIZEB W TAERKR S LD A
FNTT =0 DA F D, DNAD T T =W 6 fLOMEFEIR T % A F M Ab$ 5 Z L1280 fulissh
RERTEZEZOLNTND,

TEY B I RiX, 4, BTEAA FEas  TEX AT RL) L LTSN, TEX—
NI TR BONZ WL T 1999 4 1 H IR TR TR XTHEAT L 72 B 3FE  (glioblastoma
multiforme : GBM) (ZxF L CHARB Iz, AFRIZBVTEH, 2002 4E2> 5 FREEMEMRBIE BE & k5
& L725 TARRER, 2003 4270 & I3 FIEIFFE BRI 2 L (anaplastic astrocytoma @ AA) & 2 %t
Gl LI MARA— 7 R S S v, EBEEAIC LD 2006 47 7 A I EMEMRRBIE 0 5 5 TR
ATz, 2009 4F 8 HEBILE, 5 90 » [HLL ETHEGE STV D,

J

TEY B REHA] (4 0 78X — SRR (X, BHENE BRI B - R LY
TEY I ROH T RAKIDIKIGAD I WEBFE | IR~ O R O R SIS 7 O SV AL 12
L BB I 0 H T RAAIOHE T NN EERIBICSH D BE R E . BB OR S L7z B okt
T HIEPOBEINE & U CEHAIRNBR SN AR THD EE X, B LERATH D, BIMIBNT, TF
Va3 FOERA] (90 SRR S) & O 7R AH] (FROBS) OAY SRR SEMERER 2 55 L
Too ZTOFER, 7EY I REZOEERBIM TH D MTIC O AUC KT Coay & FRIE & L 72 187 5K
(TG OAEWFMRIEMENREES N2 Z E D, BRKTIZ 2009 4 2 A2 7 Hl & TE Ui
S (BRI - PR SUEHETT L7z GBM, AA KT 2 BUMUEE I OV GBM (23 2 KRR OF I
KE R SUTET L7z AA KT 2 ML X W) GBM XT3 2 BUN#ROFRE) CTRGR S
720 2009 4F 8 HEBIFE, 33 » [ETHRRBEN TS,

AF T H I T T2 AW FR R MR ORE R 2 512, 2010 4 1 A2 7' AAl & A UM
FRIBHE DI CHRGR STz, 7238, 2018 4F 3 Ao TEHKN, EREISOME, ALk
ORI BT HIERS A RE2HE 3 BA DD AETONTICHREY LRV & OFFAM R
PATRENT,

R THEE O 22— V THIEIZ DWW TIE, [ER EOMEED S ORI - oA ERFS
el TTARANEAY T H U OUREREOFHMENESIRSE BN E R S, AFEBFEEITV 2019
2 BITERREST-,

* AA : anaplastic astrocytoma

GBM : glioblastoma multiforme

2. EHEOREENEYE
O7 X — N A ERIL, A 72 FOBE FAREERZEFICH L THTEY B I FIZXDTERY
"RE L LA TH B,
Q@MW T, TEX — A RTEEHEN (90 o MEIRNEE) &7 X =10 7L (ROKS)
DRI ME DS RREE S Tz, (29-30 H)
@7 EFY 1 I NI CTCORBZLE LT, IIKRSRIZ L > T 5- [(12)-3-Methyltriaz-1-en-1-yl] -
1H -imidazole-4-carboxamide (MTIC) (ZZE#AT 5, MTICITIEHSNZATF AT TV =U LhA F 2 &



I. BiEICEY HEE

RBIFEY)TdH 2 5-Amino-1H -imidazole-4-carboxamide (AIC) IZfESIL. ZDRAFNLIT V= Ao
FUWT T MALH L UTER L CIEGMIL OB 2 Ml 32 & ShTund, (21, 35H)
@OIRTE R MR R 2 x5 & LI [ENERRRBR O 2R GERh+4a%) 13 34% (9%+25%) Th
ST, PIFEEOBIFEEE 234 & LI MNERREBRIZ B W TT 4 — L% 7L & RO Of
TS BB RGO B RUGENR SN, 78X — AN T €4 —
NET TR EAEMFRICRETHLZ b, Z3BLLTTEXY— AT TELOEIMEEZRL
7=, (15-19 ®)
OEXRLEWEM L U CTEBIAEME], = 2 —F > A F ik, BYwE, RIEMEMZ%. Wi, 777
4 T X —, RS, PE, P EEMER B RAEAE (Toxic Epidermal Necrolysis:TEN) | FZJ&

FERRIRGEEREE (Stevens-Johnson JEMEEE) NG STV 5, (42-43 H)
TEX = LCERBERIIT XY =AY PV LAY ECRETH DL MG, BELLTT
EX—NACH e et (BITEHARSEARE) 2R, (45-48 H)

3. HSORFFEHEYE
TEY B I RIIMAKSGIREZZ TSN &G, TR KIS THERREST 2 s sl & U CR%
=i,

4. BEFERICELTRAMINEHE

WELICET 286, REMEHHEET A R T A % A
RMP PERE L T
BAMO U A7 F/IMEIEE E L TER SNV TW S & PERL LT
el HHEET A KT 4 TERE LT Ru
B0 oo B8 i T TERL LT

2018 A= 9 HIZHIE XUTEIEMED 22— o > AR I TERIZOW T, ER_EOMEEMED B RAGE
IR« WSRO EENEAEGEE I THE S, 2019 45 2 AITEGR S LTz,

5. RBEERVGE - FALOHIEBEIR

(1) REBEH
2010 4F 1 A, [HEMEMRBE] CoORERTEARBUSRE, LLTF OAGREEDT S, RFeE i
AR (2FlAA) R OMEBGE %R RO EMIZ LY 2279 JEFIOF —Z 2 ER-E L2 L »
5. 2018 4F 3 AAGRSMEN R &7 o= (TV. 5. (6)2) &GRS L L THEM T EDONE XL EH
L7z - BROME | OESH) |
TENCTOERBREFNPBO TRONTWND Z Ehnn, BERTE%R, —EROEFNIRD T — & 1k
SN2 ETOMIL, RIEGZ RS ABEREZ T 5 2 SIc X0, RIEFEHBEOERIE
WMERET D L &b, AEROZEWR OEIMEICET 2T — 4 2 REICINE L, AEKOBEEMH
LB EEEZ#HELCDLZ &, |

() i - EALOFIREE
AL
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M L7 0



I.&ICEET51EE

1. BR5E4
1) 4
T 'L — VO AT EREH 100 mg

Q) ¥4
TEMODAL® Infusion 100 mg

3) BDHE
Briz7e L

2. —f&4
1) 4 (fdx)
TEY1r I K (JAN)

Q) #4 (WaEK)

Temozolomide (JAN)
temozolomide (INN)

(3) A T4 (stem)
ANBH

3. BEAXERERX

H:N

NN “CH
T 3

4. HFRRUSFE
%%fﬁ . C6H6N602
194,15

5. 24 (@dE) XFEH
3-Methyl-4-0x0-3,4-dihydroimidazo[5,1-d][1,2,3,5]tetrazine-8-carboxamide (JTUPAC)

6. {ER4A. A4a. BE.
5 : TMZ-1
BB &= S L7
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II. H3A5 AT 5EE

1.

MELEMEE
(1) 58 - 14K
H o~ oL TR B . O R
(2) BfRE
N BEREIZE T 558
TEVOI FOREBREICHT 5B (20°0)

Vo i A% (mg/mL) YAt
PAFILANLKRFY R 32.7 %3%3?5 Fiz<n
RV TF L7 U a—)b 400 4.4 AT <D
AKX ) —)v 4.4 /@m <
TE =KV 3.4 EFiz <y
7K 3.1 EFiz <y
ARY VIL_— | 80 2.1 EFiz <y
T ko 2.0 Wz < »
Y/ A=a= & 1.2 Wiz < v
X J— (95) 0.6 Fi D TEITFIZ <
HEfg— 7 L 0.4 RO TR IZ < W
A= 0.02 Z & ERT 2N
2) &78 pH BIRICX 9 5 R RE

TEYVAI FOKABRICHT 58 (20°0)
IKTAIR YAl % (mg/mL) YA st
0.0 1mol/L ¥ fiakifk 3.2 BTz < W
pH2.1 K& 1EIR ™ 3.3 BTz < W
pH3.9 AR 1E ik~ 3.0 ETIz< W
pHS5.6 #% 1E ik~ 3.1 ETIz< W
30.1mol/L 7 = VERIRIE M OV 0.2mol/L V) /K 3E —F MU U AAIRIC L Y pH &4
(3) JiEtE

TEY I NIT98%RH TS5 HEMREGFET S L&, TOEEEMITZ01%RETHY . Wigtt%

Mmoic,

@R (SRR, BR. BER

#1206°C (53 fiR)

() BRIEE MR E X

TEY 1 I NiE, pHI~pHI3 O TKFEA 4 OB T LT 5

THREEE B Z R 72720,

(6) FECHRE

SRR (1-F 27 % 7 —IVKR)
0.1mol/L V Bt %R (pH7.0)

0.1mol/L ¥ ek
7K

:20.8~22.4
:22.0
:20.8
1224

N O¥AN

1:1 m

B Z RT3, Z O pH O#iPH



M. BMRDIET SHEE

7 FDMD XL RIEME
TEY I I RIIARFPLERERWE0, EEHEERI 20,

2. BYHSOBREBEETICEITHREN
TEYRI R “HOKREERY =F L U RICAN, R =T VU RORICEES () B 75N) %
AL, BBRMEIZAILT, 4°CT 60 » A XX 25°C/60%RH T 24 » ARELIZ & &, BETH-T,

TEVAI FOREM

AR WA | A e RAFIEE PrAFHIH i R
- o —_H o LDPE .
FWRERER | 4c | — — wrvai | 00| 60m AN L
s . . — D LDPE N
IR R 25°C | 60%RH — PeryNr. 36 # H 24 5 ARZA L2 L
_ Y IR B0 TR IR
. _HD
mE | sec | — — o empe | 1R mosHE
= ZEkre L
3y H T X
R IK B B AL,
e fihDIEH 22 k72 L
. \ —®® LDPE 6 #H A THREB A
s 3 e o, 00 . )
Fi | W] 40°C ) TS%RH grvemnm | 077 | cwecsr. ok
%ﬁ KT, Ko K OSER%
W e
(1= h)
AYARN V2
. | S e |
STERAN CER s Wem? |
5 Xy v

X RBEERY =F L (LDPE) OB U U7 IVEIEFIAY
HEER Mk UM | EeE. K, Rtk

FEEERER (40°C. 75%RH. 6 » H) THIMAFRD b= F2B8EME L AIC LN AHX TH - 7=,
AIC, AHXIZOWTIE TIV. 5. IBRAT D A[EEMED & 54 HEY | DIARR,

3. AMHSOERRREL, EEE
TROMBIR A~ DVRTER (BAED U U LEERIE) | Bk e~ b7 77 4 —

FES=RER
WiEr7a< 777 4 —




IV. A9 5IER

1. iR
) i DX Bl
T W R

@) HFONERUHER
AFNL A RA~WALEOWA T, FRAH L CHO D ERAITH 5, EHAK 41 mL TR L7 & &
DOFR, pH R RBEILIFUTO LB Th D,

W7e4 7 E A — VORI 100 mg
IR T

pH 3.0~4.5
%L 0.9 (EFLREWIZRT 5 )

Q) #FAa—F
SR VAN

@) HEl O
pH : 3.0~4.5
RGBT - #90.9 (EBRRIEWRIC)TT 5 k)

(5) £ Dt
NATANITIFFEZTEBESA TN,
2. HFIOMER
) BBES CEHERS) OSERUFEMA
7e4 7 E A — /ORI 100 mg
GED%a FEYS B IR
1 A T syt 104.5 mg
; D-v = hk—J 627 mg
WAl
< L-hL A= 167 mg
(ljgfé;ﬂﬁpa) KU Y L~— | 80 125 mg
7 Z 0Ot 7T BT b A KR, AR EET 5.

1) AFNT BT 2 SO TH Y . BAFER NEHAZK] 41 mL THME L7289 40 mL 12 & £
LZEIEITEY I RELTI00mg (FEY a3 FRBET 2.5 mgmL) ThHb,

Q) EREZFORE
MM E R L

Q) RE
U E R L

3. BRBRRAEOHEREAVEE
AL

4. Al
PARPSA



V. RHICEY HEE

5. BAYTSARENED HDHRMY

TEVOI FONBRERYE—&

s 5 fbstd () EES M
3-Methyl-4-0x0-3,4-dihydro O N2
imidazo[5,1-d][1,2,3,5]tetra N

. zine-8-carboxamide = XN
Temozolomide Jir 58 N |
. \_ N N_
r-INN : temozolomide \”/ CHa
JAN: 73R o)
O\\C/NHz
5-Amino-1H-imidazole-4- HFEWE NH2

AIC . . \

carboxamide I3 FRAE R N
NN
H
Osx - NH2
. 5-Diazo-1H-imidazole-4- PR EZN *N=N
Diazo-AIC carboxamide ISR RR ) N @
N=N
H
NN
. RE R SN
AHX 2-Azah t PN <
zahypoxantine IR Q | Il\l
N ~H
(0]
O§C/OH
3-Methyl-4-0x0-3,4-dihy \ N
. . _ S

TZA drmrrgdazo[S,l d][1?2,3,§] N N == I\II
tetrazine-8-carboxylic acid NN N
(Temozolomide acid) \"/ “CHs

(0]




V. RHICEY HEE

6. HADEERGTICHEITIREM

HENDREM
A2
= rﬁﬁ A | Bl | R Y
(E%;ﬁ) 3w A |53 n ATELERDRNST
NEBOCO DTN (Aa—-FEE) |
25C 60% RH 36 v A RO EHOEl, RO O LT
RN AR T~
SN 330 ABLOBCO DTNl (A E) |
30°C 65%RH | > —/LCHi 36 v A RO EHOE N, RO O LT
BL=HZ RN AR T~
AINA T I SO T MRl (A E) |
40°C 75% RH 6 » H RO EHOEN, KORMY O bT
INTREE AR T
ICH Yt 22 e M
([ B OISR A 12X 100 behe | ey s oo 7o
o 200 W-h/m
YT )

7. RARERUVBRBEOREM

(1) FHBRDREERVREE
11, @ EoEE] omESH

(VI

(2) BREROREMN

BNy T CESTAK) En@E&H

R IE H RAF 51 PRI IE AR PRAFHAM S
PVC@,ﬁfﬁﬂyﬁ < =
SRy 7o | =R, (DEHP & A K OFEE ) mﬁﬁilgfiééiﬁéig%
EREREE EWHOLT | PVCERURGH/S Y 7 sz
(DEHP JE54) e
Mt~ b (DEHP FEEAH)
+
: PVC B /S > 7
b s o L | A (DEHP 5 A L UHER) ‘ ‘ g
Lﬁgﬁ;/y&:imﬁ%T Wt 5 - (DEHP &) 1455 |14 E TLETH -T2
@Jﬁm'lﬁui}\%ﬁ +
FEPVC LS 7
(DEHP & A)
PVC : RV tE =/, DEHP : YTF I ~FI )L T7Z L — |
mENy Y (EEBEBRIER) LDBEEM
R IE H RAF 51 RAFIE AR PRAFHAM IS
PVC 85N 71
SRRy 70 | =, (DEHP & £) e s .
N ENBOLT | FEPVC Bl o 77| VAL 14 RS TRETH o T
(DEHP & H)

PVC : RUH{bE =)L, DEHP : Y= F N ~F /L7 X L— |k
k1 : 41 mL OES KGRt ABBHETTO0.1, 2.0 mg/mL O ICFHR
%2 41 mL OWES K CHRE, AT 0.2, 1.6 mg/mL O EIZFHR




HF|IBY HEE

BNV T (5%7 ORISR LDBEEH

ARBRIE H PRAF 2R RAFFEHE TRATHAH i
PVC B /S 71 a A A s
By 7 ED | i, (DEHP £ £7) " gifﬂimﬂﬁiﬂﬁ
A A ENHOLT | FPVCRLE <y 7o | I RO AL € 0BG
(DEHP 35 £) - -

PVC : RUH{bE =)L, DEHP : Y= F N ~FI /L7 X L— |k
k1 : 41 mL OES K TS, 5% FUBHESHKR T 0.1, 2.0 mg/mL O 2GR
*2 41 mL OEFHKTHEME, 5%7 KU REEMNK T 0.2, 1.6 mg/mL 0 I

bl & DEEAZEL (MEILFHEIL)

MM E R L

ot ok
PARPSA

10. F%H - 8%

11.

12.

() FEARELGES - . NENRHCES - SFICEHT SR

a7V TRIEDT ) FHf LS T SR O L EICE 2 mEISHAT 5 Z &,

) 2%

1347w

Q) PRHEE

PAROSA

4) BHROME

NAT I FT AR

=L PA=E Ay =N
=)L TILI =7 A

G IR #E
ARt S h 5 EME
YL

ZDh
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V. ARICEISER

1. ZhRERIIZhE
OBt mizBIE
OBFRXIFHAEMDI—1 VT RIE

2. PEERITHRICBEET HEE
B STV

3. AERUVAER
) BERURBAEDES
(heE£a@)
TRLOD & B0 AA % 90 4yl T THEARN K 53 5,
CEMHmERE)
NEOEHBERBEDES -
RIS & OfFHIC T, @, BRATIETEY B FE LT 75 mg/m? ((EFRER) 2101
[ 42 ARG L, 4 EREAIET 2, 2O%, AFHEMIZT, 7Y 123 RE LT 150 mg/m? (K
KEAE) 1B 1[ES5HEKREGL, 23 HIRES 5, 2028 %127 —LE L, K7 —1LT
IZ 18] 200 mg/m? I &5 2 LN TX 5,
BREOBHHERBREDSS :
HEE, RATIETEY eI FELTI50mg/m?> ((RFEmFE) % 10 105 ARG L, 23 A
RS2, ZD28HE 17— b L, K7 —/T1H 200 mgm? ([CHIET 2 2 LR TX 5,
(BEXT#AEDL—1 VT HE)
AV T HEDOPFRICBWT, @H, TEYrIRELTIE 100mgm?4 1 H 1[EHE#EAE 5
A5 L, 16 AU ERIEST 2, chzx17—nE L, \EENET D, B, BFEOREE
LY EEET D,

(fig#n)

WHIPEHREOEE

< RANZE A 7 % V. 90 43T TRIEFET 5 2 &, BGICER L, thodHHF & ofids X
IREII TRV &

< KE LMD ERFNOR U T A 2 ORI TOR V2 & (o Es#Fl & omEarER
BRIZIENE L TRy, i, AKIE ABRIEIRIZF CRE T 4 > THRETE 50, 7 RUklx
R E IR LenT &y

c KRR S BT 2B, RFTOMBEELZ L 232 8 H 50T, FgMAmEMIImN 0
LOICEEICERGTH L,

( TV 11. @A EorEE) 14.2 0HESM)
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V. ARICEY SER

(2) AZERUVAEROHREER - R0
1) EFFORZRUVAEDHRTERE
TEY I RANZOWTIE, W7 BABIRARESN TV D, ERAIOREEICEEL T, A (OHE
N) DJFFEME PR R M RS R 2 G & Uin TTERAD GRIRNIR S & 72 A (RO
5) oY EEEr R (P02467 3BR) & FEhE L7z, EOREER. EHAID 90 5 FE RN 5
&N TR NVEIORR OB O A YR R D3RR S, AR REIC RS TH D Ll s
7=,
PLEICX Y KA (Y a I REHF) OHEROHEIZOW TIEIRNE G1EH 2 90 4 &
L. B7 A LRI ERRo@ 3% E LT,
( TVIL 1. Q)EFARRER CHeRR S N7 iR <VERA & 7 72 A B OAEMZRR S (P02467 3
) > OHEBH)

2) h7ELEIERZBHEORAEZRUVHAENRTERE

OEMMERBIE

<R & OPFRIC BT B HIER OH &0 ERL >

FESFREEST & OOFRIC BT 2 AR OEROHE (1E 75Smgm? % 1 B 1[ERE#EA 42 AfF) KOk
RS §lZ, EORTC (European Organization for Research and Treatment of Cancer) 733 L 72 25 Il
FHECHGERER (RA + BUR R & O BR ST B & oD LElEABR © P00458 3ABR) (22 W\W T D,
ZDH L, RO T D HETH D 75 mg/m? H ORHLIL, Brock 523 F N L7-5 T AR
BICL o722, ZoORBRTIZ, 40 0OEHRENARE (56 17 FIITMRBIE) 255 s L, Afl%
1A 1R 6~7 HBEKER N L LBEORKIAERE (MID) et Lz, TORE, @EOEH
Pl (CTD Grade4) 7% 100 mg/m* H THIE L, 85 mg/m¥H THRDHNT=728 (MTD) . & HITH
BEAMETH 72, 75 mgmY A G2 L0 7O Q#5872 o7, Z ORBTRITK
SHRIBE O PFHEC I T D HELER G 8IE 75 mgm¥ B, REERGHRIT 7 Bl L Sz, Zofk
B O RIE, BRI 2 MR OB ICB W TR EE L HHTE 55D Th 5,

F 72, Stupp B VIH MAFHERRRER A Fh U, HORBRIRS RIS i@ 42 BREIAAIZ DR L, Z0%A
FIBMBE 55217 9 HER OHENLETHH Z L 2R LT,

FAHERIRER (P00458 FBR) 12\ Th . AH & RFTHER L & OO O%E 121X, BB
1% 60Gy+ 4Kl 75 mg/m?/ H @ 42 H [ & D& 5., & O%ARHF 100, 150 X% 200 mg/m?*/ H % 28 H
MOWEHE 7 — b= S AR O#EE L, 6 7 —/VElE (RT ifT 4 BRE%ZICHR) | ERESNTE
DT, RHFEIZB TS ZHUTHE L THFHE G- O %I 4 B ORI 2 & CHAIR 5 % 59
AR DY

<HAEE G T D EL O 2O ERL >
HARBEGOMEROHETIE, 28 HZ 1 77—/ & LT, 150 mg/m¥H 2Bt MHEL L, 1 B 1 [E5#
A S BMENELGH%IC23 BRRET S E LTS, 70, FH2 7 — A LB &L, MEHRETO
FHEICXVBEIHET S E LTWD, 2L, RFTEHRBH & OO H% O BRI G OB5A .
150 725 200 mg/m?> ~DEENFGETH D DI 2 7 — VIR D Th 5,
ZOREROCHEORERILE L THW =0, £ & LTEANTER L 7= 0)B1HEF OB a2 A
R 2 kb5 & U 7= 2 TARERAREER  (JPC-02-351-21 #R) Th 5.

ARBR CHW T R, R OBRERFIGE L OVZ MO OB /N LR E L, BItAHE LS L
72 150 mg/m? A 1%, ALFREBRRBF B W TS VR E2H T 2 LB MREINTWD, £
7o, B2 — VPO L, Ji7 — /L TOFRERBOE Ol MREL O KT I2 -5 % 100, 150,
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V. ARICEY SER

200 mg/m¥ H OWFNNTHIET D b0 L Lz, Z0HE, ARFBILE I ICARIN AR SN T
WA KEORMIEBICHEC THREL TS,
(HEREZREEEEICONTIE TV, 4. FELROHEICEETAEE] OESR)

OFRXIIH#HAEDI—0 VT HIE

BENA Y T 7 A GITEERE, BCK 6 » [HICBWTARIN TWRNE DD, BHNOH A KT 4
VETHEIE UIHHRE O — A T RIEICH T HIERRIE O —2 L LT EMIT b Tnd, K
Tl TERE L OO @O AAKGREE 3SR 23 ([ TEZFIET LA &Sz,

FEEOHEIZOWTIE, TRRORERE 2T, KFIK A Y 27 > OENE IS CHE MU
ENTWDHFHIZOWTH| S EEMENTOIL, DA LFRIEOIERICHE®E L EMIc X,

BERERZOBESE S OBY RGN 2SN D THIIE., BANDHIRE X ITHEED 22— 1
THAEBREIG LT, AU T H e EDPHICE O TAA 100 mg/m¥ H 2@ H 5 HRE#S (194
721 BELE) T HEROCHENRAR TR E SN,

- MESMER ARG TR HiTe Grade 3 L EOFEFEGIL, KK OA Y )7 7 OENEFIRLT
FEICHEEMRE SN TWDEERTHDL Z L,

A TCRRICARB SN TV A HEEOCHE LR LT, AU 270 DRIV TEA
100 mg/m?> Z 3 H 5 B G (1 %A 7021 HELE) § 2 HER O & TIE—# O Grade3 L ED
HERZORUEN EHATHEANBBDOONDI OO, WTNHEARFKROA Y /T DOENE
TR CREICHEEME SN TV I AEFROE@ENTHY , AV /T H L ORGEZMET5HZ
IR AREEEZ NS Z &,

cAARNBEICRIT AERBA Y T H AR GIC DN T ORI ERERAE ORI, B2 et -
DOREESIF RSN TWRNT &,

4. RERUVHAEICEEY HEE

1. BZERUVAEICEET HEE
(EMHRRBE)
1.1 MIROEHHERBEDES
1.1.1 RSHREBET & D B
(1) AFN O EBRIBICHT- > IR OS2 T T+ 2 &,
o« JFFRERECAY 1,500/mm’ LA E
- M/RELAY 100,000/mm? PL
(2) D7 &bl 1 OB CIMERAZ F5E L, AFIREO /&2 W35 2 &, LT ORIFEH
FER IR GEEOBB 1T, TR IS ERE T h i35 2 L,

HH Ak od H Ve IRFRILAE ik L

. 500/mm?* P4 || 3 s

T EREKR 1,500/mm?> LA 1.500/mm’ it 500/mm?> Aifs

e . 10,000/mm? LA | 3 s
i/ 100,000/mm? LA I 100,000/mm? it 10,000/mm? A Jifi
SRR \ psgEopEn | T e

(NCI-CTC Grade) Grade 1 LA T (Grade 2) el
(Grade 3 1% 4)

) BEE. Bl EEE E R,
(3) FtARIRET DB X 0 BRI SR L2856 . Q)OI ED KM 257 Lz & &
WZBRY | 42 BE A AT A KRR 9O B E TR THZ LN TE 5,
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V. ARICEY SER

7.1.2 MEHREBH RO EX|IREHF

(1) KFN OB BRI HT- > IR DG 2T Tli=d 2 &,
« R ERELAS 1,500/mm? LA L
< /MRS 100,000/mm? PL_E

(2) H1 7 — VORI KOS E T Tz LTEBAICRY (52 7 — L TR % 200 mg/m?/
RHIZHETHZ &, 2B, 27 —NBBRICHETE R o256, TRLEBO 7 —/LTlidHy
BELpWnWZ &,
IR ERE D B AKAE 2 1,500/mm? LA _E
o I/ IMRER D FARAE A 100,000/mm? LA _E
< BB ELL, MR AR < FE MR R 2R BIEH OFREE A Grade 2 (FFEEE) DLF

() &7 — /oW T, MERAE % w72 RN 520 U, 4F TP EREUR ONfL MR D e IR A L2 FE-S 0
TKRT — NV TORHEREOLEIZOWTHEIT2 2 &, 728, P ERE L OUf/ MRS S XAl
ICEET D DIIAFEG% 22 HLE L IR Z L85 TS, £z, &7 —LDOBRIAIC
&7z - T, ) 7 RE 2 i i i A % S0 L L 4F HPEREDS 1,500/mm? DL _E | i/ ME 23 100,000/mm?
LRI ETHRGZHB LRV &,

4) &7 —IVBRICH 1= - T, ERTDO 7 — /W IZB W CIROBEAIZIIAA]Z 50 mg/m?B&E E$5 2
L,
* GFHRERE D B ARAE DS 1,000/mm? A it
o /INRER D FAKAE DY 50,000/mm? A i
R, B, WEMEAFR< Grade 3 OIE MK FHI R RIERAHE L= 54

B) WOBEBIIAKI OB LRI+ 5 L,
R, B, EMEAFR< Grade 4 OIE MK FH R RITERAA M L= 54
+ 100 mg/m? A ARG I JHE DS MEL L Ip o T2 56
BB, BELL, EME RS, BERICZERTO 2 — /L LR U Grade 3 O IEMIEFA 72 BIVEH A HE
HE L7546

1.2 BROEHHERBEDES

1.2 1 KB OB EBIEICHT- > TIRDOFMZ2 T Tli=+ 2 &,
« P ERELAS 1,500/mm? LA L
< /MRS 100,000/mm? PL_E

1225 1 7—NL#%, ROSKMEET TR LESEICRY . k7 —AofF 58 % 200 mg/m? H
ICHET LN TE D,
- R EREL D FARAE DY 1,500/mm’ LA F
o I/ INRER D FARAE A 100,000/mm? LA _E

7.2.34 7 — /N OWMF . MERAE 2w 7 RENC 520 U, 4 BRSO ONfL /MR ER O S IRl 12 35S
WTCIRZ — /L TOHEFIEDOVBENEIZOWCHITT 5 Z &, 7238, AFFPERBU: OV INRCER 23 B
TEICET D DOIIARBE G4 22 HLIEE L ARV Z Embh b, £72, &7 — /L OBtk
BT o T, WY e R iR A & 50 L, TP ERERAY 1,500/mm> DL b i /AR £ 63
100,000/mm? LA Fi272% £ CHREZBMG L7 &

1.2 4% 7 —)VBHRIZHT- - T, EATO 7 —/UIZB W TROEAIZIEAA] %2 50 mg/m?H&E &5
Z k&,
* GFHRERE D FARME DS 1,000/mm? A it
o /INRER D B AKAE DY 50,000/mm? A i
s BB, HEL, EMZ R < Grade 3 OIEIMIRFHIZRBWEH N HE L =354

7.2.5 100 mg/m? H ARG IZIHEN LI L e o> T2 81TARF O G2 1425 2 &,

(F#w) * (L) OFSITEFIRLOEFEZITHIG
AANL 90 43 H 2T TRIEFHE LT & & W 7R AF L AEMZINCRETHD 2 Lb, KAINDLTE
Y FORGERG LIZEHEICENT, ARG AETH D L EMBHE LIZGEe, 7 'uAl
WCHID R D 2 LB AEETH D,

Flo. AT EAFNETEY v I FOKRLGZHMG LIZEFEIZOWTHREERIC, AFNTEIVEZ 5 Z

EWFRETH D (VI EYBRICBET 2HE ] OESHR) |
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V.

BRICEY 5B

5.

LML b, KAlE 1 72 AH L OEIREMBIERER (A 4T XA F ) 7 ¢ sl (Pt
BR) | AR REISEMERER (OR§ERBR) ) 13X Performance Status (PS) 73 2 LA R D ELERHIRTE S B 172 R
FHTEMIN TR, RESEN PS8 3, 4 R EOBEICARKE LT 25613 0w EEN L
EThD,

B, AT ENVAOEREIFEDENET L. 7R AAIDREET TE RV E TREN B L
B L, 7 BAHNEARANCY) 0 R 2 DB3E, 1RIED R M2 BB L, AFIZER L
LAWK I FEERLETHD,

il %2 DIFEBNZOWTII A T 'BAK L FETH D,

7.1 WIFE DEMEMIRIBIEIZ 31T 2 78 24— 0 LIRS & OO IPRIEIC OV TR, SRR
THWS N HER O EZ IIZHRE L,
7.2 FFE OB 1T D [E N & S MR R TH O D7 B R O E 2 FICRE LTz,

7 95%

W) BEBERET—2 19—

BRI T — 2 /Ny r—UBE (BitmEBE)

BRIy i e | BAtE | EmBiE W =
B | S0 RS Ao A AR 5 TR LRI
(P02466 | PEFEIEE  (JFLFE M AR AR R R - O © LA T_RATEYF 4D
il BR) Uiz kRS) B Hig (S 1y F3RER)
B | S0 R P Ao :

(PO2467 |PENESS (FUFEMETHRMIRR | - o © ;i;"i“: ?/']J % ZJ; %ﬂﬁ 0;5
M) |V SRR B FHIR % e

BREXITERIEDO 2 — A VAL, AFHFEICL AR TH D720 LRV,

(2) ER R ER

<BEROHRGHRER CESERKRKR) >

HEA TR R 11 B 2 %P8, B 7 LAI 500, 750, 1,000 mg/m? % 45-RE 3 B HEERE A& G L, H
EHEENE (dose limiting toxicity : DLT) | i KM#A & (maximum tolerated dose : MTD) 2DV THR
U7, 7R VAIHERE O 512810 D MTD 1 750 mg/m?, DLT (% 1,000 mg/m? % 5-FF OB Bl
BN Cd o7z, FEBUHEE O @ h - T2 I MR PRI RIE IR - W72 & Th o723, HlrkH o#
Hlpllckhar ke —LmiEThoTc ¥,

<RELOKRGRER CESNERKKAR) >

M1 B 1E&EAR 5 A5 TH@Et

HEAT MR B 30 Bl &2 %t 8c, 7 & /LA] 100, 150, 200, 250 mg/m? Z&EE3HIE L, 95 H 2 6lic
DLT 2" HLNLET1IH 115 AMEARKA#EE L, DLT. MTD (Z DWW TR L7z, EOREE,
J 7 HEID MTD 1% 200 mg/m? Td ¥ . DLT 1% 250 mg/m? % 5-FF 0 Bk REINH T~ 7=, FH
BEFE D 1E D> o T2 FEMIE FAENE IR - 72 & TH o722, fHAloR G lickyar e
—/)LVA[RETH - 72 Y,

F 7o, BRI SN BT 2 piERIE (b PRE R OO BIRE) O & 5 AT B 24 B2 Xt
G L L7-ikBR Tk, MTD (% 150 mg/m? T& ¥ . DLT I& 200 mg/m?> % 5-B¢ D5 BEFEREHHI Td - 7=,
AIVER ONE - BREIZ) D 53, MTD I 150 mg/m? Th > 72 9,
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. RRICEY 5IEE

QEBRROK‘E TO®RE

HEATHERE R 24 Bl 256t 1\, P BAAZ 6 72 L THEBEA KOS5 L, DLT. MTD {ZDOW\WT
fEt L7z, DLT Tb 55 faSaeamH1L 100 mg/m? & O 85 mg/m? TR HAL7-, 75 mg/m? D H K18
OG- TIX, Grade 2 DL EO'EREREREMIHNIRE D L 7e o 72 2,

) W7 LBORERVAZIEIUTOEBEY THD,
(EaiZBE)
MEOEBEHHERBEDSS :
SHRIRE & OPEIC T, W@, FATIETEY 2 FELT1E 75 mgm® (KFiEf) %1
H1EDER 42 A/, &AL L, 4 EERET 5, 2ok, AFHEMICT, 7EYrINEL
TI1FE150mg/m?% 1 H 1[EREHE 5 HIE, &&Oh L, 23 HEREST S, 20 28H% 17—/
EL. 7 —/TIE 1A 200 mg/m? (T ET 5 2 LR TX 5,
BEOEEHERBENSS
W, RATIETEY B FELT 1A 150 mg/m? ((RFEmfE) 2 18 1[EER S BRI, &A
whHL, 23 AEREST D, 20 28H% 17—/ & L, &7 —/LC 1A 200 mg/m? |ZHET S
ZENTED,
(BREX(IHEAEDLI—a VT AE)
AV T HrEOUFRIZENT, @%, 7EFYaI RELTI1E100mgm?% 1 H 1[EHEA 5
HR, o5 L, 16 HEM EREST S, vz 17— E L, B52KETH, B, &
OIRREIZ LV EHEEET 5.

3) HERIGERFER
MM ER e L

(4) IRELRIELER
1) B EREEER
< BFIGHER >
OBBEO/ETOME (BN IHEEERRER) "
WIEI R OB B A B AR E 265 & LT, b 7 AlEAR G XL 54 —7 Bk (JPC-
02-351-21 3BR) A Fhi L7z, T X CORBFILRNARIALFIIE L =T Tl HOZ EROH
BI2HAZ17—0E L, #EEFEEGEREE LTH 7 EAF 1E 150 mgm? % 1 B 1A 5 HEREO#%
B U 23 HEARSE & U7e, 352 7 — VLIRS I S LR 121 0 77 LA 1E] 150 X% 200 mg/m?
Z1H1ES BREOEE L, 6 7 — /e T 25 L=, ETENEH 2 6 7 —/ViifT
L 7= B D% B BORESAE /b SR BIRGFIE B & I Vo & L TRt L, 728, IRBREER G-
AT FBERI 22 A O TS E L7z, $lAlOFEIXRE L o7z, 72720, Ao
AT aA RERIIARAE Lz, ZOREE, Bk R Mol EE 2 x5 & U 72 s s R 55 ali
D 5B AFFIERERREE & el U723546 | ENERR RO A MBS NI R 31% Th - 72,
FEhHE (ER+HAER) 1X34% (9% +25%) ThH V| WHRBREAED 30% (6%+24%) &IFIE[FSE
THo7,
(V. 5. 4 HOQOFMBROE G CORMAKE (M TAHEERRER) | OB
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V. ARICEY SER

B ORERORKE

B SRS A (PFS)
g PR 5 R B n CERh+AB%h) Fh i 6 » AR
95% 17 #E X ] (H) 95%f % X H]
PR T1 AR AR ” 34% 1 40.6%
fife R kR (FAS) 18.6%~53.2% ' 23.6%~57.6%
(JPC-02-351- B ”» 27% 19 31.8%
21 #ER) S e e R 10.7%~50.2% ' 12.4%~51.3%

LIRS 32 BT EIERNE 31 61 (97%) (CEIWEMZARED S, EREWERNIZ, U o/ Bk
Wb 1561 (47%) | GFPERBD 15 61 (47%) | (8L 1361 (41%) /M 9 61 (28%)
HL 8B (25%) Th oo (7 BNAFIKRE)

QEMBEO/ZETOME (B E IHEEERRER) ©

WIEIESE OB M RS 2 55 L C, I 7R VRIEAR G X D 4 —7 i B (C/194-
12338) Z2FEfEL7-, HWEHELROCHEIZ 2882 17—k L, wlElEGELE LT, L5
ERERERETIE A 72 LA 1R 150 mg/m? % AL BEARIBERECIE 1 Bl 200 mg/m> % 1 H 18] 5
ARG L. 23 BRMRERE Uiz, 85 2 7 — VDRI s L e 1206 o 7| L% 1l 100,
150 1% 200 mg/m? % 1 H 1[5 5 HREROES L, 6 7 — I THICHZMWEZ M L7z, FERHMm
HHZ 6 » A OBEALT, 2o, BIREHIER 224 M%E & U TORG Lz, B5I13RE 2
FEMIChbl>TERMENT-, FOME, PFSIZ54 v H ThoT=, ZhE CERh+A%) 1%, b
FIEBEIRIERE TIL 30% (6% 1+24%) | L FRIERIGIEEET 43% (11%1+32%) Tholz,

BIhR O % 505 OERER AR
SRS AT (PFS)
g PR B ey n CERh+A%N) i 6 » AR
95% 1 #E X ] (H) 95%f %5 X fH]
AR GRRE 162 35% s4 46%
(ITT) 28%~43% ' 38%~54%
b9 o7 30% 43 44%,
BEIRIRHE 21%~40% ' 34%~54%
WESN 5 AR (#2230 R 65 43% 62 50%
i R SR RIRFERE 31%~56% : 38%~63%
(C/194-123 B 11 35% 5s 48%
) SRR R 26%~45% ' 39%~58%
(#2230 R 60 26% 43 45%
BETRRRE 16%~38% : 33%~57%
b9 0 50% 63 54%
ARIBIEHE 34%~66% ' 39%~69%

ZEAVERRNT RSB 158 B 153 61 (97%) ICAEFSRY N bz, ERaEHERLY 1, B
84 %51 (53%) . W&H: 66 1] (42%) . BJE 65 %1 (41%) . K5 5441 (34%) . 184 52 B (33%) .
g 36 B (23%) Tholz (I 7 BAFIERE)

) AAE ORRBRICED Y 2 < I L -5
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V. ARICEY SER

QmatiR & DHRAEE (GESERREAR)

VI DIBIENERIT 64 Bl 2 kG & U I 7V H & B & O PF L & OV Ui < R ()
WAEO VR ORI ERG LTz, REFHMEE A 2248, RIREEMEE 2 24AF M E LT
it Uiz, B BRIRYE 60Gy + 4 72 LA 75 mg/m? @ 6 HEE B O &5, Z Ok b 7 LA Em
\ZC, 200 mg/m? % 28 HMDIRFE 7 — v bi-v s ARG Lzt 2 A, ARG AV a—
DREME & HEDHERE STz Y,

< HLEREER >
@UEBROBFEEEZXNRELEZTOALND D EOEEBCLEERE (GBS E IHEBRRKS
’%ﬁ) 9)

JREEIE O W) (B T DS AR LA HER SN E 225 Bl &I, 7Y v R 7R AH LS
0 AT EF G LT RO INE R O 22 G 5 B CREA BN A —7 R B A 1995
ELADE 19984E 4 A £ CEM L, 7E/ 17 RESEEE 200 mg/mY A ((LFRFRIERE D 7203
) . 150 mgm¥ B (LFRERO S 556) ZmHEE L, 1B 1ES AREEO#&S L, 23 0
MRSEDRF 28 HflZ 1 77— Uiz, %2 7 — VLIBIT A B e 2 V5 &% 18] 100,
150, %200 mg/m? & L, EH5MMIZ24 27 —n Q45 H) L LT, —F, Ta v "y LR
1% 150 mg/m¥ B (L2EBIERE O 20 4A) | 125 mg/m¥ B ((WHRIEEO H 5 54) #bHE S
L. 10 1[Ehdfke 28 AMBEA#ESL L, 28 AMIKRIEST 5556 AfflA 1 27— & Lz, 527 —/ U
PRI SRR ILE 2 W B R A L 7o, RERHMITEH 2 6 » H O EESF (Progression-Free
Survival : PFS) K V22, BIWRFHEE B 224 FH (Overall Survival : OS) %2 EFE o HEK
OCHEIZBIT DARAN KL O T 1 VX2 v DF MR ORI DOV TRET L7,
ZORERITTHEMICE TS 6 3 HOPFS RITTEY 1 I FEET 21% (95%EHE X[ : 13%~29%)
THY, TN URED 9% (95%(EHEXH : 4%~15%) 2L TCTE Y e REETAHEILH
Motz (p=0.016) , PFSHIRHFREIZTEY 2 I REEC299 » H, 7B AP U BET1.97 4 A
ThHY . 7EY I FEICBT 2 PFSHIIZ T e I Y UBEL D A EIZED 572 (p=0.0065),
6 HDOSKTHDLETEY B FRET60%, 70 LR URETA48% ThH 7= (p=0.067) , £
7o, BEMOETIETEY 0 FRETRE T oI AR URBICH L TR TRETE 200
%< WEFTE G LIEBRE 13D 72 o iz, Bl - IR &% < OF FEFGIIRE L IH
LETHY, AEFGIC LD P IR E LV R0 o7, £, BHMGEIC L2 TE Y B ROBEE
FMETH 7223, 14 BLUNICEE LEREEN v STz, 7Y a3 RIZEEOBIEE
BEDOBFIZAERTOD EE DN,

OMatHRE D TEILEI L OFABETORE (85 FEMBERRKRRER) 0

WIFE DB IENE & 2 W ST BT 573 B2 RESRAT . R MRS Ak BEE (n=286, RT#%) & L.
T TR NH| L SRR OE R (=287, RT+TMZ BE) 12 X AWIREOBFEEE L5 & L
7o MAHERIRERER  (P00458 3R) # %k L7, JRAT A iEix 1 B 1Bl 2Gy JE 5 HiE O 6 1
PR & U 7o, SRR IR X0 7 LA 1 B 1A 75 mg/m? % 6 ERHE O #&5 L (kE 49 H) .
FEST RIS T 1% 4 B ORIEMIM A2 3% 72, 2 D% 56 1 7 — /L Tikh 7 & /1A 1Rl 150 mg/m?,
%2 7 — VLIBEIX, 100, 150 3% 200 mg/m¥ H % 1 H 18] 5 HRERE A& 5. 23 HEIRE D 28
Az 127—n& L, 67— hifT Lic, FZAHMEE 2 24fF K (Overall Survival : OS) | Bl
MG IE H 2 S A LT (Progression-Free Survival : PFS) A4S & LT, AHI & RPTHCH BROFH %
B IE R OVREMEIZ OV TR L2,

SRS RIE & OB IE = 2 —F A F AMRICH T 5 THHALE (R I DR A
XIFRUARTY L AVT 7 2 XYY = BKIOEE) 22FTEEL, U o BB 23589
SN BFITIE, TR EIET 5 (CTCGrade 1 BLT) £ CTHAELAMKGET 5 Z & & LTz, 7ok,
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V. ARICEY SER

BT R & OOFRRNCIE, S-HT ZREETIE I A M7 17T 3 RIC L A6l TPk i
ST, Elo, BT EAFIERMOE G E 5-HT BRI X D6 PRRER LB L S
77

ZORER, 7'/ L OPFHBEI BB I X OS 28 BIIER S 70, PRl 7
TAAIE OOFHEET 14.6 5 A, FEHREIEET 12.1 # A TH -7 (p<0.0001) , ~H— R,
TR BB 6T LT 1.59 (95%(3 X M=1.33~1.91) TH Y, 2EAEERITH v H & OB
T 26%., MSHHRHEMBET 10% Th - 72, £7-. PFS IO IEIZ S 72 & OFFHEET 6.9
B AL HERREMEEC 5.0 5 HTHo72 (p<0.0001) .

LR VEREAT 52451 288 Bl 266 B (92%) (T HFREY BRSO bz, ERAEFZIT, BE 199
B (69%) . ¥57 156 B (54%) . HE.L 10561 (36%) . WEH: 5761 (20%) Thotz, £7=. HEH
% O HAIBE 5K 224 B2V TR BV A EF G, 57 13761 (61%) | Wi 124 61 (55%) .
B 110 6] (49%) | MEHE 66 5] (29%) . BBECRIR 61 5 (27%) . B8JfE 5161 (23%) . {585 49 fi
(22%) Tho7= (I 7 BAAIEEE)

1.0

NY— KR (95%EERR) =1.59 (1.33~1.91)
Log-ranki®TE p<0.0001

0.9+
0.8+
0.7
0.6

RT+TMZE¥
0.5 ---------mmmm L

Hno

0.4

0.3

0.2

0.1+

0.0 T T T T T
0 4 8 12 16 20 24 28 32 36 40

|IEREMI P >0 (»A)
OS MATFHIR (GBS EMAMLERRR, H THILAD

BONEMEEREREBRTREOON-AEERTY (288 4l)

10%24 1 10% AT =2
AL ER FEN,
KRR R GIERS:) KR, DF, KFBIE, BikkEE, BB E., HIR,
ok, $EEL, R, WIS, 1TEIREE. S ¥R, DR
Pl SEEREE . EhONEE . #ERSREE. D
TR
iiiR7:3 A, FEEVELFPERBUE, AP EREA . B ek
U L RERIBAY . R H
JH fik AST B5.. ALT k5. y-GTP 5| Al-P 5
R ik PROEE . BHEIR
TEER 2 I, B, L
TH{bas BLL, MR, AR, | BEE. R HER B, WETRREE, ONK, BAE, O
BAAIR 8
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V. ARICEY SER

10%L4 1 10%ATi 2
B & WiE, 2 g4, FEFERLIE, ALBE, JERGBHUE, BFRILE. £
D FE, FIRE R g 2%
R - B MSE, WiEE LT, R, CTAMA. SITRE.,

HORIE, R, IR, == — S s — IR,
SSCBI, R, B, SRR, TR, B
R, 3 A Sy —

R & LK, PPURINEE, SAPA, e, bAUEREG
R iR, HFESRE, B, R, HEF KR
Z A U KRR, R, TR, MO B K Y U A E,

(REA, REBIN, Aeh o P &0E, HiEs, &
Yuie, HEHR, TUAX =N, 7 v ¥ ZEIER,
e, WS, B, BOHREE, R i
B G ERIR AR RE

MUETHRIRES Gt AR DEFIR 5 (D TILEIRER) OAICRBH LN, thOBEFRETEIRH LN
BASBEEERE) - 2V
FERVEAF PR E, A2, fERERLE, KERIE, P AREE, RS, DR, KR, ==
—aoNy— ARERE, MTRE, KEEE. 7o o ZRER, REEN, EER, SRR, IR
. HRERECHE, HOKT, BERE. HOW. BISMES, MOLREE. HUS, TRECEARMIARIE, FiZERRE,
g, Nk, BRGERGE, BRURIS . A 7 b o PRRER, WE TR, N8, IEEEm. 8
5. BIBEE, PR, BUERR. GRIE. 2IT. WEE, IA S — BEETR. SEE. 7
PR, AR JRIGES, PEIRSEE . AEsts . AkbeZ, fLEm. Biim, Bk, 7 Lr =&,
JRARE, IRRBE L, HOMEE

WD) AHEOREBURIZED Y 2 BERLI-FS
H2) 261 (1%) U EORANRD bN-FEER

2) REMEHR
DR L

6) BE - HBAHR
AR L

(6) BB
1) FARERE (—REARERE. BEERRERE. FAMELERE) | WERTERT
— A R—RFAE. HERTERERABROAR
<$HFEFEABERE 1>
BHAERETICBIT 2T EL — A 7V RO R EROREE R OEIEORTIE B L L
CHEEPE R BN (51 2 5 G- A BIFR A 2 S L 7=,
L2 A VEFRBT ST BRIER] 1,564 1, BIVE A ZEHRIT 74.1% (1,159/1,564 ) To 7=, TA2BIEM L.
U UosEREED (457 ) AmEREGRAD (3754 | /BRI (288 #F) L AFHREREOED (179
) | HFEEEERE (163 1F) Thoto, APHE T, BBEEEMHRNIC ET 2 B RS (=a—
EBVRAF A A BRXFAPR) . ZIRPEEVENES ., B BERSREINE]. FHREREE . AR BRIEE N K
OEFHIL O RIS EAHEEE & &z, =2 —F VAT A« A B _XFA ik ofl 9, —
UMM RS 14 151 14 14, FFRSRERE S 353 51 470 {4, B BERNHI 859 il 1724 {4, 1 7B AHD 6
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V. ARICEY SER

TFHEERA~O D B 2 IER] 7 BN T, FESEAORPTRISIE 16 2 RIS bivlz, FAER
B MENIRD oo To, A RNIERENT I GER] 1,405 F9, FIRSE G K OB FAER] O 5 A4
R, TN 30.6%% 00 20.9%, BEEIERAIEE (AA) (466 ) 1X39.1% CTH -7, W%
SEB S OV RRE G D ZEDHIL, EEI 34.5% (183/531 f5i]) Je ¥ 23.1% (119/516 fil) Toh o7z,

<$HEFEABERE 2>

FERHFERTICBIT 27 X — VO MEHEH OO 2 BBy & U C MR B EE 51 2 %f
%_imﬁﬁ%imbko

LENERRAT R SHER] 416 Bl BIFERFEBLERIT, 57.0% (237/416 i) ThH-o7-, EBIERHIZY »
PNEREORD (87 4F) o MEREGED (61 4F) | HFEERERE (43 4F) . pimEkEas (424F) | 4
HEREGE (26 F) . C-ROSHEERHEN Q41F) Thoto, KEOESAFEHE THLH, B
BEREIMHNCATRET 5 H RS (22 —F T A F R « 4 0 _F A fitide) | ZIRIEENENEE, B8R
REFN, FREREREE | AR AR B I S OSSO SR FT OGO N T BT 72 225 28 LB 70 R Bt
ORJEITRO e d -7,

<5% . UERFTREBRAR>

FHUCZ M SN BIFEEBRE 30 6125510, I TR AR ORI & OO RRER K OV 0%
@ﬁ@ﬁ&%@%é@&@ﬁ%ﬁ@ﬂméam’F%mﬂ F—T7v VEE BlERR) L LTHE
i ST B TMARRER DS, I 7R VADKGER . RERE % BEARRBRICE B 2 TE I,
ﬁé@ﬂﬁﬂ%%&%&ﬂmﬁ)T@Wﬁ#wwghtoE@@Wﬁﬁ\@%(wﬁ)ﬁﬁbﬂl
) . BREGEGE (91F) | R (74 | WE, AR EREGRD K OMKERV (% 61F) ThoTo,
EERBIWERIZ, 46 614 (iige, V> SEREORD . i PERED . BIEPEMIZS . %%&r&v@
WAL 1) IZRO LI, FETHNE 1 H (WiZEkRiE) Tholz, & 304 éﬁ%ﬁé
M OPAEX 6.3 7 A WEFBRINEZ AT 2BF 19 BlOEL S rﬁﬁéé ) E
WEBIES N R, ER GBI . AR G ﬁ‘@%)&@@ﬁ%4m)1%0\ﬁw
R CEN+HED) 1331.6% (6/196]) TH-o7T-,

2) RRBFHE L TREPEONRRITEREL-RE - HBROME
CEVECRRE B COAGEBRIMFICHKS S, LRl e Al & & 280 L 72,

(7) T Dt
MR L
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VI. ESHFEE(CRETHEE

1. EEPHICEES LM LY

BH VR

EE B H DLW OMRETNRFIL, B OB SR Z2SMT 52 &,

2. FBEEH
1) {EFREREGL - (ERBE

FEY 0 NIl 7 AL TH Y . AP pH &0E N CIEREE RIS MTIC (I29 S, A F
NOT S =T bA T ED, AFATT =T LA F I DNA DT T =00 6 OMBER+%
AF LT HZ L2k DNAHEEEZSI I L, MEEHOEIEE RNT R b—y A2 iFiE T 5 2

SIS XY M FE R 2789 Gin vitro) 121,

Flo, TEY R I NEREMEE L CIiR-HMEM 2@ 5 2 E BRI TN D 9B, L7
ST, 7EY R I RO, REMMKE UTER BEE) HOLICBAT LIRICAER S5 MTIC
EPEBRIM T A I U CHERIERALICREAT 32 MTIC O 5035325 LB 2 v, Me%iEAr ¢ MTIC 23
SRENTIEHRIM CTHOLAFAST Y =T AL A 2720 FUIEESREZRET L EZHN

50
0
H2N
~ N§N
N\/N h
“CHj
0 FEEESRAYINIK 5 57
FEJ/Osk
0
CO, HoN
~ N*N
N |
N\~NH HN_
MTIC

0
Ha:N :NuH
N NH, f
N + N=N'—CHs
’ N\~NH

AIC  XFNOT)= 9 saF

l

Nu—CHs + H*+N:
Nu: nucleic acid

FEYVAOS FOMTIC, A*FILSTYIVZOLAFT oADEBRRIEG
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VI. EHEERICEY HER

Q) ExhZ BT+ A BREE
MESER (/in vitro)
< HRRaLEFENF /5 >

7Y r I N3t MEIFERR USTMG A6 LT, #90 2 HiR K0 A s e 2= L.

Z D ICs fEIL 6.5 pg/mL TdH 7= 19,

o, TEY B N3t MK ORI 2 & e R

falZser UC b MBS ER 2~ L, £ D ICsofllE 1.9~202 pg/mL Th o7z, EHIZ, TEY 1
I KRRV A AT (BCNU) (Zxid 2 BSOS %1, DNABEREEZO > THY, TF
Y2 RIS T SMERBUCE G T 5 02 F VT T = -DNAAF )V T A7 =T —F (MGMT)

M & R B ) 7R L7z 1917,

1.6
1.4
1.2
1.0
%
¥ 0.8
2
0.6

0.4

0.2+

% 3%k 3k
* 3% %

% % %k

-O— 7
-o- FEVOIFR
—&— ACNU(=ZLXF>)

AR 35wellOFHE+S.D.

T |
1 2

EMAMZE B
’S_’/ﬁ:\‘?o

3(H)

%%, ¥k % FNENP<0.01KUD<0.00THEBIZELTHEEDY DunnettRE) o

E FBFERE

USTMG #ifgIcxi9 5 TEYV R FRU

ACNU (ZLRF ) OHRQETEHINH A O R R ENE

FHEE MESMRICHY S5 TEV DS FOMIBENGERR VCESMEO MGMT &4

@ 1 Hok ICs i MGMT ?%E
puM [ pg/mL] (fmol/mg protein)
GM892A U L RIEERE 10£7 [1.9] 10+5
K562 B HEME A 15+5 [2.9] 87+40
A549 i3 299+30 [58] 391+60
JAR ik =B 293+30 [57] 504+70
Raji N—F v F U Nl 206420 [40] 634+80

FAEIT P ELS B 2 7R T,
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VI.

EHEEICEY HEA

£HEE MESHRICHT S TEYV DI FRU BCNU OHERIEFEHNHI/E A

R UES MO MGMT ;&4
ICso {0 MGMT &1k
A ook uM [ pg/mL] (fmol/mg pro-
FEBr IR BCNU tein)

US7MG L EEIE 24+5.5 [4.7] 64+6.8 [14] 2.5+0.49
U373MG B2 e 46+5.8 [8.9] 25.5+3.1 [5.5] 5.6+0.25
StML-11a Bl 38649 [75] 109+5.8 [23] 113428
LS174T i e 899+39 [175] 112412 [24] 19715
HT29 i s 1,039+28 [202] 172410 [37] 498438
Mawi i s 987+30 [192] 230+13 [49] 535428
MCE-7 FLIE 915+73 [178] 287+39 [61] 721447

BAEIT ICso i (3 32BR) XUE MGMT &M (5 3BR) DO FHELS.E. 2R,

SRR DO MBI FEIN N ER I R E ST EY v I FOREE in vitro \IZTHRET LR, 7EY 1 3

KU e AR IS E S A oD O SR SZ 1 2 AR SO Z B BICHIR T 5 2 & AR E Tz 19,

D384k U251#fka
1 1 — —— Xif
—o= Xi@+7EV/O3 F
# i
£ £
7 0.1- 7 0.1-
=3 %
0.01 0.01
0 2 4 6 0 2 4 6
X (Gy) X## (Gy)
ARG PHELSERRT,

E FE2MEERE D34 MIERUVBIFERK U251 MIBBICHFT52TEVHRI FD
WSS RIFTEHE

E) 7Y R BRI, 7Y e I FEMBICB T 2MRAEFERZHONTHELTWDOT, 7
Y a3 R - RO R O MR AETF R BRI & — T 256 /ERIZEMNTH 5 Z & 2R7,

=htw Y v L7 ROUESR SIS L CT Y v 2 ROSHIIEEFEIE B 2 R4 o
% invitro TIRET L72, EOREE., & N EIMLWH % CCRF-CEM i (CEM-S ffifi) X 0 #iz iz
BCNU fiftEflfE (CEM-RAfE) 1, = ARXAF U HEEEE (ACNU) (ZxF L CHHEER LN, TF
Y a X Rk L CiabicEigg (CEM-S fifla) & e TEWESZMEEZ R Lz,
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VI. EHEERICEY HER

(%) (%)
100 100
80 - 80
3 60 — i 60
5 5B
& 40 | & 40
20 - 20
0 T T T 1 0 T T T 1
0.1 1 10 100 1,000(M) 0.1 1 10 100 1,000« M)
BCNU ACNU
(%)
100 -4
80 -O- CEM-S
-e- CEM-R
3 60—
T
= 40|
20
0

01 1 10 100 1,000 10,000( xM)
FEJOIFR

£101%. BCNUTIZ1~3%E, ACNUTIZ2~ 758k, 7€V 0I FTRI~IEZBRDOFEHMELS DERT.
E FBMRHE®R CEM-S #ifg (Fi#k) KU BCNU i CEM-R #ifg(Zxtd %
FEYVAI K, ACNU R U BCNU O #1550 % /£ A

EBER (/in vivo)

<k MNEBHEMEEBBETTILCTORSY OBEZEABEETIL>

a) USTMG #aRa

TEY I Nidbe MEFEB R USTMG Ml 2 BHENBE L 7o X — R~ U7 228 W T, 14.7 mg/m?/
HZz 1 H 1, 5 HRERD XIIEENEREGET 5221280 AFIBEZER SE, ZOLEEHE
WERHEDO X ARy (DTIC) LV b@Eno7219,

b FERFERE USTMG HIAESABEX — FYDRIZEITHTEYVOI FRYV
DTIC OHfEREER (£EBED

£ T ey e R
(BT | (mgkgH) | (mgkg | T | 40 oE | qomm)
ESpiic! — — 19.0 16-23 — 0/10
FETEIR 25
G 1) 5 [14.7] [73.5] 40.5 34->70 213 2/10
SE E R 2
(e 5 [14.7] [73.5] 42.5 37-68 224 0/10
DTIC 25
(%) 5 [14.7] [73.5] 28.5 21-43 150 0/10
DTIC 25
(KERER) 5 [14.7] [73.5] 25.0 15-31 132 0/10
a: [] WIZ, BHE%Z 1 HRBIZKT 228 OFHERE (18.6g) TSV -G EE mg/m? A ¥ mg/m? |l
R L TR L7,

b AFRE (PRE) 2R E Y ZOERREFHR LI,
ERR (%) = CRYHBRGHERIREE) %100
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VI.

EHEEICEY HEA

b) D-54 MG, D-456 MG K Uf D612 EP #fRa

AR MMER RS E X— R~ ZQEBRNICBEM L C, 7E Y 1 REEBENES L,
BRHENSHCTH2ETOEFIEZRE LZ, 287 €Y eI ROKEEHEE L, kG~
AR T DS MRS DA BEL (P RAE) OYSICERE LTz, ZO/ME., 7EY 1 I Rid
411 mg/m* H D 5 HREIKEBRENEGIZE D . WTFhoBEMRBE~ 7 2280 TH AR A
IERESELZ ENRENE D,

£ MESHEMBAEENBEX —FYIRIIETSHTEYVOS FORERER

K W S A AAF B (bR i) LA
08 1S o 2k o N ~ ] mE=ma
(&51%5&&) M e Mook (i) W |FEv o R JE
& h& (%)
() D-54 MG 5 5 135 187 1,285
411 mg/m* A, | D-456 MG ANRIB A E 18 35 133.5%* 281
5 A D612 EP A 36 81 136™* 68

a: EFRE (PE) 2RISR LY ZOEEEREZFHHE L (h=8~10) .
EEHR (%) = [ CEW&RERE—xtIREE /A HEEE] <100
%k p<0.0l THEBEICH L THEEZEDH Y (Wilcoxon EALFIFRE) .

c) SF-295 #HRE KR XX I U251 #ARE
b MEEEEH K SF-295 #If (1 105 HIAR) i3 U251 il (1 X 10540f8) %2 X — K~ 7 A DFEEN
B LT, BiEHEE X T7EyeI N (BAO) I vLAsA2F > (BCNU)  (BARN) % HiEI
X 3ENZHEI L T4 BEBICEG L ACOFELEOBMA NG TET HE TOAEFAEEZRIE LT,
ZORER, TEY 7 I R 270 XX 400 mgkg (K 810 XITHI 1210 mg/m?) #H5HET, W OES
FRBAE~ 7 22BN T b A B BODIER K O OB A bz, 7EFY 7 I K 600 mgkg
(1810 mg/m?) TIEWTHODOEEG AT V2 — /L THLHE ML A TEHPRO bivlz, BEREEN
H7p 50, BCNU TIE7TEY = I RRVEHETCHIEGENRA o0z, 7EY 17 I FETUBCNU
OYREBERICE G A7 ¥ 2 — /W XD G 0RENXERD bz o 72 20,

E FBFIERSE SF-295 #lA XL U251 #EEENBIEX— FYOXIZHEITS
FEYVOI FRUBCNUDHIESER

il By Fe A Behfe SR RO sy e
(B G888 | (Bhi%) (mg/kg/H) (mg/kg) JEEFED (%) | (90 HH)

270 [810] 270 [810] 68 2/9

1HH 400 [1210] 400 [1210] 127 3/10

FEYSE IR 600 [1810] 600 [1810] 36 3/10

() 5.9 90 [270] 270 [810] 61 1/9

’H’H 133 [400] 399 [1200] 93 2/10

SF295¢ 200 [600] 600 [1810] 127 4/10

18 [50] 18 [50] 64 4/10

1 BH 27 [80] 27 [80] 232 8/10

BCNU 40 [120] 40 [120] 168 9/10

(AR 12 [40] 36 [110] 91 4/10

1,59
e 18 [50] 54 [160] 175 8/10
27 [80] 81 [240] 159 6/8
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VI. EHEERICEY HER

. W) Beh-H Beh& e b g EfFBED syt
(B G488 | (BhiR) (mg/kg/H) (mg/kg) FERFED (%) | (90 HH)

270 [810] 270 [810] 359 4/9

1HH 400 [1210] 400 [1210] 324 5/9

FESr IR 600 [1810] 600 [1810] -6 7/9

(F&m) Ls.o 90 [270] 270 [810] 279 6/10

éé 133 [400] 399 [1200] 268 3/9

U251 200 [600] 600 [1810] 338 7/9

18 [50] 18 [50] 150 2/10

1 HH 27 [80] 27 [80] 241 1/8

BCNU 40 [120] 40 [120] 182 3/10

(FFARA) Lso 12 [40] 36 [110] 182 1/10

éé 18 [50] 54 [160] 324 5/10

27 [80] 81 [240] 100 8/10

L] NZ, v U 2ADKEE 20g & L7-REOH 52 % mg/m¥ H X1t mg/m? ([ZHR L TR LT,

b EFEHE (PR Z2ECKRNUCEY ZOIEELRLFHE L (90 A H TOEFFNIIRL)
R (%) = [ G 5HE— <R /%HREE] X100

c: MBRECH T AAF RO REIZ 22 B, 90 H B TOALFENZ 20 #ilh 0 4],

d: MBRICBT 2AFREOF R 17 B, 90 B B TOALERNZ 19 614 2 4,

o

<kt MHESHEMBEEREETILTORNY QRTHREETIL>

KfEE MEEEHRRMAE X — R~ ZADOR FIZBEL, 7Y 12 I N4l mgm*H O 5 HEXE
fEREN T G- U 1,025 BTN 1,200 mg/m?/ H O HEIEVENE G- 21T 72 & 2 A, WO EEMaE
fli~ o 22BN T HIEEOHEAMMEI N A BTz, £/o, 7EY v I FOFUESBIEAH & & EEMmao
MGMT JEPEIZ XA B R 2358 60 Hiiz, BCNU KO 1 H "y b 2 b i Mia i~
ZIZHBNWT, PUEEER AR L2 19,

RiEE MXEEREMMETRIEX— KIYYRICETATEY O FOWMEEER
HICESMED MGMT E%

oA MGMT i& M 2 e BhH& M bR | i X 5 | SR EmE
(H13k) (fmol/mg protein) ) (fEREN) (mg/m?) | JEE HEY | AT Bk e
1 411 mg/m?/ H | 3.5%% 2/9
2
2 5 [ R /055 0.83 0/10
D-341 Med 1,200 mg/m?/ A . B
e 4.0430. Sty 12 9 1
(RS 94.0+30.3 3 o 00 10.9 /8
2
g |02 mgmTH Ly s 8.6%* 5/9%
Hi[a]
D528 EP 1| 411 mgm¥H. 68.3%* 8/8(2)* *
d£13.
(_EA<JH) 36.1£13.0 2 5 HI# 2,055 >90** 9/9(7)* *
D612 EP 1| 411 mgm¥H . 72.8%* 8/8%
9+15. 2 — -
((EAHE) 37.9+15.0 2 5 HH /055 86.1%* 10/10**
D-456 MG 1| 411 mgm¥H . >120%% T7(T)**
o 17.743. 2 —
UNREH) 7736 2 5 B 055 =50 8/8(8)" "
D-212 MG 1| 411 mgm¥H. 56.20%% 9/9% ¥
i 07, > % ok % ok
(/N B i) 18.0+7.8 2 5 A 2,055 47.4%* 10/10**
D-54 MG ;
(Bl NGB AR ND A rggérl%%ﬁ Y| 2,055 40.8%* 10/10(1)**
P SEL AR ) )
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VI.

EHEEICEY HEA

A MGMT 7 @ ®hHE B | W LA | RS E A

(Fa3k) (fmol/mg protein) (fEREN) (mg/m?) | ERBEL | A= fil%k e
D-245 MG 411 mg/m* A 108.3%* 8/8(1)* *
GIN =) ND 5 H 2,055 111.9%* 9/9**

a : MGMT {EPEDEIT, FHE+S.D. 2",

b S GBE K OV FRRE O IS RFE DN S e H-BHAAIRE D S5 L 72 2 F CIZE Lz B o (hakfi) 7%,

c : AR OWE T 2 BILL B TR L7ofild, FEINN ORI ES 23 K L=l A =9,

ND : #RHERALLT (<5 fmol/mg protein)

* % p<0.0l CHBEHIZI L THEZES Y (0=7~10; FEMIZ L HIEE A ETlE Wilcoxon DIEFLFIRE, fE
IHEE PN 23 P & L= BBk Cld Fisher O IEFERE)

BEE MESHEMBMETRIEX— KT YXIZEITATEYAOI K, BONURY
TOALNS UDEEER

TEY 1IN (JEER) BCNU (JglEN) TapAAYY (BEERN)
p_— HOR 411 mg/m* H, 5 AfH 100 mg/m?, Hi[A] 700 mg/m%/ H, 5 A
e TN L5 | BRSNS | WL 5 | RIS B X 5 0 EEaA pE
ERREC | ADONTHEd | EERE: | Aonl6Et | BEE: | AL fR®
NIER
D-212 MG f;E@ 56%* 9/9%* 41 0/10 7.5%* 2/10
2EfE
N
DASOMG | 4o 116.4** 8/8(8)* * 6.1%* 1/10 472%% 10/10(2)* *
D6I2EP | LAiE | 86** 10/10%* 18.3%* 9/10** 48.9%* 10/10%*
DS28EP | FA&JE | 683%F 8/8(2)* * 10.9%* 1/10%* 2307 9/9%*

a : SRWE G N Ot FERE D SR RRE S S e G- BIAARG O S L 72 A E TICE L= Bk (haRfE) oz,

b FEEARFEOWE T 2 BILL BT TR U726k, FEINN OBCFITIER S E K L2 Bi3E =7,

k% p<0.0l THBBHILLL THEZEH Y (0=8~10 ; FEMIZ X AL HE TiX Wilcoxon ONENMFIIRE, JE
T HEFEANEI A3 A © 372 BIEK C i Fisher O EMERTE)
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VI. EHEERICEY HER

(3) YEFAREBFM - HFHEEFA
<AEHZBIREH >
TEY B RO invitro [IZBIT 5 LN 500 THHZ Enn, 7Y 7 I ROMERKFF OEN
2 XA MRu st E R ~D 2% USTMG Mifdz W TG L7z, ZOR5E., 7Y v I ROHM
FRsEFEANHIE A 1%, ALERRRR S 1 BERILL E T T h— & o7z 2D,

(%)
100 T
ek
80 T
A *_T_* * K K
T T ok ks
60 T T
1t
-1
=
40
20—
0 1
R 0.5 1 2 3 4 Continuous (RS)
FEJO3K304M

A5 Well OEBMEES.DAERT,
* %% p<O.001THEBICHLTAHEEDY (DunnettR5E) o

TEYVOI FOMIBIEIFERICE T S NEREOZE

< R >
LR L
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VI. RMENEICEII SHIRE

1. mPBREOHR
) AELENGLPRE
MR L

() BREREREBR TR SN =M iR E
<EHFIE D TEILEIOEYFEHEEME (P02467 388 V>
XA RV RS (1961, SMEIAN) 127 F Y v 3 RIERHFIR O 7 E 4 #] 150 mg/m? % Zh
7 v AF =B L0 BIRNE S (90 rEFEAN) KO R (ZE1ERE) Lz &, m
HER R AR K ORI MTIC (5- [(12)-3-Methyltriaz-1-en-1-yl] -1H -imidazole-4-carboxamide)
REHERS LK OB T A — X IZLL NIRRT B0 Tholz,  THEHAFID 90 7 ME RN ERGE
AN F Th 7 erfloRnib) LEMFTHIICFEETH D Z L BRI,

(ug/mL)
10
—o— TAH
o 8] —O0— A7 IA
iE Fi9fE+S.D. (n=19)
T 64
A 6
J
N
P
B 24
00~ T T T 1
0 2 4 6 8 (hr)
5 RER
TEYVAI FOMmMBFREEHE
(ng/mL)
600
—e— EHE
500 _ —0— AT EIF
iir} F19{E+S.D. (n=19)
% 400
th
M
T 300
I
C
& 200
B
100
00— | | | |
0 4 6 8 (hr)
W5 %R
MTIC O MmiEFEEHTE
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VI. EYEEICEY S1EE

FIRERREMESREICSITATEYAOI FERU MTIC DEMEIEE/INS A —4

TEYR IR
A tmax Crnax tia AUCo.
(B 5428 ) (hr) (ug/mL) (hr) (ug * hr/mL)
TS 1.50 7.44 1.81 23.4
(FFRN) (0.92-2.00) (21) (12) (18)
H 7 LA 1.00 7.68 1.91 22.0
(o) (0.25-2.00) (19) (13) (14)
RAEEM (%) * _ 97 _ 106
(90%(5 i X fH]) (91-102] (103-109)
MTIC
A tmax Crnax tin AUCy.
(B G-#2HK) (hr) (ng/mL) (hr) (ng * hr/mL)
TS 1.50 320 1.80 941
(F RN (1.25-1.75) (61) (16) (53)
V| 1.00 333 1.77 944
(R m) (0.25-2.00) (62) (11) (60)
ARAEERE (%) _ 98 _ 103
(90% (5 FE X [H]) (91-105] (98-108]

EHE (%CV. n=19)

<HATEILFOERRUREZOERS >

TP R E O B FRE (6 1)) (2 72 L H] 150 X% 200 mg/m? & ZEERFIC 1 B 18] 5 H B IERE
AL Lz Eofhb 1 A HOmEEFRRZEME R OMGEH#H MTIC (5-[(12)-3-Methyltriaz-1-en-1-yl]-
1 H-imidazole-4-Carboxamide) JE/EH#E, WONZ 1 HA KOS H HOEYENRE T A — X Z LI FOX
FNR LT, MBER AR EE 1T 51259 1 BRERIC taax 278 L7288, —MAMEICIRE L, tinkz 1359
2 CTH o7z, MAEH MTIC IR IIRZALRRE L AT L THER L.t XY tiphz IIRZE VIR &
FIER T THY . AUCIEREIEDOR 2% Th o7z, F12, RELAEK O MTIC & HIKEHE S

K DERMEITFR O bl o7z 22,

(72720 tmax (3P ORAE (REDH) ]
a: ERAD GRIRNEES) /0 7' (RA#RE)
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VI. EYEEICEY S1EE

( peg/mL)
100
—O-- 200mg/m?: FEVHOX F (n=3)
—e— 150mg/m?: FEYV A3 K (n=6)
-—/\— 200mg/m? : MTIC (n=3)
10 I MTIC (n=6)
14
i}
i
i
=
E 0.1
0.01
0.001 T T T

0 3 6 9 1'2 (hr)
Ea Lok i

BHEMEBREOBEREICETIHEEKRER (51 HE) OmERRERS

EMUEBREOBRBBEICETSH TEILFOENHE/S A —4

538 b= w4 tmax Crax t12Az AUCo-t R*
SIS (mgm?) | (H) (hr) (ug/mL) (hr) (ug-hr/mL)

150 1 1.42 (52) 7.87 (38) 2.14 (25) | 257 (15) —

sy ms R (6 1) 5 0.96 (53) 8.38 (36) 2.29 (35) | 252 (10) 0.986 (8)
A 200 1 0.58 (25) 15.3 (5) 2.03 (4) 35.1 (6) —

(3 #i) 5 0.92 (57) 14.0 (30) 2.02 (5) 36.0 (4) 1.03 (3)
150 1 1.42 (52) 0.145 (38) 1.98 (24) 0.426 (15) —

MTIC (6 f51) 5 1.08 (43) 0.154 (28) 1.83 (12) 0.425 (12) 1.00 (16)
200 1 0.75 (33) 0.272 (15) 1.93 (6) 0.594 (7) —

(3 #i) 5 0.92 (57) 0.284 (33) 1.87 (3) 0.636 (7) 1.07 (1)

% : AUCo2anr 12 F50 < BRI SEEE (%CV)

F7o. EITEEAE Q6H, FMEA) 12100, 150, 200, 250, 500, 750 XI% 1,000 mg/m>™ % Hi[A]
ROEE Lzl & MR REMEIRE D Cru X OV AUC IFHEICHHI LT EH L, (KNEHEDOHKR
FEAEDS TR BT 99,

1) WKL O3 O BEMEANRIBIEIC BT D AN O AR K (—EE) 1% 200 mgm? FEARNEES) | B3
TR O — A AR T B AGRER KR (—EIE) X 100 mg/m? (FERIRNES) Th b, Hik
LOHEIZ TV, 3. 1) HIEROCHEOMRD] OHEBMH,

3) &=
MM ER e L

31



VI. EYEEICEY S1EE

4) BE - 6tAXDEE
A v/
<gOHs (hFTtLED VIV T7SURICRETHARDOEZE>
FRMEITIERERE GMEAN) 2R E L 72 VAIOR T RO TARRER T & - et 359
B D M PR ZEAVARIR EE T — 2 Z W T RSB R AT OSSR, v 7 mfig e offIcizrz U
TIUAPRIATWET LIZD, TR ARSIV Tz= b v Tx /8 ES = R~
SV & BT D21 2 718 SN A s el N = IV s ol = 7/ = BV RN AR L O I Uo7 - 2 B AR

SFe D),

2. RURERA/NS A -5
() R A&

-z 28—k A2 NETF LN E IS T RE

(2) TRUR R BE B3
AN

Q) HEEETEH
7Y 1 K :0388hr'., MTIC : 0.395 hr!

DI2UFSVR
6.18 mL/hr/m?> (KR EFE CHIIE L 72 fE)

<BZHOHRKREETHELIZE2HY U TS REICDOVT (ATEILED >

JMiES EE GMNEAN) ZXt%R e U758 THEERRRER T — % (294 f5]) OfENT > H15 S - E@ikB] -
U7 Z A (Clearance : Hifif L/hr) & {KZFHifE (BSA : body surface area) DRIZIXIEDOFIRENH U |
Z ORI NT, ZEOERREBITIAEL D SISOV LTz (F)
FIT, AFORHEZRLHBH720 THRE (mgm?) T2 LICK0, 207 V7T 2B
HMAEORBEMELIZLEZA, LTFORDOLIIZ, KARE L ThOTMRMENEZD . it
LbAEENRBD LN, LLARRs, KREETHIELZZ VT 7 ZAORERFEIT, 2T
5.30 L/hr/m?, HMC 5.58 L/hr/m? &, £ D#1% 0.28 Lhr/m? & /NS < BRIRINIZER D B 5 72 TlE7
Wb o LS 7,

(L/hr)

Bt (n=162)
16 .. o%it (n=112)

NUNING<SY

T T T T T T T T
12 14 16 18 20 22 24 26 28 (md)
BSA

TEVAIRDIYTSUR (Lhr) EHRREREOBREZE (BiR)
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VI. EYEEICEY S1EE

TEVOS FOARREETHELZY

7S VRIZDODVTOEMEELTHEDLEE

TR A = B oMk p fiff @
BARHITS (Mean) 5.58 5.30
RRERCHEL | e (SD) 0.549 0.599
e EEnes (CV%) 10 11 <0.001
(L/ht/m?) BKME (Max) 6.95 6.88
/IME (Min) 4.10 4.13
B (n) 182 112
ARFEEHE (m?) REEEFIEY) (Mean) 2.0 1.7

a : Wilcoxon rank-sum test

) AR

16.02L/m?

(6) T Dt

EHERBMORERII/NTA—2
DNA 7 /L3 b4y DA P EA TH 5 MTIC OIEMEIRE/RT XA —Z oW TiE, TVIL 1. )
PRABR CRER S NI PR EE < 7R LR OEE L O ER DR E > | OHEA2 5,

3. BRE (REaL—vav) @
() B TTE

AR L
<@EORS HITELE) >
R K IR 2 A5 1-3 25— A v hET L

QNFA—AEHER

A v/

<#gO&ks (h7uILAF) >

)T S VRIZRITTERBOZERF

BREMEITIERE RS OMEAN) Z68 & Lioh 7R VAIOF 1T H KO T HER T5 b= #Et 359
B D M PRZEAGRIREE T — 2 & W o RSB R MAT OFER, 7EY B I ROZ VT T A
RO A X (RERAE, KE) HOMR] (KHEIZBEL Y 5% REZ VT 7 ABMETF L) 12k
LWEEZTHN, T (19~78 %) . WS, REQ, 77 IV, BEULEY AP, AST,

ALT RO VLT F = 7 VT T AR DB EZ e hhoT- D),

MRAR
FHERANC S | 100%KTEER~BATT 5,

VAl

(1) I 57 - i B8 P 8 38 1

<HE>

7w M MC-7E Y v I REHEREO£E LN ORI VO T IR~ R IRBITE
I/ E D> AUC Eb) 13 35~39%DfEA4 7~ L, ARFNIARZA L LU CliE-MBAM 2 w32 2 & 23
s Sz 29,
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VI. EYEEICEY S1EE

(2) I i%-B5 8% BE Y8 1

DR L

3) At~ DBTHE

MM E R L

(4) BEE~DRBITH

DR L

<gOks (h7tLAED >

MRRBIERE OMEN) 28 72 AH 75 mg/m? & BURBRIEE & OGFHIZE D 1 H 1[a] 42~49 H[H
KEROFEGL-EE 234]) KO200mgm?% 1 H 1A S HREIKEROKRG Lz 3206) |
IR B T~ D RZEALROBAT RO B v, MEBER/ MO AUC HITZH £ 20.6% % O 20.3%
Thote W, ETMEB LA 2 BEERAREE (16, AMEN) ITh 7 EAH 150 mg/m? % 24218
KFC 1 A 1A S HREROE G Lc & &, IERER H AR LRI XA PR & RIT AT LT
HeB L. M6/ Mg D AUC i3 30% T~ 7= 19,

BT, REMRREDOKIEYERE NN T A —2 1%, MEFEROMERHIRO VT IO THES 1 H
HESHETIRZERBEOME THY . FHEMETRD R0 19,

ez A9 H5BMRBEEE (146, BN CETHIREREHFOENHE/ NS A —4

. e Co AUCox AUC It
B AR (h) (ug/mL) (ug » bimL) | R BT/ L
1 4% 1 5.20 15.7
Dayl LoE 300
i T B 2 1.06 4.68 o
A 2 4.49 15.0
D Lok 289
ay> [ A 2 0.95 425 8%
n=1DF—X%
5) TDHDBER~DBITHE
<BE>

7 v MZMC-7EY v I K200 mg/m? ZH[AIREOEE Lz & & 2k~ OLH# 7 BEOaem AR
OBV, BREIRE T, BIE OV CR b EWEEZ R L, RUC, M, A, B, IR
U oo3Ei, BT, EBE. MR, FORBRSE CHiny & < L MR BT g IR E D 1/5~1/4 Th -
7= 24,

(6) MIRERHSE

MY BRI L

<gOks (hFtILAED >

HEATIERE R (6], AMEA) (2 MC-TE Y 1 2 K200 mg & ZZfERFC AR O &G Lz & &, it
REDMEE AFESE (invive) 13 12~16% T - 7= 2,
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VI. EYEEICEY S1EE

6. i

(1) BRI R R R R
TEY B I ROAKRIZET 2R KOV kgL, £ & LT MTIC ~DIERERAY 22 NNK iR & fi
WTHEZ 5 AIC~OEWTH D, TOMIZIE, 7F Y 1 I RORIKRKZRMNH#m E LT8R
R TH D TMA (3-Methyl-4-0x0-3,4-dihydroimidazo[5,1-d][1,2,3,5]tetrazine-8-carboxylic acid) @
AERRAFED 5TV D28, TMA ZIAEFICIFRH S, IRPICOF MRS 2 RETH -
7o

NH2 NH2 NH:

\_~-N \_-NH
\/ \”/ \CHa \CHa \/
o] MTIC AIC

TMA
TEVOI FOEKRRNIZHEITRBRUDEIZE

Q) RHMICEAET IEE (CYPE) OHNFiE. F5F
SR VAN
(T v I FE, ERNTIHERITMAZHE ST, MTIC IZE# I, iR TORBIESRIC
L BERANERZITE A EZ T RN, )

Q) VEEEMNROERRUEDEE
HERANC S X 100%AKTEER~BATT D,

@ REVOFEDEERVEMELL., FELR
TEY B I NIAERRSEME T CHRE LN, BEITNKG#E ST MTIC IZ2#i3 5, MTIC
TN AIC ERATFNTT Y =T LA F NGRS I, ZDOAFNTT V) =7 A F ) DNA
DT NF ST QS T) & LTERT 2 20, TMA IZMAEFTIZI3mt S g, IRFIch T
PR SN DRETH -T2,

7. BE#
(1) HEHER L B U2 %
TEY BRI REOZEOREY IS HE O Mo 2 FHERIKBIIE 2N L CoORTHHTH
5 25)0
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VI. EYEEICEY S1EE

8.

10.

() BEitt

A v/

<#gO&ks (h7wILAF) >

HEATPERE RS (6], AMEN) (I MC-TEY B 2 R200mg ZH[EE &G Lzt &, 5% 7 B/
TREODEFIZENENEG LIZBEHEOR 37% &L 0% 0.8% 3B &7z, Z ORBRICEIT Dk
TS REIRIN ZRIT 40%| T 72 72V MIE T H > 7273, Z OBLGITARH D oy it D fe iR T 5 14C-
AIC BAEEER G E LT VAEGKRTHAMA SN Z LITHKT 5 &5 2 bl 292,

(3) BEittERE

B L

k5 U RA—8—I<HT B
AR L

FATEIC & DRER
gk L

BEOEREETBE
AR L

(1) BRERETBEICET5EDHE (5 TEILA)

HROETIHEREERE OMEN) gl Lich 72 A A0 1A KO TARRER TR O 7o /G 445
Bl MHEPARZALRIET — & 2 O T REEMEE B AT OFE R, 78I RO V77 %
LI VT F=r 7 VT T ADOMICIIBEMERGE O Dol Teds. A OB AR E BE
N MLEEAT 3 6 B 72 BB I BT % B AR OMRFHIFEE S LT 29,

Q) FREEEEBEICE T 5ENHE (5 TEILA)

R R VP42 (Child-Pugh 778 A XUV B) OffHERERERE (e EE 1341, SAAEAN) I
T VAL 150 mg/m? & HERR OG- Ui & & SRR K O MTIC 32 5 3P HERE (E 7 8 &
EERBDIRNoT22, 72, HEOFHEEEREBRE TCOERMBIREIZ OW T+ 72 a2 it S
TR0,
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VI. EYEEICEY S1EE

Q) MRIZEB T 2EMERE (h TEILED)

ANV DO TEFT M FRE (RS : 3~ 175%, 1961, AMELA) 128 77 & /L 41 100, 120, 160, 200 1% 240 mg/m? ™
ZZEMERFIZ 1 H 1| S FRERARG Lo &, %5 5 B B OMETREMRIRIEE D tnax 13 1.3~
1.9 FEf., tiphz 1% 14~18 K TH U | Cpax LT AUC I ZWF B G- &=ITHHAI L T EA L7z,

200 mg/m? £ H-HED AUC IZHOW TR ER GREO A & T 2 & /NETHRADK 1.4 f55E %

R L7z 930,

NERETHEEREICERTAREROBEROEVBE NS A -4 (K5588)

5 & timax Crmax tinhz AUC (ug * hr/mL) CL/F Vd/F
(mg/m?%day) (hr) (ug/mL) (hr) 0-t 0-00 (mL/min/kg) (L/kg)
100 1.27 9.48 1.71 23.1 24.0 2.79 0.410
(n=5) (75) (42) (11) (11) (11) (18) (22)
120 1.43 9.35 1.67 27.4 28.2 247 0.353
(n=3) (36) (24) (9) (19) (17) (20) (13)
160 1.87 11.1 1.75 36.9 37.4 2.66 0.403
(n=3) (53) (32) (8) (2) (2) (3) (12)
200 1.85 14.6 1.69 48.1 48.7 242 0.354
(n=5) (40) (24) (4) (17) (17) (21) (23)
240 1.67 17.0 1.36 44.9 452 3.03 0.347
(n=3) (46) (22) (22) (16) (16) (28) (24)

) W19 K O3 O EMEAREBIEIC 351 2 B DK

6. (7)/NR%E) OHESH,

11. ZDfh
YR L

37

29 =

A

FEIfE (%CV)

KAE (—EE) 13200 mgm? GEIRMESE) | B
SUTEERME D 22— T HIEIZR T 2 AR AKHE (—FE) 13 100 mgm? (FikN#ES) ©hHhs, VL



VI. R&4(EALOFEF) ICETHRE

ELRBLTOEA
5

1 AR L BBEX. BRBFICHLNICTELIEEERICE T, #&K%E£I+“aﬂ&
%%%ﬁogﬁw%tf AREENBI EHHINBZERICOVWTDAERT D&, 1=,
BEERICKIL, BEXIZTORKRIZEDERVBRMEZ+2EHBEL. Hnéﬁfﬁbh5¢6
ht
1.2 KB EMEHRBH AT 55812, EELRERAOKREHREBEIC X 2 A6HENRIRT S A 4E

DB DT, MAHRBE & AALZEEDHRARICTIEME - BBREZHEOEMMNY L TE

i B R
1.3 RBEIDHBRERICZA—FVRAFRAMRNRET D ENHE-0. BULHEEDEREEEET
&, [8.4.11.1.2, 17.1.3 B8]

(fisn) * () OFSIZEFIRCOEE ZITHIE

1.1 AFNZ & DIE# Tl ﬁ%ﬁﬁﬁﬁﬁ%ﬁTé:k%%éﬁE eI ETOVNERNDH HT-
B, BRI DICHIE TE DERMR IV T, DAALFIRIEIC 072 mi#% - RBR a2 o ER o
& T, ABENEY) E MW SN D BEICH L TCORKEEIT) Z L,

1.2 71 7/ VA & BRI & OOFH A2 4T - T2 MEAMNIRIR BRI 3\ T A E FROFBEBUEE 3SR

PROTEOMEE (BAF., B ERE) Tk 90.5%. B 7B H) & iR & ot REE (LR, BFH
) TIL9R24%EIEIERCTH Y, BEIEMEENTAERFROBBBEEICB O TH R
BHET 26.0%., DFHBET 27.7% CTh o 72,
U2y L, — MBS AAL IR & s & OOFIZRB O TR, DAL FRRIE, GIRIEE R
RO BMPERE & LTRSS <, BEE X0 BEORIER XUTRSHRA IHENBHT 5 =
&ﬂ BV BEOLREMROBLED G | AH & BRI OOF L. 25 AAbFHE R OB B 5
A3 e ik - R AFFOEAIO S & TEIETH 2 &,

1.3 AN CEME S M- WIFRB IR X T 5 B 7R LK & IR & OfFH 1 1 > FEBR B0
TISHIHF 2PN =2 —F L AFAPFRBIIELT-Z LD, TORICEINT-H TELA LR
AT RS & O KRB O EER 10CTix, U > SERERIZBIfR 72 < R & O OF L 2 %21 T E
FlIETIZBWT, =a—FE T AFAMMRITHT 5 P ENERSNATWD, £/, ENTH L
B AF|OBEFE G ORERRBRICE N T, =2 —F L AF RHRN 1 FIRES TS, LY.
KRB EZ DT> TE, =2 —F P AFAMRITHT 2@ R EEOE AL BET 52 &,

NEEEDER

%

2.2 (ROBHICIZEELGWI E)

2.1 REIZZ I N2 Zxt LIRBUE DBEERE DO & 5 BF
2. 2 $ER SR L CW D A[RetE D & 5 Aot [9.5 0]

(fig7L) * (fRF) OFHILE T OEE TG
2. BBUEIZ T2 — XA ERFELE L THRE L, BRBAAIOFDHRY THHTEY I KX
TN AT LB LTV D,

22EMFERRICB N T, TEY B I IR EESEEH KOG EHEER RO 5T D72, i
E L7,

EEX XX RICEHET 5 FE LT DEH
BRE SN TV
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VI

Tett (FRALDZIESH) ICBYHER

4.

AZRUVRAEICEET 58 L TDEH
(V. 4. HIEROHEICEET2HEE] 220752 &,

ERGEFNIE L EDOER

8. FEELEAMIE

8.1 KA OEHZ o7 - L, BHIFREMSIFEOEERBEANEZ 22 08H 50T, HENE
PRARA (MR AL SRR - B RER AR 21T 0 e & REBE OREL H0ICBlET 5 Z & (1111,
11.1.6 28]

8. 2 JRYLIE « H A /) O FE B TG 3 I CER T D 2 &,

8.3 I ENVANC L BIEEZIZ, B REAIEMEEE (MDS) <> fiME H s 2 & e UM Ve IE
NPEINTND,

8. 4 RAN OB G- TII GRS & ORI, Vo BRI b b T, =2 —F v AT R
RICTFHEFEEL, o Uy efEEsiEs o2 L0 [1.30 11.1.2, 17.1.3 2]

8.OAKNDEEIZE Y BAEFRTA NV ADFIEHLIC L DIFRBH LD Z ENRH DD T, KA
B HAZHESL - TR 7 A NV ARG DA B4 i L. AR G-RICEY 2@ 2475 2 &, [9.1.3,
11.1.2 &[]

8.6 AFIDEH-TIL, b, Tt BARRIREDOHELIRIER S BHEEICEO Db T2, BE Ok
REea+oicBlgg L, muRu@EasirHr> 2k, [17.1.1, 17.1.3 5]

8. 7T 3 UTHHEYE D — 1 v VBRI ARA 25 3 2 Bix, BIhE STk ( TR EOMERD &
WARIKRIEE « WIS/ R AMBFE~OL IR L WG E) VE) 28G5 L,

(fifEsn) * () OFSILEFIRLOEE ST IG

8.1, 8.2 W 7B NFIDENEGKAR, WK EICESEHE LT,

8 3L FIRIEE T HRRIERE 2 A9 5 BE BV T B 7R AVENC X B IR B B RRE
. (MDS) EBENE B M & & Lo RPEEMEIESE N ME ST D, £, IR ANE R
JERE IR L, 7B 5EIMhH 8.4 » A CRMEEREMEAMF 2k L, BT LIEF OHE D
HDH W, LnLaens, “RMEEMERZ R L 7615007 <. o FTEMEIE A0 i iR
FHORBLEZ SRATD, TEY I REDRBEERIZTS TR,

8.4 71 7 VK L AR IRGT & OOFHERER GEAMRARRER) Tk, U o BRI B SR & o
OFHEEEZ T TEM A TIZBWT, =2 —F Y AF AMRICKTT 2 THHEENEmB I TV 5D,
Fm. U UREKRBA DR HAIVIER TR, U U oREREAS CTC Grade= 1 IZFIET A2 E T, T722b
B U U REREDY 800/mm? DL 278 B F TR E kR S T,

TEY B I REGRICRIET 5 =2 —F Vv AT AROMBERE 1L, AT a4 KoL, KA
FEWhdgi G (s e OftfR) | 2FIREOELE SR TWnb, D7 AERIOENICEBIT 5
BRt% Tl, 2009 4E 7 AEIE, 4D =2—F L AF AMRPBRE SN TVWDLN, TOIFE AL
= a—F TV AF ARRITKET D FRIFEE N 72 S TWRWER] Th > 7=,

RS & ORI T 1= 2 —F v AT ARG OBYYEIZH L, H 50 Uil 2 HiE %
WLz,

8.5 1 7 NFIDOENTIZIZI T, AFEGHIZ BEIRFR 7 A NV AOFIEMHEALIZ X 5 TR % FIE
L7 SEBI 3 s ST\ 5, HBs HiREETH > Th B RTFROBTEREO & 5 BE T, Fiv
A NVANEIEHEALT 2R SV | EEBLETH D, RAPEGIZHRSL S, R T A VA EGD
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T BT TEMED H R EMEIANIZ & > 7223 Bl S D7 S iR 2 L IIA CTh - 72 (THK) »
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VI

Tett (FRALDZIESH) ICBYHER

BIERDB XD EFEERES * (ENRKAR. H TEILED

~ Btk =t

Rl i | veE | EE | s | AN | mm | pem | mE | e | B0
WBREHER O
SEEEE 0 13(72) | 37 | 16) | 17094) | 2(14) | 5(36) | 6(43) | 1(7) | 14(100)
EERAR T 317) | 739) | 4(22) 0 14(78) | 321 | 5(36) | 6(43) 0 14(100)
U o EREOE D 0 7(39) | 2(11) 0 9(50) 0 1(7) | 5(36) 0 6(43)
I HRER B IR 16) | 4(22) 1(6) 0 6(33) | 4(29) | 5(36) 0 0 9(64)
I i ERE R 0 3(17) 0 0 3(17) | 2(14) | 7(50) 0 0 9(64)
IR S > 2(11) 0 1(6) 0 3(17) 321) | 2(14) 1(7) 0 6(43)
BIBEE 3(17) | 10(56) 0 0 13(72) | 6(43) | 2(14) | 1(7) 0 9(64)
(& 1(6) | 9(50) 0 0 10(56) 1(7) 1(7) 1(7) 0 3(21)
L 4(22) 1(6) 0 0 5(28) | 2(14) 1(7) 0 0 3(21)
2HBEERR
P 4(22) 0 0 0 422) | 5(36) 0 1(7) 0 6(43)
HREREE 4(22) 0 0 16) | 5(28) 1(7) 1(7) 0 0 2(14)
RBRYE R R
A g 2(11) 0 0 0 2(11) 1(7) 1(7) 1(7) 17) | 49)
RPRUREREE | 422 1(6) 0 0 5(28) 1(7) 0 0 0 1(7)
REE 1(6) 0 0 0 1(6) 0 1(7) 0 0 1(7)
FEIR 2R R B Y
o 0 1(6) 0 0 1(6) 0 0 0 1(7) 1(7)
FEhEE 1(6) 1(6) 0 0 2(11) 0 0 0 0 0
DEREE 1(6) 0 0 0 1(6) 0 0 1(7) 0 1(7)
B OIREEE 0 0 0 0 0 0 0 0 1(7) 1(7)
QiR Y 40N
Y v SREE 0 0 0 0 0 0 0 0 1(7) 1(7)
mEEE 0 0 0 0 0 1(7) 0 0 0 1(7)

ko FRERBEFE DN 20%LL EORIVER

T A a2 ULEBRREICE D,

() NOBMIXRBEEE (%) 2R,
WeBREFO OB, 2358 BRSO BB E B O BUEE 1T, BB L= T R CTORIWEMIZE S E R
LTWa7w, EFIORSNEZRWEHOGR Lid—E L722w,

Z 2T, BRI I T D ERIREUER TRGE Lo/ R, FriC ik #iy@rEic s v, BRIz
L CTZ AT Grade 3 XX 4 12D LT-gRE OBIE N @m <, BIEICH U T TR PR sErE a7
WL T WVEA AR bz, TEIFRERINIC Grade 0~2 TH Y, 7FY 1 I F&RE%IZ Grade 3
AT 4T LIZERE IO W T H ZHNZEF LT b D TH D,

Grade 3 X 4 DIMEERFEL A DN - HERE

PINEROEGMRBEEZR L L PROBEBEERGE LT
5 B WA 3R (BT EAH) WE B ILAE LB (O 72 H)
n=400 n=288
M (n=152) Bt (n=248) ZE (n=103) Bt (n=185)
O A= 12/150 (8%) 8/240 (3%) 0/103 (0%) 0/179 (0%)
U 2 NER 78/143 (55%) 104/230 (45%) — —
I ER 31/135 (23%) 21/224 (9%) 10/98 (10%) 2/170 (1%)
/MR 43/147 (29%) 35/240 (15%) 6/103 (6%) 3/179 (2%)

% o FTRRERR A R OB+ 7 Y m 2 R ORRIE
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VI. 2% (FRLOZES) BT 5EB
9. BERBREBRICRITTEE
U ER R L
10. BAEERE
13. BEHRS
13.1 fER
MM, B 7Bl oBER S (10,000 mg, 5 HEOFR—7 — /L TofkEb ) 2L Vil
MERED, BB, SRR ALESERI LB L OREND D, £ B FEAH ORI
5 (e 5 BRELAE, fek Tt 64 A 12X 0 EBEREH], RS8R LT L
EOWENRD B,
1. HBALDZEE

14, @RALEDFE

141 EFIRAEEFOTE

14.1.1 KR ZRET D8, PREMGHT L 2 &, ARG ORIt L7256, BEHITK
KL OHIRTH7I0ED 2 &,

14.1.2 RENTZ=E (89 25°C) T KE1 AL TATER K 4l mL 212, 0N E2#Hi< &
IWZEIL TS D (7EYr I F25mg/mL) . £OFE, IRV EE W &, LEIZSETHE
FAERICTCHR L THWDL Z LN TE 5,

14.1. 3 1AfRte . WWIRPICE M ZRBO LGAIIMEHA Lz &,

141 A FREZIT 14 RERDINICR B 2% T35 2 L, Fo, BRIRKIIER LN &,

1415 RFREBEIFE LV EEZBENICHR SNy 7B T2 L,

14.2 FEFIREHDFE

14. 2.1 RENTEHEAR > 7 % D, 90 3BT CRMERET 2 Z &, BEICE L., hoiEHAIE O
[ A BRI E A E I YA AN

14.2.2 KK L OEHFNOR U AT A > 2 ARG Th 202 & (o5 & o
EMERBRIIEM LTV eWy) R AR E AREHIRIZRE SR T A o CHRETE SR, 7R
U BEERNR L 13RS L2 &y

14.2.3 KIEFARD G532, RTOMBEELZEZ T2 NnH 50T, KR MEIMIE
NI ICEEICERETH L,

(figast) * () OFBIXEF IR LOEER IR

14.1.1 KRNI A2 BT 5720 o 7 L X ALK O B F ISR O O TR SCEIC Lo &
BE LT,

1412 KFNTIBN T, A 7B & OEYFRIFEEMEZ IR 2 72 O IR RNE R O G RFRIXEZE R
BEHRTHY, £, HEREM L CTHWDEHRFITH S 2 LA I EM M ] G2 ET
DIZDIZFRTE Uiz, 728, AKENZ. AKH 1 A TIVCESEK 41mL 2Nz 52 ik, R
WROBFEN 41.8mL, 7EY 2 I FOREN 25mgmL & 725 K HREINTND,

14.1.3 FEHANCET 2 M eiER & LTEE LT,

14.1.4 BA MR RICE DS ERE LT,

14.2.1 AFNOFFIRN ~DOF 5-RFEII D 72 Al & DAY FRSE 2 HERT 2 ETEEAREHRTH
DILEMBERE L, T2, AHEMOEIT & OBMEMERBRIIEMm L TV WadiRE Lz,

14.2.2 AH| LD EFS & OEAMERBRILFEM L TW RN DREE LTz,

1423 Fik 51 L 0, IMHIC X D RFEEZE - TR-RNANH D Z s, HEMREOTZDIZEE
#H L7 (B MBI D LfkE 50T —Z 13720
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VI. R2tt (ERLEOIES) (BT HI1EE

12. TOHMDFE
(1) BRER I D < 1E#H

15, 1 BRERERICE D < fF3R
15. 1.1 0 7 eAFOBRE%IC, FARRMEEMIZD72R03 5PN EKBAEDIER 13RO bz & O
BEND D,

(2) IEEGERRERIZE D < 185k

16.2 FRERERERER I D < 1FH#R
15. 2. 18 EER (Z v b, BAkS) T AR OREFEIHSENREAE LI & OWENDH L ¥,
15.2. 2838 (7 v PROA X, f@ER#kh) T BREEZRBOZ L OWEDRH 5 9,
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X. JERRPRERERICREI HTHE

1.

ISR
(1) ERFEEHER
VI. FENFEPRICB 2HE | OHEBMR
(2) R FEHAER
e EBABRE
4\ whfE | &5 5 & PRI e
PR Fife, Afa | HIE | (mg/m?, pg/ml) | (/A FrReT TR
HARARRE R
T S MSD | & | 25, 50, 100, F/M | 50 mg/m? PA b= T EHINNH],
150, 200 (60) ¢ | 200 mg/m?> THEAF B, 200 mg/m? THREEH
1 7—e M 1FIBET, 25 KT 200 mg/m? THRIEH]
[ ORI & 1 BISE T
Z v ~SD | #&0 200, 400, M | REEHIRIH I 200 mg/m? LA L CHE, (AEH
600/800° (60) © | hnaml, 400 mg/mzlJ\J:“C“/i\%’% Elm H
17— KT, 2Vl EEERD, M, B
B, RIEHIRIHIZ 200 &U 400 mg/m? T
FNEI 1 K184, 600 KX 800 mg/m? T
% 15 BIEFIR T T2 IREEE L O 7= 9
a8 FE Rk
A X A | 25, 50, 125 FM | 50 mg/m®> TH G5B 3 KOV 5 HA I
17— (14) ¢ | 125 mg/m? T 1~3 H BICTHEMH:, (REBIRI Tz
50 mg/m? LA b T A E1E. 125 mg/m? TR
b5 125 mg/m? D 1T 1 A BIZHE:, RHE
M ISR B S, VRIE, B FSEBE T 234
b, BRI o UhaEXK
A X e 200, 500, F/M | 200 mg/m? BL EC#eE-Bida 1 H B KV IEH,
1,000 (14) © | 200 mg/m? LI |- THRFEIH o1z B R EEE T
17— T, fER, RERD . BEERD, KR L
Wik, EEERD/MEME, EEAG, REY
F"ﬂEP 200 mg/m? LA T4 8 Bl 3 LT X
EREEAL O - D YA %
D E R P /
£, FRERA X | &0 | 25, 50, 125 F/M
L};.g 17— (14) ¢ | TR L
[iNEEN HERRER A X | R0 200, 500, F/M
IREEE -/ 1,000 (14) < | fEH7ZR L
DB 17—
R AL PRI A % F/M
R X | R0 25, 50, 125
1 s—ns | (4| fFAZL
MERREE A X | R0 200, 500, F/M
1,000 (14) < | fEMZ2 L
17 —/a
a:5SHM#EE, 23 AFKRIE (127 —1) L, HEHHKETER (6HB) ICHBES 156] (T v F) X% 341

(A R) RO FERHR LT,

b : #EIZIE 200, 400, 600 mg/m?, HEIZIL 200, 400, 800 mg/m? % 5. L7z,
c: MERES 3061 (7> )

X34 761 (4 X)
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X. JEBRREERICEIT H1EH

4\ R | &5 Bh& PRI - o
AR TH PO ; \ STVE BN
PBAH S, MM | H¥E | (mg/m?, pg/mLl) | (n/f) GRS
B WRER
Z v hSD | #10 | 25, 50, 100, F/M
150, 200 (60) © | fEHIZ2 L
17 —/a
7> h/SD | i#EH a0 (Fég/; o | 400 mg/m? L1 1 TH 5Bk 4~5 B H IR
17 epa M, BB K ORI
A4 X #2550, 125 F/M
1 s—pa | (4| FHZEL
A X #0200, 500, 1,000 F/M
17— (14) ¢ | AL
HRE R
SRt 7 v NSD | #0 200 M 7
ok 6 |TEAzRL
AV RAZV | M| e
10 mg/ke ) N B ISR
BRNAEY 7 v ~SD | BW 200 M o
HEHE 6 |4 Ze kil
7 haeyr M
10 mg/kg (6) 83%#Difl
IR IR AR Z > bSD | £ K 200 M ,
R 6) EH 72 L
7 havry M 0
10 m/ke © |3 i
¥ M%7
RUER | 7> /SD | &0 | 25, 50, 100, FIM | #5884 5 303 15 B B 25 mg/m? P L ThF
JiiIRV:-&E:0] 150, 200 (60) © | sPERIHD . 50 mg/m? LA b CHEFRILER, 1L
V40 1 7—2 Bk, U 2 RER R OMI/ MR 100 mg/m? EA
BB A ECARIMERE, 6 A BIZ 100 mg/m? LA EC
WERLER/FRFER LS
Z v h/SD | #&0 200, 400, F/M | 200 mg/m? LA ECARIfLER, Hb, Ht, HIMER,
600/800° (60) | U ossEk, fFepER, SFERER K O/ MR |
17— 400 mg/m? L) _F T BBk
A X oo 25, 50, 125 F/M | 50 mg/m? L ECEGB%h 4 H BIZ Y Vo BRI
17 —La (14) ¢ | b, 125 mg/m? THERR 4~12 H BIC AMER %
OHFHERED . 16 KOV 18 A B AMER &K Y
eI, 8~18 H B I I/ M
A X #0200, 500, 1,000| FE/M | 200 mg/m2 LA b CHG-BIAA 2 A HIC AIMER,
17— (14) © | U 2 SER R OMF BRI, 13 A HIC
200 mg/m? TH/MR, ZRIMER, Hb K OF Ht ik
2%
FHEMEO | v MMERE in 0.97~11 (8) | HRIEK -~ nyr—Yan=—0DERKE
an=—J | B | vitro 37%H 3 B IREE X 8 Bl 6 1 TIX 3.5~
|52 8.9 ug/mL, #%Y 2 {5 TiX 11 pg/mL LA E
S o | v RRMM | in 12~97 (3) | BHEREICKTT D ICs E
BéhE Bl | vitro IL-2 (T 2 HFIIG A 5 #9 33~#J 78 pg/mL
NK &% ; #J 78 pg/mL
LAK /&M 5 9 14~#9 78 pg/mL
FEMIEO CD1b %8 ; /EMZ L

a: 5 H#EE., 23 ARAE (17 —n0)
(£ X) ZHIROT=OER LT,

b : #EIZIE 200, 400, 600 mg/m?, HEIZIL 200, 400, 800 mg/m? % 5. L7z,

c: MERES 30651 (Z > ) XUF& 761 (£ X)

L., EMHHEH“TER (6 HE) I[HEES 156 (7> ) X34 341
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X. JEBRREERICEIT H1EH

2.

(3) T D DZEEHER

TR L

HiEHR

() EEES SRR

RN B O 0 #E 5B D FME I SOV T FOIE @S STV 5,

1) = 7 R & 7= B EERIRPI B 53888 © 515 mg/m2 (2 BV TAMERMEAT TR0 b - 7,

2) A X & W EYEhRERER - “C-7 > 1 I KO 200 mg/m? XT7 €Y 1 I KO 40 mg/m? % Hi[a]
FrlRNEE G L7z & & B GEMITEREE R L, EEHNEED Dot

)~ A, Ty MRS X iz BalR 0 Gk

B0 5RO O BAEEIX, ~ 7 AT 1,000 mg/m?, 7 v b T 1,500~2,500 mg/m?, A X T
600 mg/m> TH V| fEOEGREOFBMIER &K OB TII U CEEMEZ /R L, B S22 1372
Mol FERIZI O N TRV, U L SR3E . BIBE . SUIREA R 5 DMl 73 A O ek
BOFRRE « SR EIC LT D o AR T 528 A b, 2 b O/ - 4E OEREIR T IZ X
D ERENE( LT Z EICL DA bD MRS N, B TAHALNTFTRIE, o7 X1
LA THHRESNTVDE LD TH- T,

Q) RERSHEHR

ARG BB, 7> FROT XEHWV, 17—/ (5 AR#ER#k 5%, 23 AMKE) 37—
NRTR6 7 =M OEREABRGRBANC T v 1 17— LRI B S AR & i LT,

MR E Y/ X REE R G BOBINCE U ERA R L, MRESEER< . 6 7 — A% CRER
5L THOERMEL D> T,

<Zv rRUAXRZRAVEROKRSSHRE > P

Z v N RO XZHEE U TeARKI O FEERSRT X, B - U o SR e GRS M A i ER & O]
WO B BEMIEID . MR, IR O o3G0 U o SERE) . BB (EME [ XOR] .
EDORY . PNk OKRIGORRESEE) | KORKE (M) THY .| o7 v bl & R
[ 53 43 FERG O « 25 BN IZBRWVEEMED B B v, IR EN G A B AV AT RLIE, TRH:, KRR
H M ERIEAD T i MR © . KER G BRO EEHMAEREIT T v b T 25 mg/m? K, A X T 25 mg/m?
(g2 BR<) THotz, BT L CRBIEMETH 70, 1 7 — #5308 TRIKEIRT H Ic 26153 45E
T L7z 600~1,000 mg/m?> (/SR D 3~86%) Tik, MEOEMER OB b,

1 7 =N H5RBOETIL, 7 v FD 200 mg/m? LA b, A XD 125 mg/m? L ECTH B, KANC K2
HRERERE I B E ~ORENR 2 HREBOBASCHETICEE L T D EEX bz, £, ME
A R AT R (BUiE) AL, SRR ELE 2 bz,

ERZRE CTH LN BERT R OIE & A E1ZRHEMEZ R L7223, HBRIZOW TOREMEIZA D h
ST, KBREAOEEIIMOT VXA THHRESIN TN,

<Zv k19— )LERNIEE SR>

F v b 17— AE RN GEMERBR TIE. 25, 100 X% 200 mg/m?2 O &% 5 HEFIRAN20E% 5
L. FD% 23 HEOKRIEHM 2% T 72, KRB TROONZHEFT RIS, HCHAERTR
FYa—nNTTrEY I NEEEZT v MIRO®RG Lz 1 7 — B FEERBROGE & FETH-
oo Flo, TROHOFEMEFAIFMO T L FALAITHLRD LN TND DO Th o7z, AR TIL,
WiE, HMERKE OFRMER RT A —Z DA, WO BEE. BFE. iR, Mg, Fofho ) oSl
k. FORE R OVEFEZHZ B T DB R P b N A b, £70, MR, P, AR OSSR Tl
HEOBD LD LN, AMER, JRIMER, HEMEAERER. &K OMIROZCIX, IR TR
(AR B CRIE S A A &R LT,
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X. JEBRREERICEIT H1EH

F v b 17— VRN S EERBRICBIT 527TE Y 0 I FOLTRBIIHEKENTHY | AT
2hote, 7w BT 200 mg/m? O & THARNEER G L& XD AUCL-IZ, B b (REAN) |
200 mg/m? D &% 90 HRFHc G Lz & & D AUCLHEEM L W #9 2.3 f5m-7=, ZDZ k#
5, BRSO HELOHEICBS T 22HBE LY LEWIRIL FIZBWT, BROKGOEA & [AER
OFNEERTZ EDRMEREINTZ, BOBGIZLD 17— 858 LR, FFIRNESRBRICB W
TH 25 mg/m?> D HE SRR, M, KR & O BR IRIR B 2 bR bl lcw |
BRI LN ho T,

Q) Bin=EHR
M &2 T A IR IR R AR SR, & FORIHIIL Y o~ BR & D e Qe R R R K& O~ w7 A/ MZRABR
TWTHbBEMEZ R L, o7 L% AbH] & FRRICEIR BN RO B vz,

4) A RERER
T b 3RWN6 7 —NFERBRE CIIEENA LN, KOEHEEZEICALNT-OEFIETH -7 3,
FUEIT. 3 7 — AR ERBRD 200 mg/m?, 6 7 — /L HREROD 25 mg/m? LA LT, BRI TS <R
Nic, Zofth, 6 7 —NEHRERD 125 mg/m? TILEE O 4 Lo e i K OSE AR ARIE, 3]
THIERBREOMMERNE, B = U laE, e NERERE, RIE, 0 PR OSRHENE H3
B BT,
INHDOEBEDOL IO VTITHREAT D Z LMo 7 VX U LH % & e HUlEBAl s Sh
TWb, 7Y I FRF I /LY (DTIC) 1%, MTIC (5-[(1Z)-3-Methyltriaz-1-en-1-yl]-1H-imidazole-
4-carboxamide) Z & CIEMEREIYID A F NI T YV =0 b A T ~EERNEHE I NLT-1Z,. DNA & A
FL (TAXAb) T5, 2D H, T =00 ONDAF AL, TF Y v 2 ROGUEEIET
BT 5 & &bz, BEEELOEBAMICEFRT S EEXL 6N TWS, LNLRRL, 0-AF
NTT =NF O-AFNVTT=DNA ATV T A7 27 —8 (MGMT) IZX->TEBEEND
7z, D MGMT EEIEHE DIEME DBV DBV ET L E2 6N TS, Ty ME
MGMT {EPEDFSF AR N Z S22 T, BT £ 0 2 RO EHRGHER O 5-BAa R 24
M52 50 HERAHTOMEOFLIR Tlx, MGMT IEHENME S B L Z T 5 W Th > 72720, [EEN
EHEEICHEEIN-EEB LN,
A XDORERGRBRTIE, BELOFINAIREZ R THTRIEA SN0 -T2,

) EERESHHER

iﬁ?ﬁiﬁf RERIL. 7 v MEZBRER OBKR E TONHIMREAICET 2538k, 7 v FEO T XD -
fe R AEICET 23R, 7 v M AR R AR OFAN N RHEOBEREICE 3 23R &2 & N 5-C
FE it uto
7 v N OZIRREK OVEIR £ TOMIEAEIZEE T 238k TiX. 50 mg/m? 2> & BLENW) OB &) %
£ 5 IR E O BEMAMEI ST 3 B, HRE O BB ST,
Z v MRS XOM - JRIRFBAEICETAREBETIE, 7~ SREE T 25 mg/m? 7> S AR EHE I H] K&
CEEHERD, 7 v NEOTHF L LR E T 50 mg/m? 2 HAREEIH & 5 VTR - BRIEE T K&
VA (BRI~ =7 /NMBER, BB S, sk, 2 O O 270 B ks B )
NI BT,

b~ D AT K N AE % DT AW DN RHMA OBEREIC BT~ 23R Tl R T 25 mg/m? 2> H 1K
FHIHME K OFE TR . AV T 75 mg/m? 2 B AEFERIK R, (KR OB IS, 5
BN OFIEN B DTz,
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X. JEBRREERICEIT H1EH

(6) BFTHIZ AR
< BB >
BTy b EAOCTHBEAMIEIC L W IRE L722s, BAEEEGER b o T,

< BFTRIEE>

AN O FFTRIEIEZ FHE T 2720, 7 v MCBT 2 HESTEBALE TR B & OV T #¢ 5 A5
YRR D ARG M OF IR & G RBR 2 F i L7z, T v MRS R B T,
TEY 1 X FEHHAORGRIC—EIED Z < BEOEIFBURI TR HIVTZA, £ ORI B IR
ELTHWEE 7 +F o F UEHAIL Y 590072, 720 T v MBI 2 B M iRGAEMERER T
. ARHNC K DRPAER B DTS, ZOFTROBRE &7+ F o F VEFNANC TN T2,
Y FIZIEIT D —EHO FFTREERER T, 7T AR OT E Y 1 I FEFHNS X DREAER S 5
iz, B, W GRECHIRNE GRS T A V0 T UG 5 VT RERFENEO b, £, A
W GIZ LD | ERITHEERER BT, 206 ORIEMIZHER S L THW et 7 + %
FULRRETH T,

Flo, vFF 2 AWIBIRERE LT, 77 B RERF & Z IS A L & el 2§k
PR A LR LT, 7T B RERAI L F B AN U ERFIOF R 5RE T, 0S4 DS
PO K NS FE 75 O FE AL (I RIER Tdo - 73, ESHBALIC IRAIET RITEE 0 b /e o 7z, fiEt
FMBARE CIE, ETOFARIKBETHY . RIRMWFTRNEO bk oTo 2 bbb, HliR
T EETHY . R LR bDEEZ LT,

(7) Z DD FEKENE
<B %>
TEY B I FERFORGRICELOMERIENR 2N & 2R T 5720, 7y MR OE Moz
T invitro TR MMERRER 2 32t L 7=, £ ORER, T <BEDOEMDGRD HIIZA, € ORI G
REBRPHDLELETBZON R, £To, T v b 17—V ERIRAE G mMERER O Mk /Y
MR ORI TS, iz mRd 5213 e -7,
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X. EHMERICEATIRE

1. RHEHXS
W A TSV RTRERER 100 mg  #EEE
WIFEEEIES  BE-EMSEONFE I VERTSZ &
HEpRSy  7E/r I K EHHEK

2. BRI
BHRIHAR - 44F

3. @EREBTORIE
2~8°C TIRAF

4. DRV LOZERE
A LR

5. BERTEM
BEMTERLTA R HY
<FVoOLBY : HY

Z DD B BT ER
T —LVCRER M
(XTI, 2. ZOfMOEEEE OESM

6. R—H% - RA%hE
[fl—p5y « 7EFX — N0 7/ 20 mg, 100 mg
RIZNWIE: X ANNT o TaB VR ARRE, B 7 VAT URBE, A 4 —7 v X—
TZLAT Vv, S AATFUEBE, 7T VA~A U, IV ARTF

7. EEEAEEAR
199941 A 26 A (BRM)

8. WERFTARBFABRVARES. RMELRBFAR., RERKBFAR

R4 RLEARFEAAFRAEH H KR E = AN FEEIGEAF A A R7EPHEASH A
TEL =L
AR 201041 H 20 H 22200AMX00235000 20104F 4 A 16 H 20104-5 A 12 H
100 mg

9. MREXIIHMREN. AERUVAREEENFOFABRVEZOARRE
201942 A 21 H
BRI TR D o — 1 o ZAEO ZhRE T E, HIER O &EOEN
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. BEEMEIAICKEHY SRR

. BEERE. BIMERARFABRUVZOAR
HREAREBAEA D - ER304E3H 290
FRARE R - EIRE, EREEARS O NE ., AR VLRV ORISR AR 14 5055 2 THES

12.

13.

14.

ARV

57

3FADOBAETOVNTIUCEZY Levy,  ( hRESUIZR) kO THIEAROYH &) ICAF 2 L)
. BEEHM
FRAHAM 2016 427 A 25 At T
FEEERARFIRICEE T 5153k
AFNE, BB D HIRIEE D Hiv Ty,
£EI—F
- JEA G S E | EBIE R = — B - o L7 BRI
o ISR = — (v1a—p) HOT OHD F5 | s = — i
TEL— L
SRR A 4219404D1027 4219404D1027 119821802 621982101
100 mg
RIZFRHT LEDEE
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1EREA 42 A, &0&E5 L, 4 BRERET 2, 20%, AFHEMIZT, 7EyaI RELTIHE
150 mg/m? ((AZFKimfE) # 10 1[EEA S AR, #&o&5 L, 23 BfRET 5, 2028 0% 17—
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REIC XV EERET S,

SRENC I T B I TR
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ZHET D L OfFETLZ L, [9.52M]

9.4.2 /NR KX OVETE AT RE 2RI D BH 1T 5T D LEDR H D HEITIE, RIS 28 e BE S
L&,

9.5 1R
TS SOTATHR L C WD ATREME D & 5 LetElc i3 G- Lo &, v b, v HFicB 0T, Ik i
WHT K OHFE (0mg/m¥ H) HNgEInTnsd, [22, 941

9.6 &=3LIm
A L2NWZ EREE LY,

BYNCE T DR, EiR. RIGFEAOREICEHY HELH

FL N A
KEOHSHCE | 8.1 Pregnancy

(20194 11 /) | Risk Summary
Based on its mechanism of action [see Clinical Pharmacology (12.1)] and findings from
animal studies, TEMODAR can cause fetal harm when administered to a pregnant woman.
Available postmarketing reports describe cases of spontaneous abortions and congenital
malformations, including polymalformations with central nervous system, facial, cardiac,
skeletal, and genitourinary system anomalies with exposure to TEMODAR during preg-
nancy. These cases report similar adverse developmental outcomes to those observed in
animal studies. Administration of TEMODAR to rats and rabbits during the period of or-
ganogenesis caused numerous external, internal, and skeletal malformations at doses less
than the maximum human dose based on body surface area (see Data). Advise pregnant
women of the potential risk to a fetus.
In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respec-
tively.
Data
Animal Data
Five consecutive days of oral administration of temozolomide at doses of 75 and 150
mg/m? (0.38 and 0.75 times the human dose of 200 mg/m?) in rats and rabbits, respec-
tively, during the period of organogenesis (Gestation Days 8-12) caused numerous mal-
formations of the external and internal organs and skeleton in both species. In rabbits,
temozolomide at the 150 mg/m? dose (0.75 times the human dose of 200 mg/m?) caused
embryolethality as indicated by increased resorptions.

8.2 Lactation

There are no data on the presence of TEMODAR or its metabolites in human milk, the
effects on a breastfed child, or the effects on milk production. Because of the potential for
serious adverse reactions, including myelosuppression from temozolomide in the breast-
fed children, advise women not to breastfeed during treatment with TEMODAR and for
at least 1 week after the final dose.
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8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to initiating TEMODAR
[see Use in Specific Populations (8.1)].

Contraception

Females

TEMODAR can cause embryo-fetal harm when administered to a pregnant woman /see
Use in Specific Populations (8.1)]. Advise females of reproductive potential to use effec-
tive contraception during treatment with TEMODAR and for at least 6 months after the
last dose.

Males

Because of the potential for embryofetal toxicity and genotoxic effects on sperm cells,
advise male patients with pregnant partners or female partners of reproductive potential
to use condoms during treatment with TEMODAR and for at least 3 months after the final
dose [see Use in Specific Populations (8.1), Nonclinical Toxicology (13.1)].

Advise male patients not to donate semen during treatment with TEMODAR and for at
least 3 months after the final dose.

Infertility

TEMODAR may impair male fertility /see Nonclinical Toxicology (13.1)]. Limited data
from male patients show changes in sperm parameters during treatment with TEMODAR;
however, no information is available on the duration or reversibility of these changes.

BB T HEFEADERES (A—RA+SUTHE) *

A=A NZ VT
(An Australian categorisation of risk of drug use in pregnancy) D
(2022 4£2 )

* 0 TR VHI D AR

<BE RO >
A —A FZ U7 %% (An Australian categorisation of risk of drug use in pregnancy)

D : Drugs which have caused, are suspected to have caused or may be expected to cause, an increased incidence

of human fetal malformations or irreversible damage. These drugs may also have adverse pharmacological

effects. Accompanying texts should be consulted for further details.
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BB THPMNEEADIRESICET HEH

RLIN A

KE O WAF SCE
(20194F 11 A)

8.4 Pediatric Use

Safety and effectiveness of TEMODAR have not been established in pediatric patients.
Safety and effectiveness of TEMODAR capsules were assessed, but not established, in 2
open-label studies in pediatric patients aged 3 to18 years. In one study, 29 patients with
recurrent brain stem glioma and 34 patients with recurrent high-grade astrocytoma were
enrolled. In a second study conducted by the Children’s Oncology Group (COQG), 122
patients were enrolled, including patients with medulloblastoma/PNET (29), high grade
astrocytoma (23), low grade astrocytoma (22), brain stem glioma (16), ependymoma (14),
other CNS tumors (9), and non-CNS tumors (9). The adverse reaction profile in pediatric
patients was similar to adults.

B SPC
(2022 11 H)

Paediatric population

In patients 3 years of age or older, TMZ is only to be used in recurrent or progressive
malignant glioma. Experience in these children is very limited (see sections 4.4 and 5.1).
The safety and efficacy of TMZ in children under the age of 3 years have not been estab-
lished. No data are available.
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https://www.msdconnect.jp/products/temodal/materials/productassistance/

63



BUEmRTETT

MSD# =1t

RRBFHLBEENEI-13-12 2023 4 1 A &T



	表 紙
	目 次
	Ⅰ．概要に関する項目
	 1. 開発の経緯
	 2. 製品の治療学的特性
	 3. 製品の製剤学的特性
	 4. 適正使用に関して周知すべき特性
	 5. 承認条件及び流通・使用上の制限事項
	 6. RMPの概要

	Ⅱ．名称に関する項目
	 1. 販売名
	 2. 一般名
	 3. 構造式又は示性式
	 4. 分子式及び分子量
	 5. 化学名（命名法）又は本質
	 6. 慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	 1. 物理化学的性質
	 2. 有効成分の各種条件下における安定性
	 3. 有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	 1. 剤形
	 2. 製剤の組成
	 3. 添付溶解液の組成及び容量
	 4. 力価
	 5. 混入する可能性のある夾雑物
	 6. 製剤の各種条件下における安定性
	 7. 調製法及び溶解後の安定性
	 8. 他剤との配合変化（物理化学的変化）
	 9. 溶出性
	10. 容器・包装
	11. 別途提供される資材類
	12. その他

	Ⅴ．治療に関する項目
	 1. 効能又は効果
	 2. 効能又は効果に関連する注意
	 3. 用法及び用量
	 4. 用法及び用量に関連する注意
	 5. 臨床成績

	Ⅵ．薬効薬理に関する項目
	 1. 薬理学的に関連ある化合物又は化合物群
	 2. 薬理作用

	Ⅶ．薬物動態に関する項目
	 1. 血中濃度の推移
	 2. 薬物速度論的パラメータ
	 3. 母集団（ポピュレーション）解析
	 4. 吸収
	 5. 分布
	 6. 代謝
	 7. 排泄
	 8. トランスポーターに関する情報
	 9. 透析等による除去率
	10. 特定の背景を有する患者
	11. その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	 1. 警告内容とその理由
	 2. 禁忌内容とその理由
	 3. 効能又は効果に関連する注意とその理由
	 4. 用法及び用量に関連する注意とその理由
	 5. 重要な基本的注意とその理由
	 6. 特定の背景を有する患者に関する注意
	 7. 相互作用
	 8. 副作用
	 9. 臨床検査結果に及ぼす影響
	10. 過量投与
	11. 適用上の注意
	12. その他の注意

	Ⅸ．非臨床試験に関する項目
	 1. 薬理試験
	 2. 毒性試験

	Ⅹ．管理的事項に関する項目
	 1. 規制区分
	 2. 有効期間
	 3. 包装状態での貯法
	 4. 取扱い上の注意
	 5. 患者向け資材
	 6. 同一成分・同効薬
	 7. 国際誕生年月日
	 8. 製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	 9. 効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10. 再審査結果、再評価結果公表年月日及びその内容
	11. 再審査期間
	12. 投薬期間制限に関する情報
	13. 各種コード
	14. 保険給付上の注意

	ⅩⅠ．文　献
	 1. 引用文献
	 2. その他の参考文献

	ⅩⅡ．参考資料
	 1. 主な外国での発売状況
	 2. 海外における臨床支援情報

	ⅩⅢ．備　考
	 1. 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	 2. その他の関連資料




