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x®V-1 BRIAR—E
=t e
sy | K () SIS S
FH [X. 43
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08-01 (H£§ RIS " E=21 LAV OV RN E D FTAT
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2 0% I i . . .
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" W HE 2 V22 4Pk (MTD) O fiat
1.925%. 3.85% & 5\ MX 6.35% 1L A
FEL e 00 T e 15 ,
I el e o E N L L
1 /14 R O S O FAT
A R ]
9003 235@W@H@$%2“ﬂ BE e OB 51 B 72 SO
HE 4 i /ﬁ?\ﬁz%ﬂﬁ o= N . ) - A
8802 %%m@Wﬁ?HM%Q”WJig S EE R 77?i£¢13 EDOWEIZ L DER
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[ (AL T O ]
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(4T R, VT x—) 5 R4 DA I I OVZE M D FAM
% E/r$*$( % E% I liﬁ{/ﬁ%{t : AT > %_j‘( N : Ay .
T-301 p%@ %@Hu%zmm P %ﬂfﬁ&qﬁxﬁﬁfaﬁﬁbt&%
HIAH CKE. EU % 42 B [H) >S5 1 KA DA NE B OV M DR
WAL | T-301 CABRBR) o BB T 1% 0o R
LB "
T-301 22;%ﬁ%2§i;5“ﬂ BE | “HWER | AT, AT LT 58 BIOBE DI LR
v EUE 75w REHR | BT 5 RAEEA
R MR 2 40 61 | __, | . - A NSO (= B I L 71 0 h 2ot
9115 CRE. 59 4) 2% | IEEMH DA
IS AR 2363 61 | __, | .~ A I S (2 B T L 7 e 2
9501 CRED =% | IEEMR DL

ABRICI T 2 AFI O ML - ORISR E Lz (ERERE),

(2) ERERMER
1) ERERREAER A& (NPC-08-01)

FFE BN AR BRI S 16 B K OVFR S8 MRS B AR 8 Bl 2 RIT, R, FEE MR &
Tole ZORBRTIE, FEGUIBRINIC AR 2 B & L 72RO A DK O eSSV TRl L 7,
PORRELRZENC X 5 24 GIOREARMALIT, FIEGITIIBIFE 9 B, BEFIELSL 7 61 (WER @ BB
R Z SRR B 3 5], 22 JEHEPRAR B 2 5], JRTE R IR E B N O 22 A A 1 f31)
BB CITEIENE 4 5], BIERELIS 4 B (NGER @ BRI Z 22 i B, BT R 2 St A
., IR R A N OV 7 L — RARRIBIES 1)) TH D . AR ERF O =R (A
TAEAERZE) 1X. MIFEHIT 91.9+8.5%., FFEMBIT 87.3117.0%., (AT 90.3111.8% Th -7z,
MIZEBITIE, AFIGERICT EY 1 I FEBEBIRE & OOFRIRIEEIT o T2, AFRIOREREIT 24
Birh 21 BIZ S MM REE S AL, T OMD 3FNEL S K, 64, THTH -7,

Z O, Kaplan-Meier {512 K 2 938610 12 5 A 447313 100.0% TH D | FEHIOD 6 » H A7
1% 87.5%, 12 # AAFERIZ625% Th o7z (KV-1), 12 » AR R OALEHIR P RA8IL, #1561 &
OHEHI L bICRETE o7, BHEAFRT, PO 6 4 H T 75.0% (95%EHIXH :
46.3-89.8%) . 12 # H T 62.5% (95%5#HIX[H : 34.9-81.1%) . MEHEHEAAFWIRI R JfEIX, 12 » A
RER TR TE o, FRGIO 6 » A IEEEAFRIT, 37.5% (95%(FHHIXH : 8.7-67.4%) |
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WCHBRA LTs GROBRIBIR & BT, ¥ = — 0 TRBRIE, AFIRE (120 1), 7Tt
REE (120 6) &b 63 ThoT,

2 ORER, BRI S C RBETIE 116 » 1 (5% (EHIKIE : 102-126 » ) Tho
T, AHRETIL 139 » A (7:121-153 » A) T AFIBE S 12 5 A OAAFHIZAARET 59.2%
([Al : 50.4-68.0%) ., 77 EAREET 49.6% ([F 40.6-58.6%) T ->7= (p=0.027, Log-rank fiiE).
ARANEFR DO/~ — REIE 0.73 (95% 15 #EX [ : 0.56~0.95) Th o7z ?,
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045 28] (83%) Thoiz, ZdHHLEELHESNIZRENEHTE o7z (5%LLE) DI, ik
B, RERRENE 20 (83%) Tholo, EMmEBMTENEHITRD Doty
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<
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AL, A7V —=2 7 FEBSM A OEHGRE CHER L (MNEHR),
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FIEEE% R 36 » H £ CTHIE - AFOMREITIZ L & LT,
5, gz 2
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S kB (6 ) CTAAIEER: 14 B HOLZEMIHHEE X 0 AF OLZEMEIZ OV TRIR
LZRMFMERS THRE L2tk, ESEEHCLT 184 RErafik L7,
AFIOE 5%, GIBRITR OIS YIBRE IR K 8 e (WL A AF L LT 61.6mg) ZHET
HZLEL, SKHEBATHE LR >, AFIOFEEIIEELE LT,
et (REIEE% 12 9 HET)
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FEAmIE H Atk
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(#5R]
(&)
o EI{EH

KA OB GITERT 2 L Bb 5RO EMmEENTHERRIIR AR -T2,
RMEIENT 65 24 5] (FAS) 2B TR 7T HHOAEFELN KB L, 205 LA ORREFEIHY & sh

AERES EIERD) 121361 (54.2%) T40HTH-T7-,

L2REWER (5%LAE) 13, BMEEREDS 6 451 (25.0%) . EEA, U P /BRI 2345 3 41 (12.5%) . ol W&,
SR, NRFRREL, BAEUR, 77 =0T R UAT =T —BHNAE 2 6] (83%) Thole, ZD
O LEEZRBIEMIL 3 (12.5%) THE SV, B 161 RethEA i 2 61 Th -7,

(BznfE]
o ABEERUVAFLM

Kaplan-Meier {51255 6 » AAGFEER V12 5 AABFRERV -2 18T, JIREHSERBIECO 6 » A LT
FRO2 5 AEGFRITEFIEGFT 100%, FREMARBIETO 6 » HAEGFRIX 87.5%., 12 » AAEGFRIX
62.5% Ch -7, EMHRBIESKRD 6 5 A4EFRIL 95.8%., 12 5 AAEGFRIT875% TH -1,

24 5] (FAS) TOR{E% 12 » H @ Kaplan-Meier A= 77 #ifIZ V-1 2/,

RV-2 FXHEBERO ARV 12 ADEREE (FAS)

o 6 » A AR 6 % aéﬁﬁ 12 » AAETF% 12 % )? A7

(%) 95% 1548 X [H] (%) 95% 15 48 X [#]

H%E 16 100.0 1.000 - 1.000 100.0 1.000 - 1.000
I8 8 87.5 0.387 - 0.981 62.5 0.229 - 0.861
EEXEN 24 95.8 0.739 - 0.994 87.5 0.661 - 0.958

o MIBEARR

6 # HMON12 5 A EEATR (hRZEMFHMEEE S HE) 28 V-3 1R 7,
ARTIX. 6 v A EMEALFRIL62.5%. 12 5 H TIH49.7% Th - 77, JI5EEMARBIETO 6 » A AFER
1% 75.0%. 12 » A A1F31T 62.5% . BREMHRBIECO 6 » HEFRIX. 37.5%. 12 » AATFRIL, 25.0%

ThoT,
RV-3 KEZBE®RO6HARV 12 AOEBEARFER (FAS)
o 6 » ALEFR 6 » A AEFR 12 % AEfFR 12 7 AAAFR
(%) 95% 15 X [#] (%) 95% 15 X[
B 16 75.0 0.463 - 0.898 62.5 0.349 - 0.811
RS 8 375 0.087 - 0.674 25.0 0.037 - 0.558
LN 24 62.5 0.403 - 0.784 49.7 0.287 - 0.676

o KPS R a7 RUMREMRE

KPS Za 7 D_R—2F7 A4 UOEE 12 3 A E TOLBL THEENRD bNESITR -T2,
MRRFHREOR—Z2T A VINHEE 12 » HE TOENTITEED 6 5 A% MK 12 5 A% DO 2855 T, WT
NWHEAERBEANED NN, TOMOEH CTIIRE BT . AEENRBRO LNZHEBIX o 72,

o MMSE 227 (GRAMEERE. s 30 R)

MMSE 2 a7 DO_X—Z2F5 A U3 BEE 12 # HE TOZENTIZ, B0 3 BLUND 1S TEEENRD S
N=boO0, ZOMOERB RO SIZIIRE 2B id2< . AEEIT o712,
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s BEREDKES
JEFHRZ DR E S (2 HmBIEFEOR) L ¥ERT (20.98113.77 cm?) 75 ORIERE R Z & OB LERIZOWN

TRVAIRT, BiER 3 AUNDEEORE S 2 SEEICERROEFHAEDORKE S LIENTRER, wWih
DR R DRI bR FIICA B REITRED b o Tz,

RV-4 EBERENOKES (FHELFERFE) O

T 7 B A HiEni 3 HLW 35 A 6 # H 12 % A
% 24 24 22 18 16
254k B (cm?) — -17.58+12.76 -16.59+14.35 -15.43+16.61 -13.33+19.94
P fiig* — — 0.5519 0.2971 0.3396

* Wilcoxon 75 fHIBALFNIRE

k FAS : Full Analysis Set K DOt G4

a) KPS (Karnofsky Performance Status) : EN4LCfliH STV 5 BHE O L RN R E

b) FREUEIREEN (PRI  EIER 11 E (N 2 YA o Bk~ MO, SEEEE. B OWRHE,
MRS, I - IV - VIR, ZOfoipit, EihoRE, BIEOWRE, DHOKEE) 1220 T, 1: Ef~4: EED
HE KROS5 PEARED 5 B CHIET 5, EWNTIE A A o &ER< 10 HE THHG L7,

¢) MMSE (Mini-Mental State Examination) : EPNALCEH STV 25 BEORBMREFFMRE T, 5THE (4.
EENB I OGHE, BE, 53 OER s, AftRAL v N CTRMliT %,

=N
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O BREUHHERE (8701 HE : sEEH)
FREMARBIERE 2R E L, WV LRATF U OEGEHREOR 5 1A o &R Lo |
FARGICE BB = =D SN D TV AT o DRANE & H M2 3740 L7 fE 5.
BISUGHEIIRRD RT3, WVAAF U EHELE L T385%NEE LWl 9,

7 b= FILUEIV O f 38 AR BRI O FAfy 2 Ji AT L 72 88 1S 2 AR E O L etk &

ERAW ) i T 5,

RBRT VA v | ShakItE, FEEMER L, R, JEER. R

ISES 187 LA D38 KA Ji D SEMEAR AR B 2 B BR U 72 PS8 SRR B (77 L — FILSUTIV) 5

o JHHIEMMRAIZ LY 7 L — RILUIIV OEMEARBIE GRS R OB EEE) &
T SISk D PIROBERE O H 5 BE

o IEEITHRIGHIET ANV IRET (5,000 rad DL E) &2 7oA

o KIBBRTOFMEHT, CTIC LV MER S EA 1.5 em BLED FAPED R84 A3 %

F R RPUILUE B

o WY IBEIETH DB

e KPS 277360 LL Lo

o JEBRIR A BB T HAMNC, 7 L — FILULIV OFFRIBIE O 1F1E AN A A S E i fa ia e
AROWT T LD MRS S =B

o HRZREIRESUINITIRED MR S Tz B3
o ABRBAAATE 49 B UINIZE LT 2 ARt s +0icdh 5, ERZ, EfmaeE I aIHEDH
D BE

Yoot | AABRBA AR 4 38 BILANICHURIEEAC FHRIEAI O £ 5 2 521 72 (= b e Y o L7 SR IEAT
. 6 I LLP) | HUEBH LA PR & BUE S G- SUTRABRBA A2 49 B DINICIRG-FED B

o = YU LTREFEFRERNHT DT T T 4 T F ISR TH L BE

o /MY 100,000/ mm? A I3 A ML ERE S 4,000/ mme A D

o RN IE OB ED H 5 BE

ARBT, RBIEEE A ZRBRE 1 AR S L, 549 B HETo 78 ZRBHHN L L,
B 49 H H DM IS OFEL I E THERF L7,

BN BAF L AGREE LT, IFO L5 3 BB IBRE 2 iE LT,

VARERE 1 (1.925% 4 /L 5 A T2 G AT WA 5RE) - 5 1

BT VARETE 2 (3.85% L A AT LA A WAL ) : 5 4

FRERE 3 (6.35% 1 /L AT LA AT BIAIEE 5E) : 11 41

S/ HREDTRRERE 1 X 0 BB BHAS L=, HIRRE 1 DBH OBEIE T LI AT,
B 7 iRk — FL Ik U7z, WRRE 1 T OB 0% A PERE i 2 J50E L, I REHINAS iT B
LI U7t HRRRRE 2 DBRE B LTz, IROBIRRE~OBITS Z N L Ak e L7z

i S N
ST ﬁf%ﬁ(ﬂ@%%ﬁ%ﬁ@ﬁ@\ﬁ%¢t$
HihtE

AR A, PRRREROMRA, KPS A =7 IO Eig i
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V. JBEICEAT HIEH

[#E£)
(Z2M)
o BRI IR
REBIZSM L7221 BT oREN 49 BH EFTOBERELK T L, PN -7z,
o FIEH
IBBREEDB SN T D E BN D TEHNIA BN d > T,
BIVERIZ, 1BERE1 @ 5/5 61 (100%) . TRERE2 D 4/5 61 (80%). 1RHERE3 @ 11/11 5] (100%) 12D 5
- (£V-5H),

®KV-5 BEMERARBRRNEOME

HAERE (DNLVARF U EEHY%) TEREE 1 (1.925%) 1B 2 (3.85%) 1B 3 (6.35%)
ANIATF S BSHR : 29.6+2.6 m 60.8+1.7m 955163 m
ﬁg%ﬂiﬁf% 250.-308) (578-616) 76~ 101.6)
S ST B 5 5 11
RITEMZEBLBIE (%) 5 (100) 4 (80.0) 11 (100)
BIIVE RS B 26 10 38

2HRFEO2HILLE (10%) (2RO LNEIERE. 8, RS, JBRAR, FEL Bk, SEENTEER. &

mopE, BL, . T, MEEE ME~ 7 2o U AMETH o7, :®5%%%%‘éﬁﬁr7§!mﬁ>ot$

RITFERTH Y, 1BFERE1 T1/561 (20%). 1BHHRE 2 T1/5 6] (20%). J89REE3 T 4/11 41 (36%) 1272

H BT,

HENORMOBIERL 2 B THE S, WF & LEEENTEAT 2R BIREEAT A RCidar b
0 — LV AREXIIRETH > == DICHFN 2 iIT SN, ?%ﬁﬁ?ﬁ%’ﬂiiﬁﬁﬁ% M EE K ONRBREE D

BRI,

(H3htE)

o A7FHAR (Kaplan-Meier i)
TRRIER E % O AWM AR V-6 1R LTz,
AR R EL, WBEREEL GHD. 2 GBI RON3 (11 4)) TEIZFI 65 MM, 47 #iE &N 23 #EE T
Holz, IRBIKEER 6 » A (2638) LLEOAEFERNL, 1BWEEE3 TIX 5/11 ] (45%) ToH-o7=DIiTxt L,
TEIERE 1 Tix 4/5 Bl (80%) . 1RIERE 2 TIX 5/5 4 (100%) THh o7z, 1BERIREEER 12 » A UL EOAETES]
M. VRIERE 3 TIE 3/11 B (27%) . TBIERE 2 TiX 2/5 Bl (40%) . 1BERE1 TIX 3/5 %1 (60%) TH-o7-,
TRERIRAE 18 » A £ TO R CHIEIL. 1RERE3 TiZ 11/11 41 (100%) . 18HRE 2 Tix 4/5 %) (80%) .
TEIERE1 TIX 3/5 41 (60%) TH-o7,

RV-6 £ZHEE 214 OBRREBEROEFIM

1BIRAE 1B%RRF 1 1RIRAF 2 1BJRRF 3 SN
B3k 5 5 11 21

AR R AE () 65.4 47.1 234 454
95% 15 HH X [#] 15.9~176.0 42.0~133.6 16.7~52.7 23.4~64.6
6 % F 26 38) EAFEE 4 1%1(80%) 5 $11(100%) 5 #1(45%) 14 11 (67%)
61 A 1 151 (20%) 0 $51(0%) 6 1 (55%) 7 B (33%)
PRELC R 12 » J] 2 151 (40%) 3 51(60%) 8 51(73%) 13 $1 (62%)
24 % A 4 %1(80%) 4 51(80%) 11 %1 (100%) 19 1 (90%)
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e KPS R a7 RUMHRZMNRE
R—=RAF A VIO KPS A 27 OV CFEERFZEIL, 1REE 1 2 KO3 T, ZhEih 82113 (5 41). 86
+9 54 LO8=E13 (11 41) T, FTMTAICITIAEREL 2 k3T, ThEh 74=18 G, 72+18 (5
B) KRON78+E15 (114) &, ®IRFEREE b RX—RA T A VRHZHEL LT,
B 7 HE CIRIEHERE L, 2 X ON3 T, FRFEN 85113 (44, 869 (5H#l) KUN76+17 (11 %) & 72
O, TRIEREL KON 2 TIER—A T A VHIFOKYEE TRIE L7228, 1HHERE 3 CIEE(l Lt 7=,
BN 49 B H Tl 1GHRE L RO 2 TIEENFN 84117 (54) . 869 (5H) & _—2F A L HEDKYEN
HEFF STV, JRFREE S TIX 72224 (11 4) EX—RATA VHFLVEH TR 10 Ao > MEF LA (1
B TITR—ZF A HEE70 225 10 1ZHEL L),
MRFERIRAE TlE, XR—AT7 A U NEORA a7 02 baElL, RBEHMZEL TS otz

s BEBDEBZRBKRE
IR D DI OB 2 #EE L7z, IRBEEEER GO URE T o oies GRS 1 B H) Ll L T,
FRBRES 14 F HICEZRIER OBER &Il S L7 B8 1T, TRRE 1 C 3/5 i, 1GHREE 2 T 1/5 B, 1RHE 3
T2/NNHITH-Te, TDk, BB 49 H BIZIE, a5EHE 1T 3/5 61, 150 2 T 2/5 6, it 3 T 6/11
151233 A 72 HES D HE R & Il S 4u7es

1) AFIOARE WML - HRIIUTOLEBY TH D,
WE, AR, EGUIERIEDO R X SOIRITIS U T, AHI 84 (WL L AF L LT 61.6mg) ST Hi
U 7 A8 e R AL D Rt s D B i 2 8 4% X O ICRiE T %,
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V. JBEICEAT HIEH

Q@ MEEMHMZBE (9003 HER - SEEH)
AN, FIEMARBIEERE 250 E Lo XA vy NBR T, ??ﬁ&()“%ﬁﬁﬁﬁ%ﬁﬁfﬁﬁ@ﬁm
TR & L“C OIE FAREEIZ NI RE B 9D v A AT G AN & RA O 2 2V 2 e LT,
AFH ODEMP‘J%%&)Z)P ifiﬂl%ﬂ‘if‘?(ﬂﬁﬂﬂ EHLNIEED H D EEHER TR %%Lf\ LHwEEE
AT RS FHE RIS 2 R T EGIERD R o T Y

FEHY H5E D EMEAFRB IR 1R LT MBI R OSSR IR AT BRIE DA INTaHR & L CARH & fi
M LUTSaozeltza i+ 5,

RRT A | S, FER
PIE 3 18 ik LA_E DA 5 SN A R B R A A
. ZIK%'J A AT RS AT A ST E A ZAEAR DWW T 0N K0 MR O @ ORI 4 ffe
B LB

ERIRINIEUE | o K?ﬁ%ﬁf“@?frﬁﬂ#é:\ CT XX MRIIZ XV HER SN ER 1 cm UL ED FRIE D B —j7 B
EHL, TOEGNIEFRERZZL TR WEE
e KPS 2= 7760 LL oo

o HRRBHEEUINTFRENHER SN BHE

o REBRBALATE 6 » HLINIZSEIE 5 WREMEDN 0 1cd B, ERAR, Az BT AHEDH
EEvAN Y % BE

o HMLEREDY 3,500/mm? AR I/ ELAY 100,000/ mm? Kii 0

o JEBME A X v N R AHE & HEER S 5 & AR BUE O BE

BEREE 22 BIOEEAZUIRL. TOUREICHONLVAATF U E/3R A £H720 hrsA
FU 77 mg HEA) HEOK S HUAE L, 93 BRI sk OB B P E 1T K 5 R
IR B SRR TR & i L 7,

RBITE | s, ~— 254 o (AT BUA). TR (Visitl). MR (Vist2). i
BRI (Visit3) . B 60 I (Visiw), W 120 71 (Visits), BB 180 1 (Visi
6). W 210 1 (Visit?) & L. THLUEIE2 5 8 =&, S HRE 2 EREEE L7,
S bt
B FEES GER). ERAAERS. R, RBH k%
T
R, . ORI, KPS 2 a7 . IEEOEGRE &
2]
(Rat)
o BRI IER

R A IR L2Blid7e <, 22 BB T, JEERFEZIZT—% Iy b A7 B E THEBRAETH - 72,

o BT
AARBRHI R R O TIE 19/22 5] (86%) T, 18/19 i (95%) iﬂif@%ﬂliﬂfﬁﬁi%@ﬁ%ﬁ\ 1 BT FEA
PEREENEEME Y O SEIZ K D 6 O T, Wb IRERSE & OB EMEIIFE O b o7z,

o EIEH
FEAfER 22 IR EIERIE, 661 (27.3%) T 1014 (16.9%) FBLL 7=,

o LERRIVERIZEESEN 3/22 B (13.6%) . AMTENE K OMERE DI E 2/22 151 (9.1%) . MEJJGE, IR 2 Ot (R
EARRD 1/22 ) (4.5%) Thol,
Grade 3 (FJ%) &HIESAVZRITERIL 3 BT, B3, MR FRRE R, IREL QYRR K 1 Th o7,
EREAFEFGUL2HNTHB L7223, WTN IR & ORISR L & HE S,

L4 Eunﬂ_{*ﬁﬁ1ﬁ
TR E R 7 DAV BRI O R AT RIL, KRFr, KL, SAEORIEREAT v A NI X DM E

DIRIFERE L AR TR TH D | WIS ARAIOREIZ X 52T O o7z,
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V. JafICE9 HIER

(B4

o EEFEERUVEFLM (Kaplan-Meier #2%)
AFHIH R OB C R AR VT IR LT
AR O PR ET, BER 41718 (95%EEXE : 31.9~54.08) ThHo7-, 7=, HEH% 6 » HOATE
X, 1841 (82%) Th oT-, Tz, RFEELTEEIT. HiE%R 6 » A T441 (18%). 12 ﬁﬂ’( 14 %51 (64%) .
18 » A T18 %1 (82%). 24 » A T194] (86%) TH-o7=,

RV-1 2FHEE Q) OEREBERDERLM (B

HH 2B (22 )

EAFWIR S E SRR E (GR) 40.6+17.8
95% 15 8 X [ 31.9~54.0

6 » H (26 W) EFR 18 #11(82%)

6 » H 4 %1(18%)

N 12 % H 14 111(64%)
R 18 7 1 18 171(82%)
24 » A 19 #1(86%)

e KPS X a7 RUHZRFHRE

KPS R a7 ONHEHEREFZEIL. N—R T A4 WD 82.3+13.8 (22 #)) 1Zxt L. FfrH 67.3+18.6 (22
1)), Visit4 (B 60 H) 28 82.7+15.2 (22 ). Visit7 (&% 210 H) 2359.4+26.9 (16 ). Fikiz s
H2354.1+29.1 (224i) TH-o7=,

PR RRRR A D B X, SEEEE K ONEIEED 11/22 61 (50%) M bEhnoToh, BREDRE 238072
DHT, IR (?LEE(?EE) KOt (BB, IV, VI 6ié1§ﬂfﬁﬁf“?§>o7‘:0 Visit 2 GEFEH) 7>5 Visit
5 (it 120 H) 2B\ T, RIE (FLEAIRME) KOs (GBI, 2BV, VD) ZFR< T TOHEA TX—
AT A AR TWT OB H ChEE /R L7223, Visit 6 X OV7 (BiEf% 180 X 18210 H) TiE, 3%
TOHEBANEL LT,

o EEDEBRRE
RIS LA S A ROFMAFE V-8 IR LT,
R—=2 T A VREONEZEO - O EFE O VEE () 13161 (£8.1) cm? T, FifiZ L b L7223,
Visit 7 (B &% 210 H) £ CHa L7z,

®V-8 BEBRBREICLKDIERYAADEL

il B LS A CF- S8 = AR Y 25) em® EUNTHR L7 (%)™
N—ZAFAH 16.18.1 —
FilF A 11.9+94 0/14 (0)
Visit 3 (BUR#RIBHBAAG A ) 15.9+81 2/15 (13)
Visit4 (BiE#% 60 H) 16.0£6.2 3/20 (15)
Visit 5 (Rt 120 A1) 17.2+6.3 6/18 (33)
Visit 6 (%iE#% 180 H) 18.4+7.2 3/12 (25)
Visit 7 (%1E#% 210 H) 23.7£8.7 9/12 (75)
AR 20.7+8.0 11/21 (52)

) EPNTHER U7 R Wi A I R
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V. JBEICEAT HIEH

(5) MRIFAIERER
ENIZ BB CRREEAYFRER 12 506 L TV 720,

1) B LTRERGHE
LBk L

2) LEEER (EEAL. —EER. T3 RARER  HAERR)
@ FBEH (8802 5k : EEH) ¥

PR BV BIE RS 25t e U, 5B 1/ A Bl sl (8701 386k) ([CR W CRIR L 1 i
BV INVLEATF & T77mg (3.85%) GAT LA (KA I2OWT, WIVAAFU2EHL
W (7T 'R T zv—) L OWEIT X0 ARE R OV AN L7, ARAIBETIL, BRs
AR RBIE O FF ARSI TN LT 6 % AN Lz, FHESE (0~5 H) OREHEE
DEML7ZH DD, HVAAF L OERHEHEERHC UL LITRO 2 BEERAERS 25+
X otz

ABHCRHE LIZARBID BT D IV AATFT o ORMEE 6 5 A EFFROBEFEIZ LD K

EERN U E e ARREE ORI £ AT 5.
WA | SRR, HER. BERIL. 77 R, RS
PP 18 80100 PR B
o DLBORSH X I TR BT S B S T

o O IRARIBRI RN AT IE DB N H W . Z LA O S RRIRIER SR A T R

o AKIRBR COTFHMHC, EEMEAREIC L VIR SNZER 1 em LLEO F RO B
AT HBHE

ERBPILHE | o RIS EUIRIGEIETH DL

e KPS 2377360 LL

o JREREKZBEET HENT, BREA ST EMMIEZAEARDOWT N L0 TEVERERL | % 6
BLIZEET, IO FINFOREERIZBWNTELETH S Z iR En2na, [E
B (BEETIEARY) | DRER I, 2> O FINERN IR S BRI & STz &
#

o TR IS OBED & 5 B H

o WABRBALAAT 4 BIH LAWICHIESH L A0REA] (= be Y o L7 SREEANT 6 BRILIN) o5
ZST T

o JEFHEG A X v LSRN ARE & HESE SN D IS ANEBEUE O B E

T abRA L E

ALYV —= 2 TR BRI U, i TR R (TR R B A O FEE DS HER S T2 5 A
AHNNET T VR T = —Z HNEE LT, IRRIERE E % 2 B M CLNIIES 7 5 ok
LA AR L,

RER L BER, BpA., b RERG R GefT L728ma) . BiEk 2, 4, 6 KO'8 » A, £
DIBEIE 3 # A Z L ICFH 24TV, R 3FEMXITT —% B b7 HETEREZBH LT,
o AKIHE : 3.85% DHINVAAF L 5HEH LT-w = —

o FITVREE  AKFNEHNANRE DT TR (HIVLARAF U HEERD) 7o —

TEFMEE | MBS 6 5 AOAAEEL 6 5 A RO BRI

A2tk

o /ETFHIM

e KPSRA=7, MMSE X =7

o TOML : MREERTIRAE, Bk L -L (LOC) ., MO E G R
waetk

FECFEASEEE, AR R, AEFES EEM) . ERRAE

A RARHmE H
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V.

ARICET SIEE

(#5XR]
(BEzhiE]
o FEFHHIRE : 6 n AEFERRU 6 » AFDRBILTR

HIMWEDfR T4 222 5] (CRAIRE 110 51, 77 B AREE 112 f5]) CTOREER 6 » HRORFEFEEFEEZR VI IC
R UT-, BER 6 » HREAIZBWL T, AARE (110 #1) 1366 61 (60%). 77 AR (112 41) 1% 53 %1 (47%)
PAELE LTz (p=0.061 ; Fisher E#HE=RE), £7-. Logrank FiiE K&k N—i%{t Wilcoxon M€ DfEF:, &
E% 0~6 » ARICE T 2 RESECHRIT, AFFECB VW TRN S ODOREHIABZITRO benoiz (£
i p=0.063 % O p=0.077)

Kaplan-Meier ZE1Z#I#RIZ OV TIT V.3 (2) @ 2) SMEIKEQHE IS MEEME ] OXV-3 5/,

RV-9 BE®RG6 » AMDORBEFRETE

AFEE (110 B1) 77 B AR (112 i)

BRFECH BRIE T LD BRELR | BRSO FHLTHED
HE % (%) ((2)) FRYERRE (%) ((2)) FRYERRE
1% H 0.9 1 0.90 2.7 3 1.53
2nH 8.2 9 2.61 8.9 10 2.69
3»H 16.4 18 3.53 23.2 26 3.99
45 H 26.4 29 4.20 33.9 38 4.47
5#nH 33.6 37 4.51 46.4 52 4.71
6 H 40.0 44 4.67 52.7 59 4.72

Log-rank fE: p=0.2971, —f%{k Wilcoxon /& : p=0.1056

JEBISRATIC K 2 IBERERE (145 1)) (2BIT 2R ER 6 » H £ TOAEFEIX, AFIEL 40/72 B (56%) T, 7
TR REED 26/73 1] (36%) &l L CHEICL ) o712 (p=0.020 : Fisher HE#MeRE) , BB TIX, &
Btk 6 7 H £ TOEFHIOFEIIARRE, 778 L BIZIERBETH 72,

24 FFHAR

REBBEMMNA T £ CAEF LZAEIL, AFIRE 11061 0561 B%). 77 2HREE (112 41) 285 %1 (5%)
T, AWM ORI, ARAIFED 724 v H (95%(EHEXMH] : 6.05~854 » H). 77 BAREEN 542 » H
(95% 128X ] : 4.73~644 » H) Toh-7- (Logrank HE : p=0.297. —f%{k Wilcoxon ¥ & : p=0.106),

KPS R a7 R U MISE R a7

R—=Z2 T A U DLEREZHERDETO KPS 227 OZEOEHME (FEHERFZE) & O REix, AFIEEH-23
(£21) K20, 7T BREEN-23 (£23) K20 & MEETCRBETH 7=,

R Z 1@ U C, MMSE 2 o 7IIAFREL 7T AR & ORISR —B L7-FEITRO b v n-o

—o

HRERE

BARR SRR OREIZMEE S HICE L, 227 OB GIZITRIFIC— B L7 AEITZRD Lo 77,
NR—=ZA T A UPEEEBER £ TORA T OBLOEHE (CHEERZE) RO REIL. T2 AR
T511 (+£6.78) Kr315, FTBREET 556 (£7.84) K327 & 7T v REENAFREL Y bFhT kK
Mol

B#E L AL (LOC)
WFHOBIZERICBW TS WM T e 0o 7=,

BB DEZIRE

NR—R T A UIEOIEZEREO I (AEERFZE) KO REIEX, 22N AFIRED 20.2 (£10.0) cm? KO
20.0 cm?, 7T BAREEN 229 (£13.9) cm? XN 20.0cm? THo7= (p=0.184),

FIF B OREBmEEIL. AFEEN 123 (£11.9) cm?, 77 AR 163 (£15.1) cm? ThH-o7= (p=0.094),

HiE%2 » A TIERTIE OS2 & ik U CTIEEY A X F TR L7z B 1T AKIRE T 20/84 11 (24%) |
7T AT 17/80 B (21%) TH V. FBIITHERK LIZEBE L, AFIRET 35/84 6 (42%). 77 BAREET
27/80 B (34%) TH -7,

4 3 A CIHEEY A APHERKT 2B IXFEEEE D 2 5 AOREREIRIER U Tho7=2, 6 » A Tid, EE
A XOEKT 2B T AFBE T T Uiz, ZAUTK L, 77 B ARTRHERECIE ZF ISR 15/41 41 (37%)
L2 5 AKO4 5 H OFHmRE S % ERl 2 HE 2R LT,
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V. JBEICEAT HIEH

(R2H]

o BTET-IXHERPIEER
R I P K OSBRI Iz T AAIRED 105/110 ] (95%) KON TR AREED 107/112 il (96%) 723
FETC L7228, TRBRIRICBEIE 4 2 LT L7 E EBlid e o T, £, AEFRIC L DB IEGIL AR T-,

s HEER BIER)
LRNEOENT S 222 B CRAIRE 110 B, 77 B4R 112 1) . AHFI#E 67 i (60.9%) (2190 1, 77 &
WHETL B (63.4%) 12 182 EDEWEH GRS b7,
5% EIZH B - BIMEMIE, ARIEETIE, B2 16/110 ] (14.5%) . R85 13/110 1 (11.8%) . IR
10/110 f51 (9.1%) . WRM:, RN ER. FEEKL ORI AN 9/110 511 (8.2%) . SaELIKTENS 7/110 51 (6.4%) .
&GN 6/110 4] (5.5%) . 77 BARRETIE, & 16/112 61 (13.4%) . A FREDS 14/112 61 (12.5%) . K5k
FENS 9/112 f51] (8.0%) . Y%, MR K& OFR 2345 8/112 i (7.1%) . MaE K& OBEELIRAEA 45 7/112 5] (6.3%) .
A ORE A 6/112 1 (54%) Th o7,
AAIFETIE Grade 3 () DORIVEMZS 20/110 #1] (18.2%) (2 24 {4, Grade 4 (Efma&nyd, UIEL)
R 7/110 B (6.4%) 1T 114, 77 BAREETIiX Grade 3 (FEE) 723 22/112 6 (19.6%) |2 28 T, Grade 4
(2 id, UIBET) 23 8/112 41 (7.1%) ([Z9fFTh -7,
KA GRS B N T, HEDORIMOBIERITIEL L 22ro T,

o ERRIREIE
BRI TE B & BRIR M A 58 O S B L IR 221370 > 72 (p=0.410)
P O RIROI BT AFIEED 71/110 1 (64.5%) KT T AREED 66/112 ] (58.9%) T. EIZ
PRIMER B EMRAIE O T X O A MR DN T, ~~ b7 U v MR BAARET 42/109 6 (38.5%) KT
7 RARRET 41/112 B (36.6%) . HIMEREHEINBSAAIRET 26/109 51 (23.9%) K OT 7 £ ARET 26/112
(23.2%) TH-oTz,
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V. JafICE9 HIER

@ #FERTHA (T-301 HE&k : SEER)
19 O TR G 15 5 I A 2 W75 5 B 2 k% & L, IEISEIRIEIS o L 1 % T
3.8B5% G HRY 7=t 20 (KA £7IE7 78R o —EMNEE LT & EOEIMEK
WL EVEIZHOW TR Lz, AFBEOAEFHMMIT, 77 B AR L i L THERIEREN A DL,
FEEGZOREBRNGL 7 TR ERRBE TH Y,

HIFETENEARRBIE 8 T LRI OB R 2 B9 & U 72 AVl B OVR T IR R 1
TEAR AAVRE 2O L2 ORIMER O ati e, 778 Ry = —RBiELZH L2 BE Lt

5 L CREii T %,
BT YA | SRR, —EER, EBEAM, 7T AR BN
s mﬁﬁ%s@p@%%@@ﬁ%@%%@\ﬁfm%@%mﬂﬁéiw\m%%%&&wm%
WAL AREAT D BE
oﬁ%@QMT\3VF§XF%%ﬁ&%ﬂéi*@?y%Lﬁ%@%@%ﬁ%%éhf
AY-Y::!

o N—2F A D MRI AFXy D 2BBLINO RN LR B
o UL FITRTTHIRER LA IC K 2 FEUE AT 7= 3 B3 (TR O AR U TR B2 A2 M O 4 1%
WZ LD EEEITELR D)
EEVASE /AP 8 a) WRIOARNKREROLGA ., HAEY R SUTEHMIEZIER O WIS X DR E
Pl CEMEMRBIE & 2l s s BE
b) AT AR TEMMRBIEA TR SN TWEA . BRI A SUTERHIRZEAR D
TN K BT IRER RS W C R AR BNE ST BRI (B T Y) o
N EBW S B
o KPS 2= 77360 LA Lo

o JEEM/NFIMOBEN D D8BE (277 L. 2000 EMARKITRL)

o AL MRI OREREHEIC X 0 . IO SUIIEY 2 Bl 2 5 2 580 % B3

o KERBHLE 12 » AU T B A REEDR+ 02 H 2 EMEBENTERREMEDH 5 B
*

o = Fu YU LTIZHRT HIBBIENH 5 BHE

o WBEITHUOBMIFIEELZZ T2 ERdD HEE

FRBRANEE | o RN T A L EMRTIZ AR IBIE 259 DAL R & 52 T T2 B S LR IR TR A
OG- HZ T T DB

o IfiL/MEREY 100,000/ mm? A 1% E ML EREAY 3,500/ mm? Kjifi o B

o ITHEEERAME (AST & ALT O 5, A ULy, ALP) @955 1 2L kA3, IERE
RO 15 5LL ETh D EE

o MiEY L7 F=rBNIEFM ERD 1.5 L4 BUN N IEWME ERD 2.5 #LL L. EAR 3
g/dL) UTXAIRAIIMNIR %786 5 B

AHNNET TR T 2 —ZEAEAIZ 1% 1 (N2 120 1) OEIGTEY i), IEEE

H% A BRI 2 fed 8 Mok CRIE L. RIFTHG B IE & fElT Uiz, Fi&E OB Ek%

123 HOBSE 2T =2y bAT7HE LT, TNETORETHNIL TR £ CEHGEAE LT,

o KAIRE:3.85%DINAIAF U HEGH1THY 2n— AKHTZVDINEAT U EHETT
mg)

o FTRARRE KA EHNABE DT TEARY = N—

e

EEIHIRE | A0 | ST (R R EE 0 BE% 12 A RBI)

A
I A 44 HIR. | HRRER R
VKO ETATE B Ezﬁmﬁ@iﬁ%%\miﬁiﬁ%% KPS 2 =17 it FHIfRE

AEFR R, BERAEFSES. WRREE
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V. BRICEHT HIEE

(#5R]
(Fahtt]

o FEFMEIRR : £FHM

SEEEAVAER] (ITT) 240 B CRFIEE 120 i, 75 BAREE 120 ) 2 xt4 & L~ AEFHRA2 £ V-10 I3 L
7

BREBEBE% 12 7 A B RWOBE OB HHKI 30 » ARER) £ Tlo, REIRED 88/120 1] (73.3%) &
W7 ZBAREED 93/120 41 (77.5%) MFEL LTz, K16 RED Kaplan-Meier 1512 L 2 A7 DE % Log-rank
FRECTRRE LR R, AEENRO L (p=0.027),

Kaplan-Meier 12 #RIZ DWW TIE TV.3 Q) @ 2) AEERBAEOVIFEMEELE ] OXV-2p.13)H,

RV-10 ITTEMEA (240 41) DEFHIRE (Kaplan-Meier %)

AHKIEE (120 1) 77 'R EE (120 1)
FETHIE (%) 88 (73.3) 93 (77.5)
AfFI P E (7)) 13.9 11.6
95% 15 $H X [H] 12.1~15.3 10.2~12.6
1EATE (%) 59.2 49.6
95% 17 #H X [H] 50.4~68.0 40.6~58.6
J& % Log-rank #i & (p fif) 0.027
BIFEHTOEFLMN

ITT £ 240 Bl O ER & U CRBEEIERSE 207 1 ORFIEE 101 61, 77 B4R 106 61) (2315 2 AFHH
ZHRV-AVIR Uiz, Sk A B 8% 12 » A B IO BIE OBED 5 30 » H R £ TIIAFIFED 79/101
B (78.2%) KMONTZBAREED 85/106 171 (80.2%) 73T L7,

KIRERE D Kaplan-Meier 1512 X 2 (7 BIE D& % Jg Bl Logrank fR7E THRFT L7228, AR ZEIL 1o Tz
(p=0.098) , Cox LW — RET MLV FHEIN T TR LR, IRIRIEC X 28GRI E T
H-o7- (p=0.050),

=V-11 BIFESEE (207 ) OEFHARM (Kaplan-Meier jk)

AFIEE (101 1)) 75 AREE (106 fi)
B (%) 79 (78.2) 85 (80.2)
IR E (A) 13.5 11.4
95% 15 $E X [ 11.4~14.8 10.2~12.6
1FALFER (%) 57.4 48.6
95% 15 X [ 47.8~67.1 39.0~58.1
J& %) Log-rank #7& (p fi) 0.098

125 AETOEE

ITTHMIZHOW T, BB E % 12 5 A BN TR 2 J ik U7z B S IARFIRET49/120 451 (40.8%) .
75w REET60/120 %1 (50.0%) T -7z, 1EMDAELFIZHONT, IBEEEMICAEZIZ /) > 7= (p=0.108,
J& 5] Log-rank #i7E) .

JREENE R TlE, 1EBREREE % 12 » H £ TSR T UTRBR A2 1k U7 BB IAKIRE T 43/101 151 (42.6%) |
7' AREET 54/106 5l (50.9%) Toh o=, 1FEMOELFDONT, IBEFEMICAEZ Lo 72 (p=0.206,
&3] Log-rank #i &) .
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V. JafICE9 HIER

o EIBEAFHM

ITT 2£Hi2>W T, Kaplan-Meier 352 X 0 67 U 7= B EALFHI O P, AFIEET59 » A (95%1(E
FEHX : 44~83 # H)., T REETL59 v H (Al :47~74 »A) ThoT-, F7-. I1RHIEEER 6 » A
MRS OB RN e DAL o T B OFIG I, AKIRET 48.8% (95% (5 HHIXH : 39.7~58.0%) ., 77 &R
BT 481% ([A : 39.0~57.3%) Th-ol-, HEMEALFHIMIZOWT, 15 EED Kaplan-Meier 1512 L 574
% D E W % Jg 5l Log-rank 7 CTHET L 72/ R, AEAIT -7 (p=0.901),

[BIEREREIZOWT, BEEAGHIRIEL, ITT £ L0 bbb Tcmho72n, ITT £HO/RER EFR UL,
AT AP AR IR CRIBRCH D . BREZEIE R -7z (p=0.621, &5 Logrank fiE),

e KPSXO7
ITT 42>\ T, Kaplan-Meier 12 & 0 #F L7= KPS A =27 OHALF TOMM O P RAEIX, AAEET
119 » A (95%E#EXME : 104~13.7 » A). 77 REET104 » A (8 :95~11.9 » A) THYH . {BHRIK
BEH 1M KPS 2 27 OEALRA LR T2 BEOEIGIL, AARET 47.5% (95%FFEX M : 38.4~
56.5%). 77 EAHREET 39.3% ([ : 30.3~483%) ThHho7-, KPS A= 7 OE(E TOHMIZONT, Kk
J#E D Kaplan-Meier 112 & E)ETF%%Z@@U\%E%U Logrank f2 7€ Tt L2/ R, AEENRD i/,
JREERE G DE /r £ I DT, Kaplan-Meier 1512 & W #EE L 72 KPS 2 27 O b E TOHM O 9B
AREBET 117 5 A (95%F8E XM : 10.0~12.7 » A), 77 &A#ET103 v A (A:92~116 » ) Th V) N
TRERIRBE 4 1R KPS A 27 DAL B o T2 BE OEE 1L, AFIEET 43.6% (95% 5 X -
33.8~53.4%), T EARRET38.0% ([l : 28.6~474%) Th-olz, KPS X =27 DOE(LE TOHMIZ OV T,
K-9ERE D Kaplan-Meier 7512 £ 2 A7 OE W% B Logrank E TR L2, AEREX o7z
(p=0.189, )&% Log-rank #%/E),

o MHIRFFMIRE
ITT 4£[H 2>V C, Kaplan-Meier {12 X 0 HEE L 7240200 ME O B L £ TOMMIZ, R ZERTXTo
THH CAAE L 77 v RBOMICAEZENRO v (P<0.05, BRI Logrank BiE) . Wi b AHKIRECEAL
FCOHBOFIREITIER LT e, 1R TIXIREEERNIC A B =N A B2 - 7258 (p=0.087, J& 51 Log-rank
WE), 77 BARREE i LT, AFIRECE(LE COM O FIMEITIER U CRAIRE : 44.0 8, 77 B REE
424 58) . 1EMICEAR L SN - BEOEISITE -1 (REIEE : 42.3%. 75 R EE : 35.8%),

e QOL
EORTC QLQ-C30 i%., FAZREEE L CHERED 5 REE (SR, #&eHl, 5850, 5, #2) . Bk 3 RE (97,
PRI, D - TEM) . 2R QOL K OYEIRO B —IHE (R EEE, RIR, SRR, B, THD O
530 DERNGR D,
xH) QOL (B L T, _N—=RA T A 6 OB EO LB 2 15 FREM TE L7ofE R, T OFHARHIH
TIRIREERIC 2T R o T2,
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V. JBEICEAT HIEH

(Z£H)

o BT
AFIED 88/120 151 (73.3%) KO 7 EAREED 93/120 il (77.5%) 23 Ff& B 8% 12 » A LURTIZIELT L,
D% (RFBETS B, 77 AR 84 ) 1IEMMETIC K 2T Th -7z,

o HEEZR BIER)
LMD G: (ITT) 240 #1] CARAIRE 120 #1], 7" F & AKE 120 #1) §1. AHIFED 67 # (55.8%) 12 203
. 77/ AREED 7341 (60.8%) IZ 242 FEORIEADBO i,
2%LL TR S EMERIE, AR TR, AR, BIVEM (RUSHEE) . BT, BOIE, IBlA R, &
RRAE. ELD WEeh, RRGL. BN MEFNE. RIG. SHELINRE. URESEMIRIMASAE, SERRE. MR, KM= —
BT — AEIEE, FERFLEORE ThoTo, —J7, 77 B ARRETIE, &8, R, BIER (BUSHEE) |
SRR, VEAE, CRERME. WERL, JEY, FE SRR, R, KM= o —w 3T — SEELIKEE, ELD, TRl
AR B, BIPE, KR, IROEE, G, HIR, RELXOCESRE TH -7,
Grade 3 (FEE) ORIWEMIZ, AHIHET 20.8% (25/120 #1) & 47 ., 77 EHRHET 30.8% (37/120 f51) 1T
65 RO bz, F7z. Grade 4 (Emagid, IKL) OFFEERIL, AHFET 15.0% (18/120 i)
(220 1, 7T BAREET 13.3% (16/120 1) 12 20 38 b7z,
HIEREWEMIL, AAED 45 651 (37.5%) (2921, 7T BARRED 50 1 (41.7%) 12 104 RO Bz, Z
DD L bBHENE D EFRIT, AR O T B RREL IO [AAIRE 14.2% (17/120 F). 77k
WHE18.3% (22/120 1) ] ThH -7z,

. BERERREIE
MR L DI AL R D~ — 2 T A L in B DIHLIZ DN T, O b IR L Bl 2 &
2 5B BRI ERD B 5 I{LE 2 bR b T,
ROV b REE . REEROE U /LB AU CRTARERE & b IR 4 58 U C R~ % 254
R BALT. E 7 AR T 34 B R Ao T,
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V. JafICE9 HIER

® #HERT Gt (CL-0190 8% - SEEH)7
WM A xR & U, T K ONT BURBRIR R O INRHR & L CORFIDONF % |
TIRRY =n— (RFIDEFTdo 2 IR V)~ —CHBS & &8 L TUORWERLED) L i

L7,
A %D%EEF%EWH%E@%% WX Ly AR M OV SRR R B TE O AR & LT 9 2 A%l
N O 0 % B3 5,
R T A1 %ﬁ@;&i@ . CHEEKR., EEAL, T B ARSR, WATEER], BIHRR
PO 18 1% ~ 65 % D W) FE AR AR B e i
o EPERRIRIBIE L HIHIR I S Av, AAELTIR . BRI R M OB SR B O TRHRIE S 7 B3
. Ziuit%ﬁf@%fhlf'f AR CTHEZ 1 cm DLEDO FAWEDO BE—JREAER S, D
AR LY @%#E¢ﬁ&xibfw@w%%

o KPS 27760 LL Lo
o JEBRIREIE RIS, WRAEA ST EHSA 2 AR DOV AT S0 B EE 0D O e I %
TR LI

o HARRERAEXIINITEEDOD HEHE

o WERPALR 6 » A LUIWNIZIEC T 2 WREMEN T H 5 L e BT ERRAEIHEDH 5 &
T 7RRAM AL E H

o /RN 100X 109/ L A U3 A ML ERE S 4.0 X 10°/L A D

o CT XIE MRILIZ & 2 JEBFER A 5 v 23N AT RE & HELR S 5 @S ANBIBUE O BFE

TR OFFERE AR A CREMEAPIRIBAE 2 2 Wih . B 28 L, B0 RKUIBR%E., YIERE
WK 8HDOAKNI X T TR T 2 —% @ LT, FIT%RK 3 8 I ER BN S5 %
BAAA L7,

B, FERT 14 BN (=270 2), AB%E 1B (FTA) (Visit 1), 3B 3
A (Visit 2). BB H ST 10 B (Visit 3) . 3B 14~30 H 1 FEHME T 5 B fpiEm
AH (Visit 4), #ABRS 90 B (Visit 5), #RABRES 180 H (Visit 6), #ABRH 270 B (Visit7) &
L., ZNLIBIE3 » HZLic, BEERKE 2FEMBH L,

o KA :3.85%DHNVEAF U HEHTHTz— KBV DOINVEAT U EHRETT

kR 71k

mg)
o TTURREE  AFEHNRNFE—DTTERT 2 N—
5k

RIER 12 5 AR AR O h R, 1HRED £ T OB
A E H FE IR A, KPS 2227, MMSE 2 =17

e

fEFEL EIEM), ERAEFS, WRMRARE

[#8R])

(B4

o FEEFMHIEE : 12 » A AFR L O2AEFHM
B ERRE 32 Bl 2 HWE DR GE L LT (Zﬁﬁﬂﬁi 16 B, 77 B ARRE16 f51]), AR O I & O
B4 12 H ARESOAEFRERZ R V12 IR Lo, BE#% 12 » AR LB, AR 10/16 1
(63%) MOT 7 /AN 3/16 61 (19%) T, AFIBEOEFBELNEREIZEZ -7 (p=0.029, Fisher E#
fleyh), EMENChT > TEF LI BB, AFIREN 5/16 1 (31%) KOV 7 BARREN 1/16 #i (6%)
Tholo (REEHIM 24 » AM) ., AEFHF P IET, AARE2S 58.1 B (13.37 » H) (95% (5 #HX[H :
42.0 B ~HEEARHE) . 77 BAREEN 39.9 M (9.17 » A) (95%IEHEXM : 37.6~45.0 H]) CHiAERICAH
BAEAZROTZ (p=0.011),
AFBETIT T 7 AR U, AP 46% R L7-, Logrank & & O —f%{k Wilcoxon JIAAZ FifR &
OFER, IR E % 12 » ABOAGE (BRFEETER) (ZOWT, MM CHREHMNRAEEZZROT (%
p=0.0087 & U p=0.0105), F7=. MM (FE% 24 » HET) OEFLEBROZEEZROTZ (4 p=0.0116 K}
p=0.0106) ,
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. BRICET H1EH

RV-12 2ZHBE C26) O2AFHMERUVEER 12 » ARRDOLER (Kaplan-Meier i%)

AHIEE (16 B1) 77 AR (16 B1) P fE
EAF I R GE) 58.1 39.9 0.011 #D
95% {3 I [H] 42.00 - HEEARE 37.57 - 45.00 '
12 » A BB (%) 10(63) 3(19) 0.029 2

71 1) Wilcoxon NEAZFOMEE
7£ 2) Fisher E#iffRik

JBZERE 27 5] ORFIRE 11 1), 77 & ARRE 16 ) Tix, ®iE% 12 » A £ TEAF LTBEIIARAIRED 6/11 41
(65%) . KT Z 2 AREEN 3/16 5] (19%) ToH-o7= (p=0.097 : Fisher BEHHERIE),

AFEEH% OREFHMO P IEIL, ARFIFED 53.3 R (95% (S XA : 40.1~77.7 #R) L TFT7+&
AR 39.9 M (95%1EHEIXE : 37.6~45.0 ) TH Y, AHBEOLETFIIL 34%IER L= (p=0.093 :
Wilcoxon 1 7E) o

BEEDE TOHM

RN, OCT X% MRI E{&OEE T A XA, TR SUTHUR BB RELIE O i/ A X2 g L TR
5T 80% LA UL T 50% LA B R QKPS 2 =2 7 8 4 A8 % % EE T 30 LR T . @CT Xt MRI
(2 K DI A AR (RFE T 40% LA 80% Aiii X ILififE T 25% LA | 50%A0if) . 7>> KPS 227 73 4
R Z B2 DR T 20 LHET, OWTFiud—2IZi4 T 556 & L,

AFIFED 12 61 (75%) KO 7 BREED 14 6] (88%) Z iR EE) &M L7z, 1RREE E COMHR o
EIZFNENT79 5 H M 6.67 # A THEFIL 27 - 7= (Log-rank #i & : p=0.4668, Wilcoxon 4 i& : p=0.9635)

KPS X7

SWHIKPS A a7 i, WiREE b RN—RAT A VDD EREZER OMIZIET L, A7 OWHE (1R
) X, N—=RT A VEERARFIFETTI (£14) ROT 7B RBET82 (£15), KRB NAAIRETH2 (=
30) KOS THAREET 43 (£24) L7e0 | SEHEAEIIARFIBEN-27 (£29) KOT T2 REEN-40 (£27)
T, HRIICHEEZBO R o7 (p=0.197),

MMSE X 27
N—=2A T A UL A £ TOMRA T OZLEIITHFIICAHEEZEZRO R -T2 (p=0.683),

HREHNRE

AAFEZBNT, R=ZA T A VIO REZIRA ETOEHEA T OFEHEBETRRNOEELZRDT-EA (OF
Pl AR A 1, RRA L (0.1560.69), ARIE (FLEAVZME) (-0.40%1.40), BéfR#R (BB, IV, VD
(-0.19=1.11) K OVMEEME (0.07£0.27) T, Wb FHEITSESM~OENTHoT, —FH, 77k
REETIEE A 27 OFHEITLEST, HREORERII AL XAV A o ORLEN (0.0620.25), furift (5
M. IV, VD) (0.00+0.00), ZOMofsis (B, BV, FHVILIAL) (0.13£0.83). /Miki#E (0.21+
0.80) Thotz, TXTOHEBIZHWT, Bk, WIS A EET R -T2,
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V. JafICE9 HIER

(Reft)

o ETXIFEHERF L
AR S i 3 ) R LS ARHIRE C 11716 6511 (69%) . 77 EAREET 15/16 5] (94%) H3FEL L7zis, AHKlE OFRE
BIfRIZZ L &I S e,
AR A Ik Lo 137 <L &2 38 E S IBEIR T £ TIB L7,

o BI{ERA
LRVEDRENT*E: 32 i) (ARFIRE 16 1], 77 &AREE 16 511) H, AFEED 561 (31.3%) (2 91F, 77 BAREE
D 4 5] (25.0%) 12 6 HEORIERNED Bz, AFIBECTHOLNT-RBITERIZIEL, Y, BRI, MmAsE,
VR EFIRIMARAE . B ZEARIE, /KEEAE, SEJR X OB 1/16 B (6.3%). 77 B ARBECIRRYGL, H ek
SE. VEHTERIRIMARAE . PERIREE, i ZERRIE M O 3% 1/16 ] (6.3%) ThH 7=,
AFIEETIE Grade 3 (FHEE) ORWERIX 1/16 #11 (6.3%) 214 (BlMAK K OUKEEIEN 4 1 61) . Grade4 (/£
MEHIT, UIFLLE) 2 1/16 4 (6.3%) \THiZERIE 1t Th 7=, 77 B REE Tl Grade 3 (EJE) M
1/16 #l (6.3%) T 21 (RERE AR MARE & O ZERRAE N % 1 651]) . Grade 4 1X72 > 7=,
EEDPORMOBIWEFIIAFRET 11 BAHERYY). 77 B REET 2 M (BIERYEKR OBEIER A 11F) 23
HEhi,

o FRERRE(E
FRIRADIZIE B4 & BRI AE S O F BT, AAIREDS 9716 B (56%) KOT' T wAREED 12/16 1 (75%)
Tholo, I UBRBRAER X, £& LTIER?HNImRE (~E27 o e Ed kOALEREIEMN T,
T OMTIE, WHET SGPT (ALT) #0% 4/16 1 (25%) (2787,
EERINIRRRAEEDO R =2 T A AMED D OZAIT BT, FIFHICRKRE 20 0 RFM, K, &@IF
BEATaA FoEHEEHORBKRREIC—E Lz, £, 2 mEE RmE T 2 R R AR IR R A
TEEAC DAL I DR DN Tz,

3) TEMHER
Y L

4) BE - FRERGE
MM ERR L

(6) ‘amAIfER

1) ERARGERE - BEERREHRE FHRE) - RERTRERAR (TMRRERRFER)
[ ARk (i) ]
HGBRIFICHAS & | MRk IA (Eflfid) 2326 L, 20134 1 4 9 H OiR5ER4h A 7225 2013 4
710 A E TICAANZEH U2 TORER 2 A AT ROGEFPRERE L,
BRERIEBIEIT 561 Bl To v . EHDEG] 3 514 Brv o 558 Bl & A MERRHT R GUEG & L, & HICHEME
FRREBIE LS OFER] GEISAMERF]) 22 Bl % BR\ T2 536 B 2 A N HERRAT ) SUER] & LT,
LAAEPEMAT R RIEBNZ F T, BIVEIT IR 199 61 365 12789 b v, RITEMFEBER 1% 35.7% T
bolo, EREWEM GEEER 1%L L) 13, ] (22.2%). DR (7.7%) . [388 (3.8%) .
PRI (3.0%) MR R (2.5%) . TTAD A (2.0%) T BETR ) (1.6%)  TRFRIE] (1.4%)
DKERAE] (1.3%) . T&UMAS) (1.3%) ROt M%) (11%) Toh o7z, £z, Grade3 Ll o7
BITE BB 1%L E) 13 TR (6.8%) . HAARE] (22%). [EE ) (1.6%)., [/KIHLE]
(1.3%) . T8RS (11%) KO THERE ] (11%) THo7o, 7238, Grade 5 OFEIMEM OFEHILE
D BRI T,
A BWERRHT R GIERIZ 351 T, Kaplan-Meier 152 & 2 @58 EMEARRBIE (334 1) 0 6 » A KOV 1 48
AFRITENEN 92.3% KT 79.1%, FFEEIEARREBEE (202 1) @6 » H LT 1HEAEFRITZN
Zi 88.7% M 61.6% T -7,
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V. BRICEHT HIEE

1.00 +

...
“’"‘wu.J.dt m

0.75 1

LS
£ 050
0.25 A
— %
0.00

0 30 60 90 120 150 180 210 240 270 300 330 360
HE

HV-4 ¥HERVERZREMHHERBEICSTI2EER 1 E£0 Kaplan-Meier £ 778018

2) ARBEHELTERTFENAEXTENR L -HBROBE
KGRI S & BRI E (2pld) 2905 L7,
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VI. EMER(ICEH T HIEE

1. EEZHICEEHLHLEMRITILEYE
T AT L AT

2. EBEH

(1) ERAEML - 1ERERF
T IV I AT OVEFARSF L S AR DNA 2 7 L% Lk % Z &1 L » DNABERIZ R LTl
WaHELTEEZLNTND 8 IVARFUEFNMRL T, 27 uanF LTV = bl F L
AT F— FEERTEN, 2700 xF V7V =0 hA F LRI 2R EFW G2 O, DNA
Hor7=r (067, N7fr), > hv > (N3f7), 77 =2 (N1{iz, N3f7) HEZ T LF AT D,
TV R Ve O R OB L 0 B 7 DNA 8546 (S A~ v F) BRSNS, Z O
MG A MREEICEBREL 525 B 2005 (KVI-1), Z OVERITHLE NI MBI I @ = |
GO HADMIMIT b Jo 55, HEFEANEE A 2o I3 L CoRVMER 2R3 9,

Nitrosourea
i
CICH,CH, N—C—III—F(
|
N H
Il
O
FW
i
1
CICH,CH, IIIATC_K'}‘_R
'ﬁl H
Y. o
O--H \vO
2-Chloroethyl diazene hydroxide )\ Isocyanate
CICH,CH;N O=C=N—R
Il
N—OH
CICH=CH —N, Proteins
T —H,0
(0]
A
CICH,CH,— N=NZ0H |
Protein —C—III—F{
H
Carbonium ion Carbamoylated
proteins
OH™ +N, +CICH,CH®
}/
DNA
CICH,CH, OH Nuclei
2-Chloroethanol ucleic
acids
Proteins CH,—CH,
/ \
CICH.CH, x Y X Y
\ X/ \ /
Alkylated nucleic Cl
acids and proteins 1
Monoalkylated DNA Interstrand
cross-linked
DNA

HVI-1 AILRFY (ZbAYVILT7RIEREER) ONEE(ERAKE
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VI. EMEE(ICEI SHEE

(2) EshEZEMF1T SRR
1) In vitro #RRSIEREINGI4E FHEAER
b MR EEEMN A2 72 v — 2 fb L7z EFC-2 filaZz vy, DV ARTF LD an =—aEEMN
FIERIZOWTHET L7,
fERAER VI-LIRT, EE 1 RRINLESE 0 2 v =—REEMHITER  (EDsfi) X /v A
F 2 (BCNU) T 7.8ug/mL, AICL=reY L7 (NU) 2 ThHH=LAF> (ACNU) T 6.5ug/mL
THO . 3EEMLESAED EDsofEIXZE 240 4.9 O 5.0ng/mL & [RIREOHIESEEHRAZ R~ L

7= 10)O
FVI-1 EFC-2 A8 0 O ——M ARt 9 S NI Ve
PRI EIEx EDso f (ug/mL) ™
BCNU=x1 7.8
ACNUx1 6.5
BCNUx3 4.9
ACNUx3 5.0

) 3 Bl E

2) DIVLARAFUDEDEEBICET S /n vivo B

Dt FNESHREREBEYIRETIVIZETEHILLRF Y (BON) OEFBEHRERER

b MERBIEEAE (U-8TMG) % X— R~ U AEEBENICEAR, ~ 7 2 DELFRERICKTT 50
VAT DB R R LT,

TV AT X 10mg/kg (F1 /v AT D LDy 13.3mg/kg D) 80%IZFHY) A 1 H 1[H], JiE
LA, 1, 5 V10 H BHORF 3 [E, FARNICES Lz, EERIE L TCHW = A2 F
(ACNU) % 10mg/kg ZRkICEE- L, SGHICHIT D2 AEF R EzFH L,

AER AR VI-2 1T, XPIREEZ 22 HH ETICT X TO~ T AN L, A7 HEF9REIX 20 H
TholzDIZxt L, BV AAF U FEERTIIT X TO~ T ADKTIX29 H B, A7FH
1326 B L AEBERAEEHBOEENRBD b, = AAF U EEHFTHABEREFRREEREO/E
APNBESNL, TN TOYTANEE LEDIE31 HAT, AFEARTREIZ28 HThHo72, i
FOAEFRF OIER I ITENRBD SN o7 W,

RVI-2 b FRESHEBET Y RXIZETSH BN 04AFBRIERER QG HF#IRNERS)

T AfGRRT R ot AR ares
AR s (R) G FL B — dge K B RO (%)
PO i 10 20 15—22 —
BCNU #5-#f 10 26* 23—29 130
ACNU & 5-8#f 10 28* 23—31 140

#p<0. 001 vs *fHEAEE (Kaplan-Meier 7% log-rank test)

@3 v MNESMHAEES v MZBITHAILLRFY BON) OAFEHEEER (EERU2E
B5)

9L-7 v MR AREM A (S5 N - 40 K5 ZMAENICERE LT v MBI 5 v
LBATF v OEFRERNC T 2 282 MFt LT,

HNVIBAT P EREE LT, SIS 14 H B2 LD fE (13.3 mg/kg) FHE DIV AAT v
ZNEMENICHEERE L2, E6ICFDOS5H, 10 H XX 14 BHiZIC 2B B OV AF bR
EREL, SHEOAFRE P REEFEH LT,

FERAERVI-BITRT, HBETHDL DNV LAAF IR ERHOAF AT REIL 23 A TH o7,
FRUSKH L THL L AT ARG T 36 B, 2 EHEGETIE, W 527220 L 525 H &
720 AR O IER AR B 12,
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VI. ERIEICEI HIER

RVI-3 S v MEESGHEBES v FMIHIT5 BN OAFERERER EERU 2 HiEE)

e | AR BRG] (%)
ok 60 90 11
TRRE 12 23.0 0 0
14 0§ BCNU a5 12 36.0 0 0
. +5 HE &S 14 52.5 6/14 (43) 3/14(21)
g?éUﬁz %'%'@&; jj;f) 10 AT 14 52,5 4/14(29) 5/14(21)
+14 H % HES5 12 52.0 5/12(42) 4/14 (33)

@I v MNESMIEBES v MZBTHHILLRFY (BON) O4AEFEBHERER (REHRAERE
DB
9L-7 v MRRBRIEMIEA T >~ MMAEWNICERE L, 16 A HIZ /L A2 F > 13.3mg/kg (LDyo
EICARY) HERENE G & B iR (XRT) Z0FH L7z & & OAFRIMIER 2R 2 et Lz,
R (2,000 rad O X#R) 1%, BV A AT UEERT 6 REH, BHERZ, XITE5% 6 REFIC RS
FVI-4 1 RT, SBREOAEFHEFRMEIZ22 H TH o7z, TRUTK LIV L AT HMEECIX
43 H. XRT HMBECIE 325 B ChH o7, BV AATF U HEERT 6 BERNC US4 RS U7-BE Tl
875 H, MV LATF v L IHGHRO RIRFLERE Tl 785 H, BV A ATF 544 6 BRI B
FULZZEETIZ 66 HERD, WTNbAERIFHDIRNED biiz (p<0.01), 100 HEL EDOEH]
A RO Stz 13,

®RVI-4 S MRESGHABES v MMIE1T5 BN OAFBRERER (REHREDHRA)

L %k A A7 A S il FEAEE (%) FEWIAEFH (100 H)
*f HREE 9 22.0 — 0
BCNU HlEE 10 43.0 95* 0
TEUR R FEE 10 32,5 48* 0
BCNU # 5.7 6 B iR 10 66.0 200* 3/10
BCNU #2514 12 SO 10 785 257* 0
BCNU #¢5-8( 6 BRI e 10 87.5 208* 4/10

% : p<0.01 : All combination therapies better than either agent singly (Wilcoxon—Gehan analysis)

@7 v MNESHREES v MIEITH5HILLAFY BON) OAFERERER (KESHEEF
fir & DHERA)
L-7 v MFRBANEMIZ 7 » MM ENICERER 16 A B ICAER I 21T\ SMRHRAMAE 5
GIBR & v DATF JEIRENE G A O LTz & & OEFRFRIC O W T H R LTz,
v AT AT 24, 120 TEFRE], MR & FRE, SOOI 1, 12, 24, 72 BHIC,
13.3mg/kg (LDy fEICHRE) ZRERERNES LT,
fiti R 2 VIS5 W4, HMRBEOAAF B ECPRAEIE 245 B, WV HAAF U HMBRGRET43.7 A,
R FIAECIE38 H Ch o7, FIUTK L THNAV AT ERHFEMIFHEETIZ, Wbk
TR RAE R R ANHERD S v, FRICFINAT 1. FINR 1R & 2 WIXFINTR 12 B o 2 v 2
AFEEIZLY | BMALEREI AN TAEF REDSED, b o & bOFHZRDS S (7 R Eoh
A 74~76 H) TH-o7= ¥,
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VI.

EHEIEICHY HIEE

RVI-b S v MEESBIEICKT 5 BN 04FREERER BEHELFHEOHA)

ML %k PEAT BB R AE
b biatiia 10 24.5
BCNU Hip#e 54 10 43.7
i HH T B A 10 38.0
fiiit 24 K AT BCNU £65- 10 36.0
fiiit 12 K AT BCNU £65- 10 50.0
fiiitH 1 F§fIAT BCNU 2 5- 10 76.0
fififi & [ BCNU 25 10 34.0
fiiit 1 el BCNU $25- 10 75.0
fiiith 12 B #% BCNU ££5- 10 74.0
fiiitH 24 K% BCNU ££5- 10 44.0
fifit 72 K #% BCNU £e5- 10 41.0

3) AILLAFY (BONU) EBRYT—OEHDEBRIZEAT S /n vivo KB
KINDH NG T3 N DATF N RFTICRE T 2720 ORBIERAITH LR Y 7 =7 m 420
X, 13- A (p- I NAARFT 7=/ FY) 7 (CPP) Ev v (SA) OHEAAR (CPP:
SA=20:80) T&H 5,
ZORY v —%T vy MENIZHME L7 & SAREGHERRD LI, 36 HH THAL, £0M., 25
PED 2\ IR RN 2R BIEIEGEE D S oo 19,

D10% CHI-HIL LR F U EFRY I —IBHERO DY XRAHILLRF O DR

CPP : SA=20 : 80 OILEARICAEMREAENRBD LNTZZ ED, ZHICHNVAAT U 2GRS
HMANIZRFTEEG L &, DVLAAFURLZELTay hr— U U —RAZND50E0EL
77

SHEHBR LNV L ATF U2 10%EH LR ~—12mg (WVAAF L LT1200pg &FH) %
T ERNICHIAE L, 3, 7. 14, 21 BRRIZIA T A A &ERR L TH VL AT > ORRNG AT % 4 —
N T V7T 7 TN ORETEME 2 RJlE LT,

FEE A VI-6 1O, HAE#% 3 HH TIXEMNo 58.5%I2. 7 HH TIX 18%IC, £7- 14, 21 H H
Tl 10% 2L FICHGHE D58 B itz 19,

RVI-6 °H-BONU EHKR v —&MAICIEHE L 1= &£ EDHEHEES

S Y Y ) ST A
B Sl % WREEI AT (% ) fﬁ%%&ﬁiﬁ
3 HH 58.5 29
10% [PFH]-BCNU KRV ~— 7 HB 18.0 6.3
(BCNU : 1200 pg) 14 HH 7.0 7.6
21 HH 4.5 7.3

Values are average data for two animals sacrificed at each time point

Q@AIVLARF> (BN &FHR)T—DF v MXEZINGER
F v h OLARBAIEE T LA VT, DLV ARF U R EENICESERE L-REE . DL ART
Y 20%EH LicR U~ — 2 U 72 BEO BT R O g 2 fit L7z,
Z v MIRNIZ IL-#RRB A SR Z B L, B S H HICH NV ARAF % 1 XL 2 mg ZMNIE
BB EER S LR, AU ~—Fl, T 20% DV A AF U EHR Y ~—10mg (WL L AT
veLT2mg) ZHMELIHEAREL, WEZROEFABEZBE LT,
FERER VTR, RN ~—HMEGHOAF BB REIX 155 B CThoTo, DAV LAF
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VI. ERIEICEI HIER

? 1mg &2 mg BEHHGETIX, 2T 19 H R ON21 A L 720 FERAEFRHOER N RIT
BN T=, TR L 20% DNV DAF U GHAR)v— (WLVLAAF % 2mg ah) %
HERE L 72HETIZ57.5 H L7220 | 271% DA R AFRHIER B R3O biviz (p<0.01),

AV DAF AN N0, HEERGTLE0 b R~ — WV LAATF 2 ahq
EETar b= ) ) —AXR7T 52, Rt ERMICER T2 L B bhni 17,

RVI-T BHEABIN 5k 2EFREIERER

JLiE %k AT H R i HEAT (%) SR S
R Y~ — B G R) 10 15.5 — —
&P BCNU 1mg 6 19 23 NS
B S- 2mg 10 21 36 NS
20%BCNU & A Y ~—Hhl 10 57.5 271 p<0.001*

* o SRR & O ENERZENA LN, NS HFZHAEEZ L (Kruskal-Wallis statistics)

(3) YERRIRRER - FritiEE

R L

38



VI. EYHREICEET HIER

AFNL, BRI OIBRITE OUIBRIES DK DL W EREEICHEHE T 5 &, KB EHERT DT = —"Th D450
PEDOEREKYILEASE R 7270 2008, REAIWCHILVEXFT T = ) T aN0 &0 UIizink
SRENDHE L BIC, ARSTHAHAINVLAF U S, BERBEIC R 2 IRET LK TH 5,

1. IAREDHR - AEX
(1) ARLEMTIHRE
Y L7

(2) &M RERERRE
L

(3) BREREABRCHER SN~ PRE
1) BAAEE (NPC-08-01 5XER)
551/ TFEERARRRBRIC IV T, M8 O IEMEARRRIBIE X OB OB EFIEEE O 6 ] (21~61 %) I
AHK| (3.85% IV AATF U EHRA) =W 73K (5~88 : BV LAATF L LT 385~61.6 mg)
HiEL, 2P HNVERATF A REZRE LTz, ZORE, WThOBFIZBWNTEH, KA EEZN
3 FEMIC 6.5~19.4ng/mL (CE¥ME £ EHERZ : 10.19+14.77 ng/mL) OEENSG S, 24 FEH
IFZFNLETITER TR (2.0ng/mL) KifiTdhHh-7=19,
B, AFIGE%E MGHBHCBITT D WL LA F L OBEE IR SN THARY FERTE 20,

2) SAEILA (9601 FHER)
FRFEOREMARRBIE LS 44 ] (18 kLh ) x5l LT, WV LAF PRE 6.5% (6 1) . 10%
61, 14.5% (6f1) K20% (12 6]) DF/v 2 AF G4 8K %2 5~8 #. MM O Bl 1 8
&L, £m¢ﬁwbx%/ﬁféﬂmLtwﬁ%ﬁwa%/aﬁgﬁ XN BATF R L
LT 93.2mg (65~104 mg) 235G Shizs, BiE 3~168 Bl £ ToOMmFIZ /L LA AF %
BRI SN T2, 10~20% 0 L B AF L EARA] (I bAF b8 e LT 120~320 mg) T
%, BEiE% 3~168 HfE M H1(Z 2.04~48.66 ng/mL D J1 )V A AF REE R LT- Y,

(4) st
AR L

5) BE - HRAXOEE

) BEDORE
L
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BEARRNA

2. EWRERAYNT A —4

(1)

(2)

R 77 3E
ARV

IR USSR E TE 28
AR BYANA
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VI. EYEIREICBIY HIER
2) EWMHEEEH
<HE>
HIVIEAF L F, TAXFMEKITHAL 7 aRA 77 I REOA HRAT 7 3 ROTEMAL 255 E
THZERFMONTWD (FVI-1), £/, 7=/ 2LEZ—)L FTHXHRA XY U ORLEIC L -
THNVLAF > Of= bk a MEREHEEOFENREN TN D (K- Y,
RVI-1 Sy MFIHIRAY—LTOVYIARRI 7T RRUAKRRT 7 2 FRE~NDDILLRF U DEE
77 u b A AEREE (nmol/min/mg 2 7 1Y — A AAE)
A BAT T R — E BN Y — ESERN V) —
W (mMD) INTG A —H PB#iEI /oy —A DEXFHEI /1y —A
VIBaRAT IR AFRAT IR ARATZ77 IR
0 KaY 0.7 1.1 1.0
Vinax? 12.3 9.0 5.9
Ka 2.5 - -
0.5
Vinax 13.1 - -
Ka 5.8 6.7 3.8
2.0
Vimax 11.0 7.2 6.1
VIBRFRAT 7 I KRS HRAT 7 2 RIEFE 0. 5~4. 0mM
PB: 7= /N )LEX—)L DEX:FX%HAXZY> 1) :mM, 2) : nmol/min/mg = 7 v Y —ALi-ABHYE
—: JIEM A L
257 Liver microsomes + NADPH
[ ]
% 20 .
=
o 'y
; (\a 1.5 I~ .
=EN=! (]
g E
= o |® °
é é 10} .
&~
= o
Z 05} °
i Al
UT PB DEXCLP UT PB DEX CLP
UT : F4AIFELEE, PB: 7= / /)L E X — Ui DEX: %4 A&/ L, CLF: 7 a7 7 L— ML
@ HxDT7y FMOLRMLIEFI 7Yy —200= b a uiEtk, #2777 71 30E8E %R
KVI-1 NADPHIR#ZEM I/ OV —LANLNLRF UK bAOVERBEICHT 2FEROZE
(6) B%EH (REaL—Y3y) @BICKYHBBELE-EYANSHELTEER



VI. EYHREICEET HIER

@) NAFTRASEY T«
A L0

(4) BEEEEHR
R L

(5) 7UF5 YR
DR L

(6) HHEH
DR L

(7) 1

HEAEAER

<HE>
HNVBAF L, 0CT, b MISE-ABE &5 80% 036 LT (in vitro ) 29,

3. IR
<HE>
PIUINIZ SHAZGR I )V DA TF 2 20% G AR Y v — (WNVLAAF U EFRIIAFIOK 5 %) ZHEE Lz
& & FBEDO AR~ DR BRI (BURBEIRE R U ~ — /R Rk O 10% 2L EO#BH) 1%, HiE
#%1HT61lmm, &% 14 HT29mm TholmZ ENRESNTND 2

(1)

(Mw)

i
o

R

R ~—m5 D

TNV EAT ATPEE I PRI NV EAT o EHR ) v —OREEZ T L TR Y v —0 b S,

In vitro X in vivo WTNIZEBWTEH, HILVARFUEHER) ~—OREIL, R ~v—0D45 &
DR & ENLEORERRBA TRz (KVI-2),

In vitro WHRRFHZBIT DR Y =00 OWERTE / ~— (CPP OV SA) OFEHEEE X, KEEMED &
W SAE DI, KIEMEDERW CPP P kv H<, 7 HIDA v FaX—2 3 T, SA I 80%.
CPP (5%, ZnZhEH L 2,

AEBAETBEMBE (SEM) 8 Cld, BEERME TR Y ~—IZE U R R 2 (S L, (R 2
DA T AAT7 = TIRPHERT D RSN, Fo, WVLAAT U 1.6%GEAH R Y ~—HfH
%5HBIZT Yy ML EISATERY v —I%, —RICEZAMEL D ~ A4 70 27 = T IFBEICR
DN B

) SA: B UM, CPP: 13-E A2 (p-ANARFL Tz /) X)) Fuy

140000 60000
120000 50000
100000 T E 40000 —o— 20kDa
80000 a = .
—=—72kDa = 30000 29%kDa
60000 ] —— 47kDa
—a—110kDa = 90000
40000 I —e— 55kDa
20000 10000
0 : : : 0 : S
0 2 4 8 24 0 2 4 8 24 48
F i (hr) FiH (hr)

BVI-2 AILLRFUERRIYI—OHFEDNEIL
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VI

EMEREICEHT SIEE

(2) Frpide 5 (kP i)

Ty MTHNBAF U EHERY v — & NS L7z & & B 24 RERIC 0 1 B 2 F 2 DK 50%

23, 5 BLNIZ KN 90% LA EASIMPNIZ it & 7= ([IVI-3) 22,

7w MZ20% *H-INWVAAF oG /AR) ~— 2 MNEE LT & & IV LATF AR ~—/#
b, AESMIRE O DV A AT URRD b, EHIMEHE L CFEE L (RVI-2)%,

UHFIZ 10% SH- IV LAAF U ERARY v —ZHNHE L7 & & MO
DAF U IRBRERNL, FEL L TOH VL AF U EEMNICER LA LY bR Lz 9,

100
90
80
70
60
50
40
30
20
10

0

36

T T T T T T T T 1
*
>

are

JIPA BCNU SRR 1 (%)

0 5

10 15

Square root of time (v hour)

KVI-3 S v rMICEFRDILLRFUOEER)I—DEOEDHILLRFUDEH

RVI-2 Sy FKNPIEELE H-AILLRFUOEER)I—DoDHAILLAF DB

¢ 20kDa
= 29kDa
4 47kDa
o 55kDa

SR AR OWFHE] (H) Co* (mM) dp® (mm) Ed® (mm)
1 1.9£04 4.7+1.2 5.8%1.2

3 0.94+0.07 1.6+0.6 5.4+0.2

7 0.77%0.09 1.2+04 5.6+0.5

14 0.73£0.03 1.0+0.5 4.8+0.0

30 - - 3.6%+0.6

a: AR Y~ — /MR AR O T RERREE, b« RBEHRE OB RERREE DN AR U ~ — BT A A e FE
10%LL EDFEPH) | ¢ @ S3ATOIEA Y (RFTREREDS Ny 7 75 > R XY 2 SR ER OFEIH) |

— EER L

I, 307 H (n=3), 14 XV'30 B (n=2)

4.

(M

(2)

(3)

1 5% — i B P9 3@ 1
PN

1% — s B2 R @it

AN BAF AE BB O TRIEEE R MR e s STl Y (TIX. 2. (3) Al se A mpthk
B OESBR) . ANVLAFUORBBITIIAGNTH D, LN > T, HIRZME~OR 53R L

L7e728, BRARFRERIZSEN L T,

I~ DB
MR L

<HBE>

BHT v MITUC- IV AT % 6.65 mg/kg HEIFRIRNEK G L7z & & A idtaeiRE L, &5
% 2 B 2 PR TS TP i RE IR & Ele Y (Mg i RE VR E D 0.98~2.21 %) |
FED Cuax & OV AUC) 1 XML BEF I REIR L D Chax X TN AUC DZFNEI 221 LN 1285 THY . H

N AATF 2 RO XUFZE OB D FIT FBATHED - Sz 2
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VI. EYHREICEET HIER

4) BER~DBITIHE
Y E R L

<HE>

A XN MC- TV B AT % 10 mg/kg BRI G- L2 & & R RRIX, #5580 M BRIz
M Ei, H5% 15T METREED 18%IZE L. HILLATF L OBFLNLUM~DBITIRIE S
oo MHER OINEEBEIR ST B EE 1X, #5-%% 16 /0 LARRIRIZ RIS CHER L 7=,

Flo, A XT, —EOMBEF DN LAF AREEZMERFT D720, DV AT U EFHEEIRNEA LT
&L MAER IV DATF M TE PRI B O REIR T L A AT PR, R & FRRLS
FIE—ETHB L (ETR L AT BEOR 48%) ., TV L AF 2 DR~DRBATH MLIE 7 /L 2
AF PR LR T D Z AR I N, FEAK TR, M & RSSO IIE T Lz,

Fio, VT UC- BNV A AT % 10 mg/kg FEIRNEE G- U, IIUE K OV BETR T o HOR e BE 4 0 &
L=k 2 A, IMEEBEIR P REIR B 1L, #5144 15 70 CIAE P MU REIRE D T3%IZE L, WV AATF
DRI A~DBAT IR ST, 2 BRIV T S, M R EE 0D 85~94% 1T FH24 4
% Jichs RER BE D3 i B R S e 2020,

(5) ZfhDBEADBITIE
AHIEER e PIGHRICBIT T 2 WV A AT OREITHZRE SN TRV (JERTE 20,

<HE>

Ty MZUC-IIN LB AT 16%HARN) ~— (14=1mg/7 v &) ZIMNEERE L, HSfE#% 7 BICkiT
BV BATF o ORREN AT R ONENY L72R Y = —H OFRAF IOV TRET L7z, HE% 7 BiZkn
T, MM, g, B R MR, RS EED 0.97%., 0.48%. 0.17% KT 0.06% 53588
D7z, HREE 7 BICEU L72AR Y <~ — I3 G U EED 3.43% ICHYS 35 WV A A TF U R L
72 BEGHGRED KER/IT B 5% 7 ORIt Sz 29,

5. K@

(1) KBEPAL R U BHR
ERFI 70y =AU A b —ZHWT in vitro RETERBRFER NS, IVLARAF 0L, 370
V= ATOf=bu YEISICE>T 13- B2 Q-7 anxF L) v LTIcREsh b L ans-, %
7o, EBERNC 2- 7 an =T A T F— NIRRTtk I F T4 LIARERKT D L H
BINT 7, HIVLAAF O R TOREERBHRREE A V-4 127 LT,

<BE>

THXINZSH- DNV LATF 2 10%EAR Y ~— 2N L7 & & #1% 3 HiIZB W T, AU ~—N7
5 TN U RED 26% 3 RZEAL IV LA F TV . 24% Db Th - 7= 19,

T MTUC-HNLAF L 1.6%GHR) ~—ZMNER L= & (141 mg/F v b)), HILLZF
Y DO—IRIE COUTMFH S Hu, HAER 7 BB OFERHIZ UC-CO, & L TR &7z 29,

HIVEAF X, Ty MO~ ZADOF 7 1 Y — 2 NADPH (K 17F1ERESE (P450) M OVHFHA kY —
)b GSH ¥ 7 1:f%5% (glutathione S-transferase) (2 L » Cli= k1 VALK OT V& F4 L A0E %30T,
FEMAH & LT 1,3-bis (2—chloroethyl) urea (BCU) & O" 1-chloroethyl-3-ethyl-glutathionylurea (Z
Rt =iz,

JFX 7 1 — 2 NADPHKAFED v A AF > fii= b 1 Y {kIZi%, P450 2B1 DR 523 R & iz 2,

43



=
i

EE

7

(ZB§d 5IER

o (e}
GSH
Cl Cl ———» Cl SG
SN N J]\ N AN ool NN N JJ\ N AN
I~ ytosol H H
H _N
O;) Glutathione conjugate
X (1-Chloroethyl-3-ethylglutathionylurea)
Carmustine
SG
Cl
\/\H
Glutathione conjugate NO"‘enZyn JOJ\
har
(S-[N-(2-Chloroethyl)carbamoyl]glutahione, SCG)‘N cl \/\N N /\/CI
H H H

1,3-Bis(2-chloroethyl)urea

2-Choloroethyl isocyanate (BCU)
Biological ‘
substance Ho0 '

b ONSn=c=0

Cl
\/\H o

(o}
Complex eith biological substance |: CI\/\NJJ\OH :| [ HoN /\/CI
H ;

Carbamate 2-Choloroethylamine

HVI-4 #E%E KHHRER

Co,

(2) RFICEE5 9 5B (CYPA50 &) D Fig
TNV AF T, P50 2BLIC Lo Tli= ka1 pf#Et s b 2,

Q) PVEEBENROEERVZDEE
AR

(4) KRBMOEHEOERRULLE
MR L

(6) EMERBHYDEERI/NF A —4
FM LR

6. HEtt
(1) BEMERL B UHRER
<HE>

Ty b, UBFRIZANVLARAFUERRY) v —ZHNEE L7z & & O FFRIR IR IT VT b IR HRIET
B 7 2629

(2) HEittEE
1) L AF HHEAN)
AN E MRS R 1T UC R L A AT 200 mg/m? A BRI S L- b &, &5% 96
R & CITIR R O PIZZ N E N G HUHEE DK 60% M OY 1% A 23 HEi X v, 6% 1 bk
&L TRER I HEE S vz 30,

<BHE>

7 P ROTYFICUC-INLATF 2 16% T AR v —2AfE L L &, 7 v b T, &5
TEREDHK) 62% M ¥ 5% 43 7 B DR, FEROMFRPICENZ et Sz, HE 7 BB
L7oR Y ~—HnZid, W& A RE DK 3% M FRAF LTz, AU = —HD I v LAF o O-jdlix
1.2 AThHo7=®,
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VI. EYHREICEET HIER

7T BEEREDRI 57% . KON 2% 3 AEH 7 A B DR K OF# I F - E gt X vz,
PEREE 7 BHICEL L7z Y ~—icix, WIS A BEREDR 12% 03B FE L1- 29,

2) WY 7S 2
t R TORY 77 aHr 20 DMYEREIZIARHTH S,

<HE>

F v RO HEDORMAIZ UC-SA Xt UC-CPP # BT WV LA RAF U EHRY 7 =7 atr 20 %
BELZLZXD, KT/ ~—ThiENT UM (SA) LN 13-E R (p-ANLRFT T ) F)
Z'rsx (CPP) OIEMEREIZ DV THRET L7,

SAIX, 7w FTIEHHER 7T HHEIZBWT, R, BROMERHPICZNZNR 11%. 1% KT 46% 7
BEME S AU, 9 9% AP IR L, 72, v TIEER 7 HREICBW T, JREDCEFITH 9%
KON 1.2% 038 &4, 7 B O L REUL L72AR Y ~—H Ok E & &b BRI
29% T o7,

CPP /%, T v FCIZREHR 7 HREIDRKOHE~DOMBRIEMRITH 4% TH Y, B LAY ~—f
WZHI 7% DM RTF L. U XTI E% 21 H £ TR L OFEFRIZ, ZNEIE 62% KON 2% 3 P
S, BHiE% 21 BICEY L72AR Y ~—H OERFRITH 29% TH - 72 3,

) AR OAGR SN ik - HEIIUTO LB TH D,
WE . AT, IGEIEREO R E SOBRITIS T T AR 84 (WL b AF & LT 61.6mg)
SR ER C 72 K & MRS BN BRIN I O BIBR I 2 42 92 L O ICRIET D,
(3) HERHERE
VIL6. (1) PEMHERAL KL O KL TN (2) HRR] 225

1. S URKR—E—(CBAT B1EHR
MR L

8. BFICKBHMRERE
REHER R L
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. REM(EALDIES) ICEYT HIER

ZEAREZDER

[Z4£]

ARHNOHAZ BT > @ BXRRFIZ 0 kG C & 2 BRIV T, EPERMIE S O BT & OV
W3 TR e - B A FFOERT O L & T, $H@WE#ﬁm&MMéméfW ZONWTDRE
T R R

(i 35)

ARTET, BE ORZEVEREA ONEIERE H OS5, PUEMESEANC T 2 — &gt & LT
4’1“—._‘ L?Lk_o

AHNDOPe 513, BREFOR IS 55 FIRE IR ERMiRR T AR O A & O IEIT 6 LT
%fifﬂﬁgﬁkr’fé@%%%fﬂiﬁﬂ? XY, ARENEY L HET S NI BEORIITI Z &,

.%EW@&%@EE(EW%E%%G)

1Kﬁ@&”’ﬂLLMF@%ﬁF®%é$%
2. M SOTIEIR UL CW D RIBEE D & D om N [Tk, pEls, A E~O®KR L | OHES M)

(fiAsin)

1. AIET BBUEICK T 5 AR FEE S U CREH L, AR ORIk L CREED & 5
HERT VAR —KISERBLTOB8ENNHDLZ LD, KEAIORK Lﬁbﬁﬁf@%ﬁﬁ@%é
BEIIE, AREER LR L,

2. BEANIDHDES T DNV LAF - OEMFERICHE N T, BIEBEECRAENRE STV 5,
[VIL-10. iFbm, pEdR, RHIFE~OHREL ) OHESH,

. 3hEE - MRICEET SEALDEFE L TDEH
(V. BRICET5HE ] OESH

Fi& - HEICEET FERLDFE L ZTNDER
(V. {BRICETAHE ] OHESMH

. RERENE L ZTDEH
R LR

. BEGERMIE L ZTOEHARVNESE

1. EELGERNEER

(1) BEEEIBRIN (CYIBRIED SR RICE D BRSO DD HAICIE, AFIOE ERICZE DM E
PASH T DD RGEIT > T2 ECARIZHET 2 2 & (RBIDMERICEAT U CKIEES RIET
LDBENDH D, )

(2) AAIREBEEICBNOT, MEMIEORENRD SN Z E0NHH DT, T ORI ESE5E D AL
BN FEmT L2 L,
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VI.L &M (ERALOFES) ICBHI HIEHE

(3) KA EHD CT KO MRIRAIZISUN T, BIBRAZESE FH O idHEAR SR AR b= A1,
ARFN OBEE TR ORI T 2 AEEMEN H 5 Z L ICHE L, WURAEZRHT5 2 &,
(4) A ESNLICKEDOIF-ENFRO LN Z ERH 0 | MRIERZRBE L0 b @5 ST\ 5,
AFIFEZ T, FRREL, REEE, EaRREE S OB OB % +012iT0, BESRD LT

e, WURNELITO Z &,

(fiAEa0)

ARIEL, ARFNORMNE B & 5 EKRZFEWEM ORI A [Bl#ET 5 720 O E R %2, CCDS ™ KOs o

i R AR A S M WA SCEO RIS FE DWW CREHL L 72,

(1) VEAMGRER CAR 2 E L BEIZRB T, Bkt re—2 (F—EXERO kAl %08
L7ZBRIT, ifbb L o — 2 3 D E| L 7g o TE v m —FLN O RRIK T 2 HEWT U /K BERE TR A3
FHLLTZ,

HEIZE B AT 1% D BIERIZE DS B I EE R (Z 3 D IBRSAAI D EAE L 0 RE WG AHI 4 IS U EREN T
BEEST D EaFRTHOWEEMERT 2 & AEld D WIE0HH LW E D INERICEAT L CKEH
JENBIET HBENNH D,

ZDOHEGE AT D 72, TEEYIRITE ICYIRIED D IMERICE D BIRTRD SN DA, K
K OBRERNCZ ORI Z AT 2SO E 21T L TAKIZBET D Z &,

(2) CCDS ™ K OMEs O iRf SCEICF T, IMFE IR O H S ARFN O PIE B BEED 5% 124 b ivT- &3
LHELHED B D, MR O OfER A SRS 2 5720 FIEE, BikM:0 & 2 7571k T
PR T2 L HoFERET S Z & & LT,

(3) MFEHN CORANDIEFIHRAENZIUNT, AHIE & EBALJE PTG R I A (cyst) 12 K0 RSSO
TS D JIENFEBL L, CT & O MRI A WL [RIERAL O {5 A3 i 5880 L 7= & O#isl 23 235 0 |
Fo. AAIEEIZE D5 (cyst) RICE 2 L ONFERETH HEBEOHEKIZ KL Db D00
BIREHE LN EDORES H T3,

UbEDZ e, CCDS ™ M OMESN O IRATSUE & [RIERICAHKIE &% OYIBRIERE B O kiR ik o CT K&
O MRI O &5 H TR o B T O ECIEE T 5 2 & Rt L7z,

(4) AH|Z-E LIZBFICBWT, FESMIKEOITR WS S v, AR, KREEE, BEEFEED

MREIR A E SN TWD Z EMbEERET D Z L & LT,

7¥) Company Core Data Sheet ({237 —% > — )

H ﬁﬁﬂ
S

1. HEEH
(1) RS ETOEH
A LR

(2) BREE L ZDERA
Y LR
<HE>
AF & ABER] & O BEAERIZ DWW TSR S AT, (BFRE S A A D THW B
OARFN O L R OmMET 0 7 7 A4 EHIIEERE ST ey, H IR & A G b TH
W BROARANT LR T 2 2 B O RIERIZHE S Tnan,
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8. Bl¥EA

(1) BMEROHE

< E PR R >

ERNTITOn iR (24 61) (2B W TRIVEN (BRRMAEERT 2 5T) RBBUERNIL 13 1] (54.2%)
T, ERRIERIZ, MEME 6 41 (25.0%) . FEEN3 B (12.5%). U o ~EREGEA 3 6 (12.5%) . F kR
(RERWEZETe) 361 (125%). B 241 (8.3%). WMEH:2 41 (8.3%). EAKWLE 2 6 (8.3%) .
589 2 f (8.3%). ALT (GPT) #/m2 i (8.3%) Th o7z, (KFEKF)

(i)

BIEFRR BRI OMEIZSWTIE, ENORE (24 1) 255 L L ENEFRRER T LN -FIVER
(BERMRA R 2 5 1e) T, 2HILL RSB LI F5 4 50# L,

FRFE COENERKRBRIZI T 2 BERE B BIPEBBEE IOV TR, TVIL-8. (4) X8 H BIEIE S
BEEE K O IR R A S o — ) ISR L7,

(2) EX%GEIER & MERERK

1) Eg KFEMEES (FHERIY)
g REIFEENHHLDOND LD HDHDT, BEEZ+0IATV, BRERRO bR HGAITE,
PURBAI R 55O 2B EZITH Z L,

2) iEME. BEENELF. KERE. RANL=T
JMPEIE (25.0%) . BHZEANE LS EEARHD), KIEE (BEEARAD), Mov=7 (BEERIFY)
NHLONDZ ENHDLDOT, BEZHHITITV, BEPRBEOONIGAIIE, @YRAEEIT
zk,

3) BUSAEAR (M ARHY)
BMETRIE S 2 AT T RTREMEDN B 2 AL, TR O, AIEIREEEIZ X528 LB, A4 0F
FER S HoID Z EWHDHDT, BlEEZ+HIITV., RENZEO ONTHEITIE, @YRAEZTT
I &,

4) BREE (BEEEAE™)
BB, MBS, MEREOBIYENR D LbND Z LR DD T, BEE oItV BRENRD
LA ITIL, WEIRLEZITO 2 &,

5) MiREMAE HEHERHY)
MRt ZE, VR ERIRIMARIE . FZEAES O MARTERIENH b b Z ERH LD T, BIgE +512AT
WV, BENERO LN HAICIE, BmYIRLEEIT) 2k,

6) thin (BEFEAREA™)
B I, B, BEZEAN S O HER A H b d Z ENH 5D T, BEsE+micftn, 2
WHRRD LN, WY RAEETTY &,

) A TOHED LTV DREITEICOWTITHEARH L Lz,

(i)

1) ST, MIES H RS, AR RIRRRIC A B D A OHE 3930 L LCabTW5b, ENEEKRER
(NPC-08-01 7)) TIXRIEM ORBUTME SNz o 7273, CCDS ™ K OMES DU SCEICA
HOBELBEETFL L L TR T,

2) MTEREIE. ENEEERRBR (NPC-08-01 #ER) IZBWTHEWIEHER (25.0%) Zon Lz, HEN
JE ES KBEIE, L =7 1%, WA OERRER D 2 WIXARWEEZ =T TR, o, MiEE
B 37 SCRREAM % DA OHE 9% & LCambn T 5D,
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3) EWERRRER (NPC-08-01 RAER) Tix, AIGIGIIZ R 2 KT IREMED & 2 BITEH O FEBLIL 2
ST AFDAMEGIEROEIE BT 2 L 0 S bR 7o, WA O BRIRERER TI3M s HERK
O, AILRAFOAIEGIEE AR RESN TS (16, HEAREANITE (2) ) HBH),

4) ENEEARRE (NPC-08-01 55k) Tix, ik OAIEMRIGCIRE, Bk, SHENBRLEDO R
WE S TWRWA, S OIRKABR T, BREE. RBICL VAETICE SIS S, B
FPNEGL?, CCDS ™ K OB OURAT SCEICAKI OB & Bd - 5 F R & LRSI T,

5 WA DERIKBRIZIBNT, ZNOEDOHERNPEI LI OWENLH Y | FLTHIUIHEBLI LB L
nTnd,

6) MWADERKABRIZENT, ZRODOFERPEIRLICLEOWMERDH Y, EEFI LD LN TV D,

I

1R
A,

D~6) 2o\ T, AFNCBNTHFEEROFRNFEER S 5/ RENDRH 5720, ARIREROBIZ &
TATV, BE RO SNTHEEIIE, WY RLEETT O 2L,

‘.{

7¥) Company Core Data Sheet ({23H 7 —4% > — )
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(3) ZothdEI1EHA

WD XD REERANS b -HmE12iE, BRI U CEY 2 AEZ1T9 2 &,
5% Ll E 1~5%k % SEEFRHY
=S n VN FEER IRAIR, hE PRImVAIE, MR, Mg, MEIR.

JEG, SRR, PR, Mode, (RERD

(CPK) H#4n

FEHAER SEE. YRR RAFAE, IEHRR, FLIEREE, | SEELIRAE. O N, fRHE, BAE A%
FH. B B W, SR, BB RE A

FORNL KRR, RNIRE, =48
JiE, RRENE, BUR, FRE, UAFx
VT RERIE, REEEE., HiE
BILE ., WERRTE, EE, SERGL,
FIHMESOG, FLBP R, HRER, e
PRI, D FE N, B IR, FE .
RAPE= 2 — N F— HEIR

R FHA MR SRR, i, ARt FLVE I
WS, KB, 99, B, B,
N

1% U > NERE s /B AfLERESEIN | RS e b e R
Ao PLIERIAE, B, i
DI

R ALT (GPT) #4/m PR REMA A AP 3N

B - R AR JRREE FREA, BRI, SR, 2R,
JRAE

TaReR va v, miEARLE, F7 -
L OBNR, BRI, O R
H

bR AL R, RARIBOR | IEER AR TR R

R & T OIE, BREEG, HRE, 21T
e, F8%

EER fRRERE, R E SRR, AR, T
. DB, R

IR 25 Lo <D, WL, RAMENEGZ

X8 - PREAE, wipE, Bk, K7 ~U D

53l LIIE, K~ 7 172 A MJE

I BUIE, > P ARE, RIS, R
BRI, MR

Z Dt AHAIARE, CRP 8N, CK | ALE & MIE, CIBEEARE, BIBHERAL

TN, BIBHEBACATEE, MECRAEME T i
HE, AU, ABIIE, BEIEHTR
fdEE e, FERavE Y VB NE, BETR
Jia s n

W) A TORZED LN TWDEWERIZOWCTITSEEART & Lz,
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(4) HEANEMEARBRHEERUVEREEBEEE &
TIE B2 24 15
EIIEFHBLB1 5L 13 4l
BIVE B 54.2%
REXSy - BLL (KR 4 Grade ™ Grade3 ™ Grade4 ™
BEEE
LTI 2 (8.3) - -
JEEBAS R 1 (4.2 - -
A 2 (8.3) - -
—f% - 2BEEE L VRSO KEE
AT 1 (4.2 - -
FEEN 3 (12.5) - -
A 1 (4.2 - -
HIERES
T SRR 1 (4.2) - -
Aol 1 (4.2 - -
REBAE 1 (4.2) - -
AR 1 (4.2) - -
GIEE ) 2 (8.3) - -
EEALE = 1 (4.2) - -
JRIER 1 (4.2 - -
v s 6 (25.0) 2 (8.3) -
AN H R 1 (4.2 - -
E Ny 2 (8.3) 2 (8.3 -
J IR 1 (4.2 - -
ERERB S UVIEREE
B 1 (4.2) - -
KRB L URERE
EARRGR 2 (8.3) - -
ERERRRE
C-I PR N 1 (4.2 - -
TI=y T N TUAT 2T —EHEM 2 (8.3 1 (4.2 -
U 2 REREED 3 (12.5) - -
M/ N ER D 1 (4.2 - -
M7 L7 F ok AR —BH 1 (4.2 1 (4.2 -
I ERHEE N 1 (4.2 - -

%PT: MedDRA/J Version 14.0

1) CTCAE (5 HFHFRILWMHGEILHE) version 3.0 M iz,

Grade : HEJE 435
Gradel : #¢FE
Grade2 : H&iE
Grade3 : B
Graded : A=fhy 2% 9 UIIRENRAEIC

ESP4)
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10.

(5) EHKRE. GHHE. EEERUVFHOAREFERIDOEERAREREE

U EE R L

(6) EMT7 LILF¥—Ixd B EERVRARE

(5 ROBFEIZITEEG LN E)]
AHN DR UBBUE OB LR O & 5 B

(fiAEsn)
VIL-2. 22 NE & Z0fE (FHIESZET) | Oz 5,

SEE~NDRE
M LN

im. EiR. RIARE~DES

(1) W SOTEEE L CW D ATREMED & D NI, BWE L72WZ &, MERvTREZR i NITid, AHIEER
AR 2B R E Y el ik 2 -0 D L9 fRET 5, = N —2MEERT D ATREE O B B Bkl o
THRAK3 » AMITEE 7ebE 2 W2 K5 ET 5, (KRHOAES THDLINVLATF %
FEARENY) (70, T v b)) ICiE L & S ITRIREECRATEIED . ' (F v b)) IT&E L
7oL X ITBRIBREDIR T, B DOBMNRED bz & OWERH 5, )

(2) AT OFNCEET L2501, BALEZPIESED 2L, [BWER (T v b)) TUCERHRI L LA
FUEFHIRNES L& & BEROILHTBITRRD b TN D, )

(fi#a)

1) INWVERAF DT v bR T Y X2 AT AR A ERER I8V T IRESEIER & OMEar I E
FANGEDO B TND 39 Z L T SUTER L CW A ATREME O & B ANCIZ BE LW & |
L L7,

SEAR FTRE 72 b A~ DT O EIZ SOV L, FrtO~@ % FE 2. BEOMEEELBE L T,

HiE% 2 W OBIEHIR AU Ch 5 &l L, HEIRATRE 20 A1, ASHIRE 8 14 ek 2 30 i 1

%ﬂﬁﬁ%&%%wéiébﬁiéjkﬁﬁbko

O HINEBATF U EVIVICEIRNE S L= HIEDHE w%h&w:k

Q@ WNIEAFUEHRY ~— %7/%&0?#%mw_ﬁkbt LZREMENZED SN
Z &,

® ENOBE TIIAKIEES 72 B Tl B v b 2 F e N ERRE (2.0 ng/mL) KT
o=z &

@ @%@ﬁﬁfiﬁﬁ %%3~w8ﬁﬁifm¢ﬁWAX?/ﬂ@ﬁéﬂﬁ#ot_k(w%
~20% 1V A F U E A AT, BE% 3~168 FEf Il H A L 2 A F L 2.04~48.66ng/mL
DR E o),

= N F = DMEIRT D ATREME D B D B~ OBEE IR O EICOWTIL, HE (T v ) s

L7z & ZITRIREEDIR T, ML OHMBRD N EOMERH D Z b, AAIDHAE S

T A FEATREAE I D BAEICREE A2 THh B Z e BN ETH H L E X2, LEER-> T, KA

CE M~ 1) TH2 9BEHITMZ ., AFIFEEL O M IV AT PR ENEEIRE (2.0

ng/mL) KR DR EMRTH 2 22 AbE T, BEHMEZ ARIFER 3 » A E L, [3—
kT —=MEIRT D W REVED & 2 BYEIZ W T B RAR 3 » H BITE O 208 A 2 F v 5 X 9 g9

b, LRiHE LT,
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11

12.

2) 7 v b EMWIZHIBATHERBRER SRS & | AT OMA~TE LG ARz Pk SE 5 &
IEEME T HZ & & L,

INREADIRE

NS 2 ZVEITHESL L TRV, (BEFIREER 2 20, )

(]
NRIZEB T 2R AREBRIT N2 &b NS DAFN O L EMEITHESL L TH R0,

FRARBRERRICRIFTEE
PR

13. BERE

B

<HE>

KHND T == a2 CTRIE SNTIEBNZ R o7, 723, BREMBIERE 2548 L LIS
51 FERBR (9601 3B 2BV T, ABIOBFITH LA RAF L 28% %GBT LA (7= —1 Kb
DHIVEAF L 56 mg GH) HIRK8M (WA LAAFLELLT448 mg) HEL, 05 L 34| CHE
K72 AT R O TEDNGR D BTz 2,

14, BRAELDIE

(1) FEHI2 AR

D Al (ZEOT VI T Ix— MEAY) X, R{EE (-15CLLF) 226, REAEIOE £ FiFEIC
EO, AN EOYEHEN TE D £ THE LA,

2) AANX, BB TO6RRHETLEETHD, CREIEFE)

3) SRIRT 6 BEMLINOARK] GREED) 1X. 1 B0 LHEELE (15°CLLT) RETX 50, HEREZO
AHFNE, 6 v HURNICHER T2 Z & (7272 LAME UL T SRR O AIRNICER T2 2 &),

(2) —EHOT NI T Ix— MEORE
AFNL, T W2, BEROREESE 2R, EHAKSR)

(3) M BT E R

D) ESEZYERL CHocibm L%, Uz T A720E T2 L5 1c, AR ERET D, 28,
GIBRIED K E & - BRIZE V. ABIRDTNICERY E-CTHET LI LiFaT e 45, FHAK
)

2) REIC X DEBREIC LY BERHIARBINE N TWGEE, JFRRBERETICEET L Z &, (R
KEIZFER URX 2208 LT L X B ARF U HHPEIIRSEI O RIHF L FEETH - 7223,
DEILTHER LS E oA R O 2MEITHEST LTy, THE - HRICEE#ET 26 /H Eo
HE OEZ)

(i)
(1) FEAIZZ g
1) AANZ, EEEK TH D, WAOEEEDOREEOTZD, T/LITIF—FEAD L LTWVWHDT,
REFE O F & PFRIGED, FAERMCEE T Z &, AFOREIREIL, EIRFERBE R
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15.

16.

FEOX, milE (C15°CLLF) RIFE Lz,

2) HERAREOREMEIZET 2RFHIIB W T, AREZ S EE (-20°C) ORAFRED B =R (22°C) 128 L,
6 FERE L7228 0T ARINLETH D 2 & 2 iEd L5, AMNRASCE R OYCCDS
DFtHIch b [RIBT6RMETLEETHD) & LT,

3) EARFOLEMICET 2MEHRE RS T EIOLATHEMERGTFCTE 2 2 &) KO % OARHS O
EAWIREZ 6 » H) & Lz,

(2) ZHOT VI T I x— MEDOBHE
WO ARANZEY HT R, —EOT VI T IFX— MEEZFTHLE D EARAZE > TLE S fabER
HLOTUT A IEMEHT2HEO-EREL, S (A 3E pd) TrRLEZ, SHAKIZONWT
X, TN % T 77 OB E A 7.7mg ) BHEIRFOR EAIZ DN T B,

(3) MR i IRs

1) ARAIOMANEE T EZ2 BARICEERE L, AREZ#EECERT 5720, KFIOMNEE LW
THAEMIZTHIAK & & HIZREHE L,

FHIBCOW T, TN {3 : [0 77 VSN E A 7.7mg ) OIEFFEIRE ~DE EIZ DU
Tl B,

2) BT TERWAF ORI Z TR Lz, ENSORGIREER TILBHE R 0 1B 7o A
DEAREE SN TV eb DD, A& SEIL T LIZSEAOAIMER L 2B 5 E#
FEF O TR, 2 5EIL725A OFEF ORI RS FIRA & FETH Y | 1ZFTEoIcHn-
KB OHEIRER A H D LEZXDLbDOD, AKFZ 5T L THEM LIS E ORI LR L 42
PRI R TH D, AAIO/NAIZ K DKIIERBLO AR B D Z Lnh . KFIONFEHH L
W EETICEBME T 2 MLEND D EB X T8 LI AREI OB L L 2T LT
720N bR LT,

(V.2 HIELOHE <HE - HEICBEETZ2HH EoFEE> ) &M,

AFIOBFEZECEAT HEZICHOWTIE, ML f#E : I5Y 77 Lo E H# 7.7mg)] DBEZEIZ ST

Z
7£) Company Core Data Sheet ({B¥HET —% 2 — 1)

ZOMDEE

RENDHZNLS T 2 NV BAF AL, MO T X bE & AR BIEFmEEBF L, v~V A, 7 b
DY AR, EICRB W TSN RAE LT EOMERD D,

(i)

ANDBDATR=ba YT I MO T VX ALE L ARICEIEEEEZ AL O, v~V A, Ty b >
SRR SISV TR RO v 2L W TARC A Y 27— (2B T, Group2A
(Probably Carcinogenic) (233 EINTWD Z Enh, HEEZRLHE L,

) IARCH T U A7 —% « EEEN AMFFeH%R (TARC : International Agency for Research on Cancer)
DI AAESTSE

FDith
EARPNA
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X. JERGPREXERICBH9 HIER

1. FEHEER

(M

(2)

)

RMFEAR (VI EHREB(ICEHIHEB] SR)
B R ZEIZEAER

Z v MZ CPP-SA (20:80) AV ~—2Z/MPICHiE L7z & x| AREAIENEO biv, HEE% 36 AT
HEL, ZOM, 2HMEH 2 VIR FHZ2EIERITRD bivkinol 19,

REMEERER

BRI A RTA NTHEML, DL LZAF DT v F—RIER., A XITEEREER M ORI 2R
in vitro TP hERG F % » R /W4 DB 5 e L=,

LAV O R (FIX-1) 20D, DIV LRAF U a0 AR 2N E LZBE, T, 7E5R
PR ORI 23R 6T B B IO T2 B BT 2

RX-1 invitroRW in vivoR&MHEIBAR—&

%ﬁgﬁ Niigeg \ =N
WBEE | o | REbsEmy | REDOVIRIR wp
o (B IR

J VA F L 3.33~13.3 mgkg D
3.33, 6.65, 13.3 mg/kg | NRIN#E 5 CT—fER, 1781 % OBEL

(F RN 5 WCOWTHERE{LIFRED LA
Mol

FPAXRRER | in vivo SD %7 » b

H VI AF 2 0.5~2 mgkg DFFIRA
¥ 5, SBP, DBP, MBP &1 HR
IR L CEEBERD bR T2,

BT 05 1. 2me/k LR D PQ NG, QRS BERHFRF .
36> in vivo | MEVREE - BEHHA X k%ﬁw&§>g QT MIFREC QTe 1oxt LC b B
I 5 ' b LRSI,

WP 25 b RBIZ B L T, g, 1
[ 5B S Oy RSB L TR

BrH 2ol
hERG 7+ v /L% 0.2, 2 KU 20uM ORMNC & %5 hERG
hERG in vitro | F8l X &7 HEK293 0.2, 2, 20uM EMOBERTENE 0.7, 1.2 K&
Eul) NR82%Th o1z,
(4) ZDithdFEIREAER
MU ERR L
2. HHER

(1) BEERE5HEHR

HNVIEAF v (0% T X ) —)VZERE) OHEEFIRNE G X S5 EEIC 0T, RIX-2 (2R 7,
RN BB D5~ 2D LDs fEI% 51~63mg/kg. 4 X K OH VOB FEIEREIZTFNFN
4mg/kg K X264 mg/kg TH VY, A X TIIBILEN~ T A, YL TRE L 7272 9,
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RKRX-2 HWIWLRFUOQOERFIRAKRESESNE

o e B O EOT B o
i G20 (mg/ke) (mg/ke) ERBERR
64 ma/kg L CLL F OFT AR b e,
2 LDso o BTN A R TSN -
were | O 0 40 4T 51 o T IRE ORI R MO, I CE C Y & 4
¢ 10pm) | OO B4 76, i 63 o SR AV O 03T 2
o RO 2T Y S SEROB B OO TR A
ome/kg DL F CHAFET < Z (LR b no I
4% 4dmg/kg FEIZEB W T, LLTFOFT AL FED bivTe,
it 05 1o 4 . o VEUE, . BRI, (KR -F
P SR o Wl EHE. REY LS. BRIBEY »oSH, RE Y S
: 28D Y L REROBD, KD -1
. W - KEREEHORRA AR . B M/E oMb
26 4me,/kg FECLL FOFT AR B LT
o o BeBih 8. O FICHEN:. B, (REEA R OMKIR T ()
| 167,33, 66, vt o Brifh 8 FUTHAN, OB RIBE. D S BBRIBEY
E 13.2. 264 : B R SEICBT D U o EROWD . ~E U7 ik
(% 158) p
o I - KEEEEMOTRAS KOS ~ L. B8 M/E H oMb

(2) RIEEBRSHERER
1) AILRFUDORE#RAESICL DB
A XK OV VIZEBT DN EAT > (10% 5 ) —VIZEER) O 5 HFEIRN E & 53R o
FERAERIX3IRT, FRBHATRIZ, &Y 3% BT 5 AMERE OB, B DR A
4 RO BE A, BIARSE T, BRI, WS I U LRSS, B OVIFE T,
TXMACFNC B OEME LB 2 v, BEMEEIT A X T 0.25mg/kg, ¥/ T 0.83mg/kg TH -

f: 45)O
RX—-3 HILLRFoN5 BEIREFHRNEZESEEABOME
B/ R, M B S
% (mg/kg/F) | (mg/kg/ ) FRMIETR

o KEDIKT, AIMmEREL, ek, FRRMEROWBA &V
LoREREEOEIN (=0.5mg/kg)

0.25 e AST (GOT) K UO'GPT (ALT) (2mg/kg DHEK X 4mg/kg)

o VI USRIREHIEBIT A Y LoREROBA B0 RA SR, I
gD NBE A, B8 (=1mg/kg)

o KEOMIKT, BEOEMMBN (=1.67 mg/kg)

o HIMERI DWW, AST (GOT) KO GPT (ALT) o#ghn (
3.3mg/kg)

0.83 e GLU K U"BSP i 0N (=6.6mg/kg)

e BUN. Na, Mg »#i1 (=13.2mg/kg)

o UL NRAMEBIZBITA I L EROBA ., BHOFEAL (
6.6mg/kg)

A X /MErE | 0. 0.25. 0.5,
% 188/%F 1. 2. 4

%

v /iERE | 0. 0.83, 1.67,
& 18A/8E | 3.3, 6.6, 13.2

%

56



X. 3EE&

AERICEI T HIEHE

2)

WIWVLRAFUOEEHFOMANEEIC L HEH

W N O T L AT S A K % R T RE Lﬁ&%@ﬂfﬁﬁﬁﬁ%f%ﬂ%KfT
BUF 2 HERE U 7= BRI B Cik, HRREERAT 0 FE =M 2 L LAAM I T e T R & B ITER O 6
Y AWAY ey

REX-4 HILLAFUEFHFNORKNEEIC L SEHHRBEOME

B FE/ M B EREE HIL AT

(k=S 51 B Tt A

U/ | NSRS | 0 (KU ~—HF)
15 L/ 4 AT 3.85% (BAIHE)

o WEEE HILLT, JEIR., KNE. BEEE., TENCRFEIT 2o T2,

o HfETL 1~5 H BIZHEIENFR D b, HEIEOREE FRIAIFEN R
V~—fEL o0 RO LA, 4 W%k TIEmRE & b8l
BNl

o HUREEALIZ 35T 2 HAG AR, HIAE AL 00 R B B C oo HE if.
T ORGP < SBATHEREMIIAR SN EE S e, R ~v—
TR OBAREOM CTERIZ 2D o T2,

Y% /1 MUNHAE | 0 (KU ~—Hf) | o 4FHICBHZELRECIMEEOZEIMELE DS ~ 11, 4ME
10 PC/#E 40 AR 3.85% (HBLAIHE) (Lo REHEIE) D2 b A BTz 28, 40 3 CIXHAE AL O

o FEUHNIARL, KREICHEETEITA LN Mol
o —HEMICES TG, IEMIORFENRB LN, R ~—
g“}}g\ %ﬁlgﬁé& %)xj‘ﬁgﬁ&wm;éz)iiiﬁ)of;o

B LS D= 1T L LT,
o 40 E BT AHAEEAI TOR Y ~—0i@FET, ®REIFET 1T
BN,

o ML 1EMICH- Y F=5y (AR 1 58)
o FiiOHELEZ LN D R O—FFRIBEEEIKT (M4 1 55)
W2 FUAEAE | 0 (KU ~—#f) | o 1HEHEOFYE0.7kg O—RMAFREIXT (HH)
9 5H 40 A fH 20% (HIAIFE) o HRREEAL O JAE R OVEZ (RUAIRE 1 87)

o MOHAEIRAL O H M PEEEFE, BIEEhARO NIGRFERL, RiIRE L
(HTHE)

o HUEINIZKIT AR Y v —D@AEITmAE L 13l B TR
LIRS T,

o REE BIATHNTA < M - MR A L AR AR K OVt B &
WIEERF TR0 o T2,

BN 2 o7 VX ORI HERE L Y ENRE & Fist L 72 (TK3RBR) . JAIR TOH L b AT DFEFET
HRE® 1 HT42%., 3 HT43%. 5HT 4% ThoT-, UH XDk, m%€w&oﬂﬁ%$@ﬁ
VAT R, A% 1. 3. 5 HOWTIZEBW THMmE S o7,

AANINICHEE S, RFTEAESND 2 Enn, BB coBREEEZ LHEICE N TORE
EEETLILEHIIRNEZ 2 DD, FILORAIC m%ﬁwafyéﬁMW%%%@ﬁ(ﬁw
LATF 2 8mg/kg fHY) A HUE L7236 O Mk « MigA b2k Ogss &R E 0T
BRI LN 0T, o, XD 3.85% WV A AT U EARA] (KA ZHfE L7 &
E DM, MR OB R I ZI V AR TF I S Tniy, ZoZ b, 3.85% 7
VB AT o ERMNEE A Z v MOHE LSS SO LA 4By A (R R B 13RO T
Mt DL HEER S, REVEORIWER OIEAIT VNS DL E R b5 6748
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X. JFERREAERICBEJ 1R

(3) EREFLEFMRER
AGESE A wEERRER (ip, iv) TIEL 0.25~1 mg/kg LI b XV EREOWAD . WIIROHEN, EIRAED
IKAE S O (MBS O PSR 22, IR M ORISR OB . REWRS O R FRO®EE - (LER
%) Oft, BT > FOZIREE~ORB LR bl ¥,

D)

2)

3)

ZHRERVERE COMIARERKEICET 558

HEZ Y MV BATF L (1~8mg/kg) ZAZHC 9 M MATA O AEMIR % <, 1 [IEPENEES L
Too 5 9%, BAAEMT v bR EE, HET v FOMEIR 20 H BICHR L TIRIE - MOBIE
EATolz, VLA AF v 4mg/kg UL ETHET v b CIIRE R OEEDE T, IR &L ORI ELER
S, 8mg/kg TIHIE T UL FEF% A 14/20 DCIZFRO H vz, 4 KO8 mg/kg TiX., M7 ~ b
DIEWRFORMER . B REL, BEE WIS ORGSR B OWD 3580 Hiviz, LLEOFERN
5. MVEAFT L ORET v MIxtd 5 — k@t S BIE 1 mg/kg/#., AR OWE - J5 R
WX S M AL 1 mg/kg/BUL T TH -7,

M= > NCASES 2 ERTAT L 0 AQECHART R OEAR 20 H £ TAHV LA AF > (0.25~1.5mg/kg) % &
H 5 LBz CTid, 0.75 mg/kg LA ECWRIER DD | 78 R B OSEIREE O D 13788
Hiv, I CIIERELROEBEEOIR TARD b, £724 ﬁ%éﬁt@]%@ 75, 0.25 XTr0.75
mg/kg THIMEDOIRIEN B BTz, LLEOFER G REW) O —fixEM: - AEFERe 3T 2 ek &l T
0.25 mg/kg/HEL T, M« BR RISk 2 MR &1 0.25 mg/kg/ El THoT=,

BT - BRIRRAEICET B

MEZ o S OEIE 6~15 ARICHh 72> THLLAF > (1.5 mg/kg) ZMEMENEL-+ 2R BN,
AR HEAR 2 41 0% 6~9 H. 9~12 H X TN 12~15 HIZX 4 LT 1~4 mg/kg Z$&5- L 7= Bk 2 30t L
7o BEBR 20 BIZHIBR L CHR - BRIRO A L RERIE., MR IERBRIBIE 21T > 72, FRIRTIE.
IR D¥EI, R RAEOIRELR OFE (OIRERAL, i~v =7, BEE oA A2, IRE O
XHRERDOEE . ~V=T  HEORBE - LEARRE) NRO LN, HIVARTF O
Iz 6~9 HIZHT7=5 Ejﬁﬂiéi}’b\ B HEIL 1S5 mg/kg/BUL EEEZ BT, BEWO—kE
P« AFERE R ONR « BRI IC x4 2 MEaEME &Y 1 mg/kg/ HUL F CTH - 7=,

T X EHNZRABR IO L AT > (05~4 mg/kg/H) ZEIENR 6~18 HIZEIRNE G L7z, 4
mg/kg %}Qﬁéﬂf:@]%f‘ IR 7R R EEIE N O MH] . FET TPASE I R D3 R 25~28 B O
T 3/15 JCIZE8 0 bz, TOMiRE (1 K4 mg/kg) 6RO L, AFERENESNZREY Y
FIX1IEDOHTH Tz, ERER, WEE, WINIRE ONFEIE AU IR ‘ifmb\o ToM, TV
AF ARG E VBB OREKT (0.5mg/kg LA L) ., AMEROWIEATE OKEEE, BEOILE, &
AER) DNRD BN HILLAF O XOBRE LT 7‘6!@]%@ W - AESH
BEWZ R 2 MR EE1T 0.5 mg/kg/ H. I8 - R ICx4 2 MR MEEIT 0.5mg/kg/ HEA F CTH - 7=,

.':I:.'EETI&UH:I'Ei&@%ii&lﬁ(:ﬂ%@%‘éﬁ%l'Fﬂ'ﬁi‘éﬁ%ﬁ

HZE R M OV A% 0 38 2E30 NS REA DR RE ﬁf%ﬁﬂiﬂ%? v b TCBIER LR, RS0

JER LIb DD, HEPER /MR~ DR BEITFED b RinoTe, FAERDAER 4 B TORER

IR, AL E TOAEFRICH L THREITRO b oTe, L L, Ak 21 A OFREITEE L

fcio Too VAT OREWITR S 5 —imtt X OVEGERE 263 2 ERett&03 0.75 mg/kg/ H .
- HAERICKH 2 MEEMEEIL 0.25 mg/kg/ HThoT,
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(4) ZDhORFEN

D)

2)

3)

EinE AR

TV AT 3 & O DA IR SRR SRR . ITRHE MG 2 TV D e R SRR, ~ 7 2 F
BAE 2 N S in vive BB RSB & U~ 7 Z/MERBRICB W T, WIFRbBEEZ R LIz, Zh
5OERIET L F LA LB OB EME & B 2 bl 990,

AR SR

TN EAF ATBIEBEWE & LT LI, ¥~ 7 A TG RN R RRESER, T > N TR,
i} OV TR DREIE RO SN TEY . DLV AARAF U ORABEMEEA SIS TS, KHEY
A RT7A4NZBNT, EITHERADOEEZ B & U HUEMIEEFISE CId, 8528 AJRMERER 2 2
FELRWNEINTWDZ b, BNARMERERZ FEM L 2o 7o,

B R R B B B

3.85% /v WA TF L E A MR E R RA O 5 IO 7 v MIOE | UH X OHEFFHER O 24 (23
LT, ML 2 8 HFBIZE L, PIRBIZE M OB AR 21T - 1o R, B L7~ To
AL TP SEARIC & 2 #3788 B A, i DAL /8E5E . JEMERIIE IR | BRAELE /e eilb,
FHRAE DB ATRD biz, T O ORBIIxT 2 m y MNEOETRD Shienoiz o,

TNV DAF B AR 2 T K OH L ORI 4 KO8 40 8 AR U 72/ F . SARERAZL Hi i
PR MR FEDN A DAL, T D OFEETHEAER 40 8 TIEITWHIR L7, £, MBS
A R ~—pAK) OBEFRITHMRE 40 B E TR ST, ZERNEInEEZLND
(@) EHGREED 2) 2],
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X. EEMNEIEICET SIER

1. FAHX5S
BIK] . XV T T VRN EE E A 7.7 mg
BRI 7S R
) EE-EMEOMFEICLVFERT S L
BRSNSy « VAT

L2

2. AR IIERLR
AR - 48 » A
SRR = S ICFoR

3. & - REEM

L LT, ~15CLL T TR

REAEOT VI T 2 32— ML, KIETRK6KMRTTL LN TE D,

) A SO EWRIFARBROMRIFRMIZ20E5CTHY , 48 » AMLETH-/-Z &, BETRICEBIT S

IREEBN-156~-25CThH 5 Z & I ORDORM LETOREREIT-20CLLT ERFL ST
DM, ZOERRICESEFRSNHHEEEE T, 20£5CIT-20CLL FTHDHZ Ennb, ~15CLL
TERE LR,
AhhZ  ~20°C2r HHELY HE LT 22°C ORI 6 IR iE % FFEE-20°CIlz 72 < & b 16 IEfEERAF L 7=,
ZDEIR/-20CH A 7 VB A 3[EME D IR L%, BT, ZhE-20°CC 180 HIfRIFEIC., TD%R
EMEEMER LT, SR 6 RFfAE Le 2 & L OEIR/-20C O L OFEBITED Lo 7- 2
LG, AREIEERIR T 6 FEEZETH D LI LTz,

4, FEFRFRWNLEDIES
HIVEAF VINEIEICHEhT 5 &, BEOBUE L ORILEL ET-T BTN H DD T, AFN OB K
WISt EET L2 L,

(1) ZERETORFEVWLEDZBESIZDINT
EA=RRANA

(2) FEBHIZABEORMZLNCONT (BEZFICEETANETHEASHE)
PR
BEMITERLTA N H/Y
<FVoLEL - FY

(3) FFFOBERIZONT
Y LR

(4) WEROIEE
AFNEET DL &L, FIATA A ERFEML T, KEREEZHESZ &,
K BT AT A ZAFEME (K-80°C) (Z 3~5 HMIRIE LT, MEARFORFESRMTH 5-20C£5C
W2 HEREL, 2OV A7V Z4EKRDIR LT, ZO%S HIZ-20CE5CT 1 4 AR L7ZAHIC
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EEMEIRICEHT SRR

10

11

DWNTH, ZEMIZOWTHRE LIRER, T TORBRER IZBWTHEICES L, REZLORW
RAET20CITHERE L TIRAE L2 L i L T EITA O Tc, LT -> T, 20C 56, R
TATA AR (KI1-80C) ~DIEENZEREY IKLZITEEATH, AFIOMEITITEL RIF X
RN LR L TND,

(5) BEIZET IR

LI O &9 2B 2R A e O OMBEM 1T, BEEDSEARGICERET S 2 &,
PREIE ., MPNICHHET DRI > TARAlZE L LIZb O

SR T 6 ] 2 bk L 72 RBAE O AH

PR 6 » A 2k L 72 RBAE O AH

AAN DR ERFIZAE A U7z “EHOFHHFROIMUD FR K O OMFEL

® 0O e

AERENSE
BARR/NA

2k3

XU 7TV E A 7.7 mg : 84 (58l 1 #X8)
48 (el 14X 4)
1# (el 140

BRaDME
N 7 LIT3IF%— b BEERVZFLU+TIAI=ULAHEEERIZFL o +Er T 57 0)
N TNLITFTIx—h (REBER)ZF LU+ TAI=UL+RYF LT LT HZL—])

FEIZhEE . T2V a IR, J=2bRAF2 (A AV V), =L AF L (= FT7 UHEERE)

. ERfREEAH

1996 429 A 23 B CKE)

SERTAREABRUVEARES
RSN TE KGR B - 20124E 9 /1 28 H
KR 22400AMX01402000

EmELERSEFAR
20124F11 A 22 A
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X. EEMNEIEICET SIER
12. $HEEXIIHREMN,. FERVAEZEEENENDFEABRUVZTOAR
EARRANA
13. BEEHRRE. BiMOERAREABRUVZTOAR
A L
14. BEEIR
10 4EFE - 2012429 H 28 H~2022 49 H 27 H
15, BREHRMFIEERERICET 515k
ARBNIHEEIARNZ BT D HIRITE D HAL T 720,
16. &£fEa—FK
. HHER SHE AT M Lt 7 N
= (HOT &5 13 #7) ER o — R VAT ha— R
XV T TN EE A 7.7 mg
8Kt (4381 K x8) 1221329 01 0101 4219 700X 1020 622213201
4 ¥ (53 1 K x4) 1221329 01 0103 4219 700X 1020 622213201
1% (E1k) 1221329 01 0102 4219 700X 1020 622213201
17. RGBT LEDFE

EARRANA
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1. SIFAXHE SCikGH R &
1) AokiT, etal., Neurol. Med. Chir(Tokyo)., 2014 ; 54 : 290-301 GLI-0106
2) Westphal M., Neuro-Oncol., 2003 ; 5(2) : 79-88 GLI-0044
3) Brem H., Lancet, 1995 ; 345(8956) : 1008-1012 GLI-0045
4) Olivi A., ]. Clin. Oncol., 2003 ; 21(9) : 1845-1849 GLI-0012
5) Brem H., J. Neurosurg., 1991 ; 74(3) : 441-446 GLI-0013
6) Brem H., J. Neuro-Oncol., 1995 ; 26(2) : 111-123 GLI-0014
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8) Chabner B.A., Goodman & Gilman’s The pharmacological basis of therapeutics.

11th ed., 2006, 1324 GLI-0011
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e GLI-0021
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22) Dang W, et al., J. Controlled Release, 1996 ; 42(1) : 83-92 GLI-0024
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33) McGirt M.],, et al., J. Neurosurg., 2002 ; 96(5) : 941-945 GLI-0062
34) Hammoud D.A,, et al.,, AJR., 2003 ; 180(5) : 1469-1475 GLI-0063
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2005 ; 171-173 GLI-0065
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39)
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46)
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FENERE © ZRMEIEEEER (1 XIERER R & OV M BRI AT ERD)
FENE R - 2R (hERG BRI KX T 1EH)

A toxicologic evaluation of BCNU(NSC-409962) in dogs,monkeys and mice.

Midwest Research Institute (NIH), 1978, NTIS PB282265
FENERE - BIFIORNFEIC L 53 (73 4 5HR[)
HNER  BAIOMNEEIZ X 23N (73X 40 #HR)
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XI. 3Z2&H

1.

FESNETORTIRR
AFHNE, 1996 49 A

KIE Je O [E T OKGRIRPL &2 = XIT-1 127”7,

ek, AHIZ

MEERIFZNR
VR R AR
%&Uﬁ%

Bl 5%hEE

CKETHRANTAGE A 30T, 2015 42 9 H OFREACCKE M ONREEF CTIRES LTV 5,

< BR, HE - HRIZUTOLEY THY, SMETORRIRIL L 1T582 5,

WS U T, AFHKl 8 & (N AF L LT 6l.6mg) X

@m@z L?‘:i‘ﬁ@ﬁ(%ﬂ I GIBRANTF D Y BR ﬁ%%ﬁ%ﬁ“é LOITHET D,
RN-1 KERUVEETORRIKR
P e i - R i - R
kE | GLIADEL® WAFER GLIADEL Wafer is indicated Recommended Dose

(Implant - Each for the treatment of patients The recommended dose of GLIADEL Wafer is eight 7.7
GLIADEL Wafer with: mg wafers for a total of 61.6 mg implanted intracranially.
contains 7.7mg of - newly-diagnosed The safety and effectiveness of repeat administration
carmustine.) high-grade malignant have not been studied.

glioma as an adjunct to Insertion Instructions
surgery and radiation, and | Following maximal tumor resection, confirmation of
- recurrent glioblastoma tumor pathology and establishment of hemostasis, place
multiforme as an adjunct to | up to a maximum of eight GLIADEL Wafers to cover as
surgery. much of the resection cavity as possible. Should the size
and shape of the resected cavity not accommodate eight
wafers, place the maximum number of wafers feasible
within the cavity. Slight overlapping of the wafers is
acceptable. Wafers broken in half may be used, but
discard wafers broken in more than two pieces. Oxidized
regenerated cellulose (Surgicel®) may be placed over the
wafers to secure them against the cavity surface. After
placement of the wafers, irrigate the resection cavity and
close the dura in a water-tight fashion.
EoEs| GLIADEL 7.7 MG 1. GLIADEL Implant is For intralesional use in adults only.

(Implant - Each implant indicated in Each GLIADEL Implant contains 7.7 mg of carmustine,
contains 7.7mg of newly-diagnosed high-grade | resulting in a dose of 61.6 mg when eight implants are
carmustine.) malignant glioma patients as | placed in the tumour resection cavity.

an adjunct to surgery and It is recommended that a maximum of eight implants be
radiation. placed if the size and shape of the resection cavity allows
2. GLIADEL Implant is it. Implants broken in half may be used, but implants
indicated for use as an broken in more than two pieces should be discarded in
adjunct to surgery in the dedicated biohazard waste containers.
patients with recurrent It is recommended that the placement of the implants
histologically proved should be directly from the product's inner sterile
glioblastoma multiforme for | packaging into the resection cavity. Oxidised regenerated
whom surgical resectionis | cellulose may be placed over the implants to secure them
indicated. to the cavity surface.
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XI. &2&%#

2. BIMIEIT HEERIEFR
(1) 1EmICEd isiEHR (FDA, A —X +5 U 725)

AT DM EOEE Tiim, Em, RILEE~OKRE] OEOLEIILLTO LB THY |
KED FDA, A=A M7 U7 L3RR D,

(ERLDIE] NEiE. EiR. RIBF~DEKE]

(1)

(2)

PEAR SATIEIR LTV D WREME D B DI NI, WE LRV 2 &, IRWTREZ2 e AT, AR ER
AR 2 B T E) e TiE A VWD K98 T 5, /N— N —DMERT S ATREED & 5 BYEIZ O
THRMK3 » ARITET Z2BEEEZ WD KO8T 5, (KOOGS THL ANV LATF %
HEEM) (T, Ty b)) TG L L SITRIBEEREATEMED, HE (F v ) o5 L
To & ZITHRMBREDIR T, M OWMARD bz L OWRERH S, )

BT OWNCEET 2541, Bz hibsws 28, [@WER (7 b)) TUCHEHD L L
AF U FEIRNEE G Lo & & BERBEDHINTBIATARD LTS, )

Vagl
FDA : Pregnancy Category A=A NT VT DLHE
(An Australian categorisation of risk of drug use in pregnancy)
D D

2 FEOME
FDA : Pregnancy Category

D:

There is positive evidence of human fetal risk based on adverse reaction data from investigational or

marketing experience or studies in humans, but potential benefits may warrant use of the drug in
pregnant women despite potential risks.

A —A N7 U7 D43¥E (An Australian categorisation of risk of drug use in pregnancy)

D:

(2)

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.

INREICRET B REE

KEOFATSCETIE VNBISHT 2270 7T AT 2on—DZ et b | AR EITHEL LT, |
EEINTWD, EETEAAOBEGITRAIRE I TWD (TRXI-1 KE K OPEE T ORI
W ZH),

W, AFCBIT DA EoEE VNS~ E ] OEORHIILL TOLEY TH D,
(FRLDFE] "MNEE~ADEE)

INIC R D22 EVEITMESL L TRV, ([ FARRER DI 720N, )
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