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NYHAZ 7 AWML ED 5 s MDA REH T HEE, NEEPRE (LHRHICIOLIEE
Wobsto) #HT 5838, (BIEAZUTRIS, HLINIZ) oIR8 EL L 728k 0OE X
VRIEVE 2 B R6  H LIN O DFHEZEDBIED & 5 B

PIAREENRIEIZ L DR A BB L 3 2 REER, SUTE U 22 IR OREATIZ b 0o 67
BHARR 2T z2A 3 288 (M E 2 150mmHg % # 2 2 S yE5E ] i)+ 23
90mmHg#%# 2 5)

WE6H HUNO @M M IEIE, BIRIMARIE, EEEARMARIE, M OiZREZ &
T A BE T 722 & OFRIR U IBIIR AR ZEMRE OREIE 2 H 7 5 B

EABIMATSH ALLINIZ, CTCAE (verd) 7 L— R3LLEOHMMEA XY "R AH BN
TR

CTCAEZ L — R3LLEDEYSE &+ H 95 BE

BEFOHIVIEG:, BRISUICHAF2 7 A L A &Y

AR ZBIRTSFELANIT . FRR IR & RSO SU TR 7 I 272 2 9 O BEAERE DS &
DEPFE L TV D EBEE, 7272 L, il ENCARIBHIE IR & i T S e RN e G,
JEAMARAE, RAEVEREBEAES; [Ta, Tis. T1] OHAITERIL LA

VI 7= T 67 LAX—0BE, AL <ITERBIEFICY 77 =2 =T1TkT 5
T VAR —EEB I T S 5 8BHE

AR S E L O Lotk

AT aA RXIIPLCANARR EIC K DB 2B DMK 2 95 BE
BNBHT 252 17 TV D B

HEL OB SN K OFE R ORI 2 & 7o I ERTRRE, FirhiRag, tLapkin s

o BA
HITAIRIC & W CTCAEZ L — F3LL EowtE (fhigattir &) Mk L T\ 2 8E (g
ZFR<)

TEALE D ORI AR B 7 B
BEOLZEVMEEHET O AREMED B 5 56 XITIRBR St 5T HE O EF N R EE T 5 & fllr
NniHs

RRIERMEBERUVPRIRHEHREREEZNR E LI-ERNE IHEERKRRER (515817073)
<SEPRELAE>

OO0OO0OO0O0

O

LEIZLDFEBE/TEE

FARIRA b . SUTRFTETT & 2 W O RURIRBERR I O A AN B

RIE B A DS EHRIEC U BIRIE DR G & 72 B0

RELRR A0 ST 2B SRR S U7 FRBRR e S HUIR IR BlRore 8

RECIST verl. LTS < HIERIBEMRZ .. SUTERREVIZEHAE rTRE 2R ERREIR A 26T 5
BE

FHn 318 O BE



V. aRICEI SHIEE

O IRBEEE G-BMAT14 A DINICSER LAl <, B8, IF. BEENMR-hTnbs 2 &
DUTOMBEHEAICL VR TE HHRE
c~NEZ By 9.0g/dLi
- I ERE (ANC) : 1,500/mm3i#
- I/ : 100,000/mm3LL
B UL S s BLEE RFRO 165 AT
« ALTK OFAST = e FRR D 2. 505 AT
« PTSUEPT-INR M APTT @ Hefil EFR oD 1505 K0
- MiE 7 VT F = FUEE ERRO 15 AR

O ECOGohzfHik#e (ECOGPS) 20XiX1mEE

O 12HMU EOAGFENHIG T BE

O MERD FRENED & 2 M OG . TRBREER G-BAMARTTH LINIZ 320 L 72 (i iR AR R
ENBEHETHDHZ L, 12770, BEICHR LT At (D7 & B 14ER., AN 20
) R OSMRHNEAGE TR 2 S T U 72 o ME CIE R R A X ZH & L

O RO ATREMED & 2 LR BT VT S [RIEBFR N 54070 < & IR G/ T
#%30H £ COMITH#EY) 72l (D7e< &b N TREBHTIEIINA E T 5) 20T Ehad
HZEZRETHZ L

O BEA & NAR L OVE B Al g 70 B

< BRANHEHE>

UTOWNT 0BT 2 BFIL, KRBT 52 LT/

O R BRIRR LR 5 2 WO IX FIR AR BERRE LIS 0 FLIR AR g R

O WwEIZ, FurorFF—FHEA. XIIVEGF, VEGFZAREZENE LT/ 7 a—
FAFUE (BEAGRIE, 1RBREEZET) ULZ OOy TRERTRRIKIC X DB AR %
ZF B

O FURAREICK LT, ALSBRIEIC L DD ABEREZ T -8E (72720, 1LY A IR
DIFRT D)

O FREFHAFLATS0 H ANIZZ B O @ WAV FRIT-CEIB A 0 Fifi, XILBHEE 72 4ME &%
B

O 18 L TWARWAR, MG XTEITea 4 28%

O HlPERESUTEREEEZ O L Tnd ., SUIBHEEDO & 5 B

O AE. [EX., XFEE~HIMOERZRERNEZ LD EEORBEARD 5508,
A AAUATIZE G722 RT3 T il TV 2Rl

O =za—3—7.0EHES (NYHA) 7 Z AWML ED S sl ARe2E2H/ 35 8E, REE
PE (LFFIFICROEIER O S 2 b D) 2 H T 5 8%, RBMEANEISy A LLNIZH
T FEBL U7 B0 TR A LRT6 0 H AN O L ZEDOBEE D & 5 B

O PIAEIRIEIZ L DIREL LI L T2 RHEIR, SUTE D) 2 EYIRRORATIC b 0 5T
ay br— AV ARZRELELZAT LEE MHEINE 150mmHg % # 2 25 X ITHRiEH
MJE2R90mmHg % # 2. %)

O HRBAAAIATG6 H A LN O — i MERME A, BIRMARAE, G ERIRMAREE, K& OVitiZE
PRI % 5 Tl 45 B 7 & OFRAR U I BN R AR FEARiE O BEE 2 H 9 2 A

O RERFLAILETS » HLINIZ, CTCAE (ver4.03) 7 L — R3LLEDOHIMMEELNRD Hi
T RE

O CTCAE (ver4.03) 7' L — KR3LL FDORYYELZH T 5 HBE

O BEMOHIVIEY:, BEUICHRIRFR & A L ARG



V. aRICEI SHIEE

5.7

5.8

O

O OO

A AFURTSAE LA, FR I & 3R AL SUTARRR 09I H 70 2 9 DRETE IR &
DXL CWHEBHE, 272, EENFESE, mUNRIGHIRIE 2 ifT Sz i
M, FRAEMEREMEES (Ta, Tis. T1) OEEIIERS L2
BRI AL O Lk

VI 7 2= T 57 LAX—0BEE, &L ITRBREIEFICY 77 2= H 50T
ZOWREANKIT 2T LAXF RIS E R Z T RO H 5 B

AT aA RXIPLTAMNARE R EIZ XD 1E 2 BT DR RE A H T 5 EE
BT 22 T TS B

FEMELARC, BB L OFE R ORI SR 2 ok iRk ig, Femikeg, ik z
o B

AIVERIZ X D2 CTCAE (verd.03) 7 L — R3LL LM (MikEMER L) 23k L T
LB

HALE 2 D ORI B 7R B

WENARLETHY , BEOLREMEEZE D FTREMEN & 20>, TRBR FE R R O EF )3
WEETd 5 &l L7256

AR OBETE « RSN, RIGHTRH GRS, BURBRIGIR) D3 HifT S 4. I
R 5 22 BB AR HHE SN TV AT IUESHANATRETH 5, 7277 L., D
< & BB OB G-BRART2E ML, BRAICZE L Wil il b2y (HER WY
AR P ORISR E AT a4 RIGRIZ, 1HY720 T3 2 %V Ui K16mg XITH%
BETHET L0, HEEN—EL TR, RBMH AR ITHEE S [ O ] S o /2
TRWEEGET D)

AR A AVAT21 B AN I BRI R = v = — T Rl R+ (G-CSF) 72 & @ biologic
response modifier K% i L7-8#, G-CSFME O Ofth i M s &K 1 D #% 51,
BRRAIC KB RO bN D YE . UTIRREME () ERIOHWT T, FEEWEAF T BRI
WIEZR EORMEBMEOEH O OB TIMEN T2 2 L3 Th D, 2720, IR
Bk oo B 2 mEd 5 B CEAT 2 Z LT ian

VI 72 =T DRSS EBREICZ T EOHHEE
WEICARRBRIZ B D TRBEA R D M Tonoid

72 CYP3A4FEEA] (B : B b« Va—r X U—F, 1YV 16mga 25T
XY AL Tz, IARTEY S, VI VT TFU, T
NNV E S =)L E) IR G-BRAARETT A LINICHE ] L 72 B

IRIGUIBRANRE 72 HUIRBRAR UM . SUIJRETEATHESD 2 WIER M o0 UK R Bk R 2 6 5
& LT, Zaeftithiz EA L Lz ENE BRI T, AR5 & 72>

=D
=

. ENER10HI L O8HITH Y . JRERIEY ERIC X ARECIST verl. 1125 < )%
FNEN0% K 125.0% (95%CI : 3.2-65.1) Th-o7-, L oT. FARIEARS I 25T

T D ARKHNOFZNE K VLML LTV 70,

AHN DAL FR I B (2B T DA - Z2aMEid, RAT (BdRtEa v3R) 1R o
JRFTHEST AT HR RS M 4y (LT IR e 2 5ob 52 & U 72 [E R I [6) 35 T AH R PR 5 B9 D AR I D
Tkl &7z, BEERRICHTZ > T, YRR TG s S grE 2 ZE L7- LT
WYNATH Z &,

*RAT (BURtES U F) 1REIRGUE - ERREIC I VEORD AHLNRO L, s v RpEEZ D
FERRENZ BT 2 IRBEITRRO 6D, ULRERE T22.2Gbp (600mCi) LA EOHU I v R iGHE

EZITTCODDOWNT NS T 56 %ET,



V. aRICEI SHIEE

3. HiERUHE
(1) BERUVHEDER
W, AR Y 77 2=7L LC1H400mg% 1 H 2[R O #5345, 23, BEDIRHE
IR T D,

(2 AR UAEDRTERE - BHLY
HATHEE RS x5 & L-ENSE [ HERRER GUBR10658, 5R11497) 2B\ T, V7
7 = =7100mg, 200mg, 400mg} (*600mg % Hi[al{x 5%, 7HMIARIEEZ LV [FIHE% 1H 2[H
KE®REG L2 A, UTOELY, MTDIZ400mg 1H 235 & E S iz,
DLTI/Z200mg 1H2[E#& 58 (7' L — F3D TH#I) KU600mg 1H2[EFE 58 (/'L — R3D
) IZH B, 400mg 1 H 2B HRETIERO v o7,
R 30T D RIVER OFBIBEE 3 @ < . FRAEEREO U E 13400mg~600mg 1 H 21§
HECHERFRITHIN L7z,
EFIREBIZBT DY T 7 2 =7 DAUCK FCnaxlE100mg~400mg 1 H 2[F1# 5 O #iH < H
BRI L CTHIN L7228, 600mg 1 H 2[R 5 CTORNIIA LR o7z,
- PRIZ. FE/INHAaATE B 106100 5 B 141 K OVE a2 36 o0 o B 141 TR S 417z,
FRLOBRRBROAE L & b, WAVE 1 HEERRBRICK T 2 E b -IE L, ENE DR
RERCBIT D MEROHEL, W& [ U400mg 1 H200E A #5 L 3%0E L=, ENE TR
A GRBR11515) Tid. BARAABMIERE BT 2 AL ZaMEE2MiE L, S 61
Z ORER OHENRE S U7 E NG ARG R e OS8R EG AR AR GRBR11213) I
BWT, AMENREN, BEEEIERAREEE 2D,
B AN OMETHERF IS EE 2 55 L LIZENS T AHERRBR GRBk10875) TIX, L&
2mm@wmmmgHME@H%5kLtoKﬁ%’ﬁmf R RERE T S S B RE e OV
WCRERBERITS RN & WO AR AFMEEF IR T5Y 77 2 =7 OHSEH &
KO OABMEN R S v, BRI B8 23600 2 MiE R O &% s o kiR s S
F LA U1R400mg 1H2[ERE A £ 5 L 3%0E L, £7o, ARBAERN G B AR B
WIZBWTHLY T 7= WEITHD I ENRBEIT,
HEATHE RIS BF A x5 L U Oiish e S Lz ERT R R A RRICB W T, VI 7x2=7
400mg 1A 2N A& 52 X0 | BoMEE RET D FEEN®E Sz, 2D OERRHERGE R %
L, AT BB RUR B & kF 5 & U - [E BRI R B AR ER PR (A A Z &) (BRBR
1@%)%\aﬂmﬁﬁﬁﬁoﬁﬂmﬁﬁﬁ_ﬁﬁé%%mﬁﬁomgkﬂb<mwm15%]
HEERAOBGTEBLI-EZA, VYT 72=THHIET 7 BRREL L L CPFSOA BERIER %
BTz, £z, BEMET 07 7 A ML, BEAROEBLIZIERETH D Z EPREERSNE, K
%’wai [ BRIL[A) 25 A ER RSB (HARZ &) (BABR14295) CTxf4 b Ligno 7z
AT PR FUOR AR BE RS M OVHOIR IR (b & kb G & U 72 [E N ES ARG R 3B (170733 Bk) %
4%mgﬂﬂ@@ﬁ&ﬂ&5f%%btk;5\%%m@r$k IEFREROLERMET a7 7 A v
ThdHIEDNMRINT, Fio, FRIBHMEICRIT 5 Y 7 7 = =7 OFMENR R I L2,
PLEXY ., FERVEICKIT 5 Y 77 =7 OHELKOHEIT1H2[E[400mg & 7,



V. aRICEI SHIEE

4. BERUVHEEICEEYT 5FE

1. BERUVAZICEET 538

(ZhEEFH @)

1.1 WA N A 8K %G et O BUEMEESA] & OPFRHIZ OV T, BRI RO MITMN L
TWRLy,  [17.1.1-17.1.5 ]

1.2 mEBEOBZICARZEE LEGE, WEFIREMET T2 0oRERH L, @SR
FEEEF TR O 1R D&% 2050 F CoM &R CIRAITD Z &, [16.2.1 2]

(UIBRABEZZ AT HRRERE)

7.3 JTHRIE 269~ 5 TR & OBETIC OUWT . AR O ST L T au,

(IRAUIBRTRER LEB D EHERE. IR MR

1.4 BIWERIC X0 ARFIZRE, KREIF LT 2858100, BERAOER, BEEEZEIZS T

UTOHEZZES D &,

Do ALV
FH B i B b B b
WG 1[8] 400mg % 1 H 2 [BIF 05
1 B PR 1[0 400mg % 1 H 1 [AIFE O &5
2 BRI 1 [7] 400mg % @ H £ 1# 5-

- REEME (8.1, 11.1.1 ]

FREORIWER D 7 L— R SRy 5.8 O
JL—F1: FREORED | BT AFNOFEG- 2 ke L, EREE
RS R, R MO DD RPTEEEZZET
FEb 72 W ERSSREE, H %

BRI I S A SR S 2

F2JE D AR AR JEIR

1L —KR2: FROEED | 1 H ARFN D57 ke L. FERE
I A % O FLBECNEAR MOT=0 O JRTFEEE B RET
ERERANE RS AN %,

AN 7 HEAIZEGED AL S 30720

BAIXTRsm,
7THUNIZSEERR OGN | 7 L— R O0~1 12845 F

WiEA TIRIET 2,
H BN AHN O 5% FHET 5561
2MEHXiZ 3HH BHEELY 1EE T 5,

(400mg 1 B 1A X%
400mg @ H 1 [8)

4[a]H AHNDO¥E % FIET 5,
JL—R3: FROLED | 1[RIH XX 2[R H JL— R O~1 2845 %
RIS BB, K TIRIES 5,
IR, LR A, T AFN OB G- % T 55 51%
FOHEAEEDARAREIC BHEY 1EBTITS,
72 % L OARRIRIEIR (400mg 1 B 1A X%

400mg f@ H 1 [A])
35 H AHNDO¥E % FIET 5,




ARICEY S1EH

- MRFAEM: (8.5, 11.1.13 2]

JL—FR B GRERED AT FH B2
JL— R 0~2 5k B
71— 3 e Gfkfe 1B TS5 D
S s TL—=FRO~2IC]RTDE | | e s
71— K4 A « 1B TS

a.30 HEZMA DR LEL 2D | BEOHKKEIZ S W TEIKRIIZERN 2V Ll S n iz
&y EPIELT 5,
b.2 Bt A8 2 D IED MBI GE . BEPIEET 5,

* JEMIEFRI TR

JL—F BEGHkfE D AT JH B
71— K 0~2 B Gk ZHR L
S TL—=FO~2 IR D | - e
JL—RK3 S PR D LEFE T2
JL—F4 B Ed Ik BHHIE

aFEWTEIR ZAT - T2 S S E IR ER <,

b.30 HZHBADIRENPME LD | FEOMHIC OV THRKIICER P 2V L S
By BEPIELT D,

c.2 Bt il 2 DIMBENLERGE . RETILET 5,

(IRAYVIBRARE 4 AR IR =)
7.5 BIERIZ X 0 A & E, KREUTFIET 2568120, BIEROER, EEEZIZS T TLL
TORELZEETDHZ L,

Do R FL v
FH B e b B b
GRS RN Y 1[8] 400mg % 1 H 2 [Alf¢ 0 &5
1 B PR 1[5 400mg & 1[5 200mg & & A8 A 12 FEfE[HIR TR D & 5-
2 BePE IR 1[5 200mg % 1 H 2 [Alf% 05
3 BEREIR R 1[5 200mg % 1 H 1 [Alf& 05

- EEME (8.1, 11.1.1 ]

FEORIERD 7 L—F ST AEIE 58 o FH @
JL—K1: FROEED | B#E%Hd AHN OB 52w L, TEREE
BRI, TR MO DR EE Z BT
DIRWERORLBE, B4 %,

B K EE R S IRORRED

AR ZRIEIR

JL—FR2: FROEED | 1[HH ARHNOPE G- % ke L, e
A B O FLBEOIENR, H DT DO RPTEEL 1 B
B AETE S SRR A S AN R W A ZET D,

JER 7 HUWNICEEN RS2

BAIE T m,
7THUNIZSEERR N | 7 L— R O0~1 28R4 5 F

WA T 2B H TIRIET 5,
AHN O 2= FHT 2 8561%
BHEE 1T T 5,
3[alH T L— K O~1 2835 %
TIRIES 5,




ARICEY S1EH

AFN O 5% BT 285581
B8 2B TI5, °
4 A1 H AAFN OG- R IR 5,
T —R3:FEDOEED | 110H T L— R O0~1 128945 F
IS BB, KE TIRIET 5,
TERL. T LUVR A, fREE AHN O 2= FHT 2 5E81%
A TR NSRRI /e D E BEHEE 1T TS,
& DA T2 SR 2 H 7L — R O~1ICiI+ 5%
TIREET 5,
AFN O 5% FRT 28561
BHEE QBT T 5,
3[alH AAFN OG- R IR 5,

a./ L— 2 XE3OANEMIC LV EEL., BEEOHETY L— F 2L EORIEHR DR L
t 28 HEFRO bR WEaiE, RO REICHET 2 2 LN TE S,
b.3 BB & 2 DR LE LGS BKETIEE T D,

- MR=FAEM: (8.5, 11.1.13 2R

JL—FR B Gk D AT FH B2
JL— K 0~2 Gk BEIRL
J1L—FK3 Gk 1B TS5 b
S s 71— R 0~2 28T 5 LT 2 b
71— K4 F A o 2EHET I S

a.30 HEZMA DN LEL 2D | BEOHKKIZ S W TEIKRIICERN 20 Ll S n iz
&y EPIELT D,
b.3 BB & 2 D M EN LB G, 5Pk ET 5,

* HEMIE PRI TR

JL—F I B G kge O TR LA
JL—Fo~1 EELI=s) 1 5 ki EE L
el VTS R i BT 5 - 4

71— K 0~2(Zi#%
Py % & TR
INEIE 7 HLUANIZSE ) 1EBETIFS e d
o7 ngGEi
FisH,
7L—FK3 7 BUNICEEN
N N L— R 0~212 N .
i%ﬁé”ﬁ ;#&i%w%jg 2 BB TS 2 o d
2 [al H 1% 311 A
41TH e b 3BT B e o
JL—k4 E LR BB L L

a FEPIEHE A AT > TUNR O SE M SO FRTEER <,

b.30 HZ X HREN NI L 720 | B ORI DO W TERRIICE R 20 Ll s -8
&, BHHIEET 5,

c.3 B A B 2 DB N L ELR LA, BETIEET D,

d.7 L — R2IBOEWEHIC LV EE L, WMEZOHE T L— 2L EORHER R D7 &
28 H RO B2 WAL, Bl O HEICHE T IR E S Z LN TE 5,




V.

ARICEY S1EH

(i
1.1

1.2

1.3

1.4

1.5

)
P A A HH A S T OFUEMIEES & OBHIC OV TR, IR T R BT
PINTELT, AR OLZEMEITMENL L TV,
WIMZR T, B A Z x5 L L CARKIO BRI KIE T IR FORENRF S, &
FERR AN 1561, ElER (F9900~1,000keal, fENGE E50~60%) {EHUE%.. FHEMIRE (K
700kcal, HENIE £30%) EEUE % K OVZEERIZAAI400me % HLERE O &5 L7254, HiE
W BEHIHE LT BE o A h IR EE R i AR T it (AUC) 1, ZEfERF & bl L C14% 8 m L |
EENERICE G L2BRIE29% K F Lz7,
FHEMI BB ICIL, BFEOIRHEFT b REZ 2 E COMZRET TAAIZ AT 5 Z &,
ARENDOHNE - BEMEDOFAG ORI G & 72 > T- AN AR EG AR ERERD T, FFMIRE IZ 35 5
FTTE (R = & 7 — WIE AR, 7 U MRER L, ~ A 7 v iiiE gk, ITEhikER
WIEINTENIRAG P 2L, BORRIES) L ofRIIBHENTB LT, Zh b DIBEE P
A UTZBROF M - 2aVEITmEST LT,
R g K OV A i BB L2 o3 2 [EI NS PR AR C i, REREREIR . THALBAE R, & if)E
P55 72 E ORIVER N LIRSS IZFRO SN2, < OBA ., B, WRE 352 dik
T 52 EICXVIERDOEGENR AL N, BIERNSEDIL, SHEREREICXVary he—1
TERWEAICIE, HE., mREXIRGOTIEZ2EEST S 2L, £o, BiE L TR L2k
THEACIE, BEEELZ ALICHERES 21T 2 &,
ARIE T, AFOwEY) 20 i B & OSEIE# A o7 0, FgmErEics3 2 AERmicmz.,
A B 25t G & L 7oA s A R PR AR BRI C 3 W TR E S Tz B i LIS O 4
(ZBIT BAREE, R K O IR HE R S e ] BRI E A FL LT,

( %7 P 8=Vl EE T A FEARERTER 0 CSsRT5248, )
BB R s B A g & U7 [EIBE L[R2 AR ER PR AR BRI ONT FOIR IR AR 0 (b M OVHR IR
NRBEERE B xR & L2 ENS DAHERRBRICE W CRIE SN A EEGIIET 5K,
I K OV IR FEE A T R E R VE A SR d Lo, BRI 2N B b, SHERER LIck v ik
BRAHOLNRWIEEICIE, HE, REXIRGOFIEEZZBET L L, Fo, HBELTES
kT AT, BEEES BRICHEREI 21T 2 L,

( [ 7 Y=Vl AT A FEREYER] b TCSRT52 L, )



V. aRICEI SHIEE

5. BRERAUR

WERKT—21\v 75—

AR X LB O BB ORER T — 8 /(v — SOBE

Phase Rk F i [E] PUE S AR Ek
s <5y
% 1 AHEEE | 10658 A A HEITHEEEEE | BAANBRE BT 2EEELD | ©
aRBR (n=18) FH Bl B A BT
- 100, 200, 400, 600 } (X
800mg % 1 A 2 [al# A ¢ 5
11497 H A HEATHEEEEEE | BRANBEICB T LML) | ©
(n=13) DR E Wt
- 400, 600mg % 1 H 2 [al# H
5
10164 ~ULF— | ETIREE R RS | ARG LI BEoReME, &K | O
(n=44) it i % Fe At
+ 50mg~800mg = 1 H 2 [A]
- 21 &G4 7 A BIREE
100277 | AT H ETYEE R B | 28 ARG OREMELOEYHE) | O
(n=42) REZRat
+ 50mg~800mg = 1 H 2 [A]
- 28 HH#& 51 7 A BIAKREE
100283 KA ETYEE R R | 1 EHER RO, A | O
(n=69) M, SREhRE & G
+50mg 1 [ 1[A]~800mg 1 H
2 [al# A & 5-
100313 | K[H EITHER RS | ZatE, RKitE., EYEhtE, O
(n=6) SRR % fut
- 50mg [ H 3 H 2 5
- 1R P54 3 FIREE
100342 | K[EH EITHEE R R | 2att, RRmE, RyEhhe, O
(n=19) NS T~ — T — DR it
- 100mg~800mg % 1 H 2 7]
5
- 1R P 5% 1 0 RIARSE
FIARERR | 100391 | >K[E., 3¢ | #ATHEEEEE | EITEREERFIEEEE 25 | O
aRBR (BB E s | & L= s dklE,
BiF 583D Randomized Discontinuation
(n=202) R (%— b B B R
S SIPREY )
11515 EFN RIBEIBRAREET | Bl R xR L2BT | ©
R O B AR | AH R IR SR
B
(n=131)
HNAHEERE | 11213 KE, | FRIGUIBRAREEN T | WIBRAEE D L <IXsBERME | ©
R 18 # B ME DI | RS x5 & U7 [E BRI R
e EAlb, —EER, 77 8Rx%t
(n=903) FE L 25 TR B R R

© : FHEERN O : BEEH




aEICET 5IEH

(n=602)

*ﬁ A 7'}ZTXTBE13IZ$J‘/WHITEEHH
IR R

IR BRI REDRR T —2 1\ v r— O DRE
Phase RER ESy/iEs| PO TR gk
Ky %)
% 1 FREGIR | 10875 A A ETHETHIE R | B ARNEE ISR T 2y EhkE ©
aRBR # Bt
(n=27) - 200mg 1 H 2 [7], 400mg 1 H
2 1]
- B
% TARESR | 10874 KE, | ETHERFARE R | T R A Sl L | ©
AR NX— | FH 7o Z htak IR It HR 2R T A ER R
A %Y (n=137) R
T, 75
VAL A
AT )
EIAHERER | 100554 | BRONMRL 4 | dEATMERT /AR B | TR BT 2 3% & L ©
R 21 »[E | & T EBE LR E AL, —HE

RAVIBRTREG RRBREORKT — 2/ v 75—

© : TR, O : BELH

Phase RER S [E] PO TR T g
Kl X5y
% 1 AHEEIR | 100561 | k[EH HEATIEEE RS | DMIE RDEENE/ ST A —H A~ O
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s FRIEGERE2 EO5ODREIEAIZOWT, 30H LINIZHEL L - B0 2AEFENGEIZE -
o EBIZINOORIWERORBEN L VBT ERAEGFRERERICE D 2T,
% 1 BRI BRSBTS R B T X D

<HETHFHREOEE MR E LB EERARERE >
CAEAT e SE 1]

A ERLHE O xR & 7 o TER L 0 FREE ORISR ATEE & 72 o T ER & bR < T — Z EED
55T LT-ERI1,619610 5 5, %)JIEIU\IW%IS% L 72 o T E 51 3001 % 22 A SR AT et SIE I 7> & bR
ShUTz, Fiz. AFEG IR AR S Z8FIC DWW TiE, #BBERi#% O Z2 A L%
NG LG L7720, REMEMAT R SIERNIT1,608%1 & Lz, 2D 5 b, w@hSoMER] 14,
KT ~ DI AT LARTCAE O FHFRRER S & - 7254451 2 152 < 11,5531 & A Rh LT 6k G A51]
L7,

[ Gk ]

o L EMEMENT R SIER]1,608%1  (Child-Pugh/y8HA/B : 1,06261/518%1) @ 5 &, F5-BRAEN
5125 H T G035k S0 TV JEF1E 13041 (8.1%)  [Child-Pugh4y 8A/B :
11.0%/2.1%] ThHo7=, FHFIEE 72 - 725 EFNE1,478%1 (91.9%) [Child-Pugh/y ¥
A/B : 89.0%/97.9%]1 ThH -1z,

- AE 5 A E U T, EEIE47261 (29.4%) [Child-Pugh/3%H A/B : 34.7%/18.7%] .
IRIEIT45301 (28.2%) [Child-Pugh/y¥HA/B : 31.4%/21.8% ] 23k S 7=,

- B HWIE O ILEIX70.0H (Child-Pugh/338A/B : 92.0H/41.5H) Th V., 1HVEHEEGE
OHILEI1496.6mg/ B (Child-Pugh/3#HA/B : 593.9mg/ H/400.0mg/H) Th -7z,

- WHBGEH125 AURNICE G 2 ik L7GERNE1,478%1 (91.9%) [ Child-Pugh/y 8
A/B : 89.0%/97.9%] ThH-o7-, FH5HIEFEBONRIZ, AEFROFEHT63H] (47.5%)
[Child-Pugh/3$HA/B : 43.6%/55.4%] . #hFEAR+4r52361 (32.56%) [Child-Pugh/y¥i
A/B : 33.3%/30.7%] . #EBE50%1 (3.1%) [Child-Pugh/338A/B : 2.8%/3.9%] . = D1t
27661 (17.2%) [Child-Pugh/y¥HA/B : 16.0%/19.3%] Th o7z, HEHFILICE -7 &
RAEEFEZONTIT, THEEEE (6.7%) . FE - RERFRNTEARERE (5.6%) |
BAPGE (4.8%) . THI (4.5%) . BRI (3.0%) . % (2.3%) Tholz [EED
nl.



V. aRICEAY SIHE

[Z24xE]

-££$%ﬁﬁ%1m%ﬂi&vc13%%(%8%)f@@%%ﬁ%énkﬁ\%tmg
T _REZEWERHIZERO Lo T2,

c KREICBWTRD b EREWER X, TE - RERRMTE RS r@ﬁ(@7%)\
Fi (23.2%) . @it (18.7%) . AFFERE RS (14.4%) . BAEGE (14.2%) . %
(Bg%>f%oko%<ﬂ&5@%’%ﬁ#é@mﬂﬁ%nkﬁ\Tm\ﬁwﬁﬂﬁ&
OVEARIBGE 13 H B A O BRI 6 JEELNERD H A, BIVEA 2 & () 0] 58 BEEEH oo {7 3
2o TN =,

- Child-Pugh/33HA L BOHEIC BT, EE 72 I ERORF RN S CIEBREO T A E W
BEA /R LT-, £72. Child-PughA =27 ® kL& & & &2 i i%%&oﬁ?%%ﬁ%ﬁ%%@ﬁfﬁ
E<7eotz,

< FETCIXT5101 (FFS - 8371F) T, TOIE L A ENTHIIE (FREDOEIT) Thotz, &
FOBWERIZ X N7 (FG : 921F) TRO LT, TNHDH BHEL N, R4,
AT RE S FFPERMIESS D ATRSEEIER Tdh - 7=,

(A 20 ]

- B RPERRHT % 521,653611231F ZRECIST verl.0iC & 2 & B#ADHEIL. PRULE : 4.7%.
SDULE :35.5%., PD: 32.8% Th -7z,

- OSOF i %, 265H (Child-Pugh/y¥EA/B : 371H/131H) Th 7=, BEY RN T
(Child-Pugh/3¥6, ECOG PS. MEBOH M, stage, A 5-BbhwTONEE~— 5 —/
BRI O BGIZIS CE W80 HiT,

- BEARREM I X p e TE L) s EToMMoriiEix, 970 (Child-Pugh/yid
A/B : 102H/77TH) Tholz, BFEERRTIT L oEWL, 2AEFHM gL 0
L FEREDMEIE Td - T2 3 BHE TlE R hy o 72,

- MR B GERTIE, OSK OEGERMIC X 2 H £ TOMM & HI1Z, 800mghEH3800mg
FAHE L 0 RAF e %2R LTz,

- OSICEAE 5 2 55 =A+ (EHM) & LT, 2 THE, M5 &, Child-Pugh* = 7544,
ECOG PS 0, stagel M, ASTHHRMEAN, ~E/ v PRELLE CRFLAHV, B
TIRFR 72 L. AAEHOUIREES vV . Child-Pugh/y EATIE, 5 . ECOG PS 0, stagel
O, ASTH JflE AT . ALTHSRfELL E, @t)wt/¢%ﬁ$ﬁ MyE7 VT I vk
Bl b, ~EZaerfdfibl b, v —7 o MRS Y . Child-PughsyEB Tl
65k LA RN, ECOG PS 0, stage I T, ASTH M fEARN, ALTH JufELL ||
Be v Le R R, BRI R L, VRIS,

) ARBEHE L TERFENDARXIIER LI=RAE - HEBROBE
EERR L

(1) = Dith
RIGUIBRARE ST O B IR | KON TUIRRAGEZ AT IRE) 22Xl L 2pfES
W O EH A AR ENC X O INE LT 7 SR — LD LM E T — 2 & % &
HT20164F4H ICHBFEARFE LT o7z, TORR, JEAETME HEEA0314%117%5 (2019431
14845 12T, AFO FHEEITHE. AELOCHEZEOWTNOKBANR LEFEOLE L L
& OFFEAHRENLR SN,



VI. EEEICREI HIEE

1. EEZMICEEHSILEMXILILEME
MAAFAERER - 7o ~T (BiaFE#z)
X —VHEA : A=F=T7 VY TBRIE. TXF =7, RXYR=STHERIE,
VAT T 2= T K, VoNF =T AUNERE NUT X =T
HE  BED B 5B ONREXITINRE T, BHORMNILFELZRTHZ &,

2. EBER
(1) YEFRERLL - 1ERBERF~20)

In vitroRBRIZEB W T, VT 7 = =7 (3EEHETICEE 53 5 C-Raf, BRI & OV FAIB-Raf %
—BIEME, I ONCFLT-3, ¢-KIT, RETR EOZFETF s X F—BEHEZIHE L, S 51T,
V77 = =7 IS A A B 5 S AE NN - (VEGF) Z 25K, i/t sk &
K+ (PDGF) ZREEKR2EDOFn o —BiEEERE L,

In vivoidBR Clx, VY 7 7 = = 71X E s & OFRE s ok 2 7= g~ o 2280 T,
SRR oo i A B AR 2 il L7z, 72, AR MRk 2 W 7o~ o 2 T, IEg i
DOERKY bz L, 7R h— A EFHE LT,

TR (RXH)

| FoHI=IL I | FKIYIN=IL I

VEGF/PDGF

ZOMD
WRET

/

c-KIT/RET

B HAR MEA G E




VI.

\.

ENEEICHY HRAE

(2) E = R T HEABRAKE

1) in vitrost E&

ORafRURBAREFOS X F—FIIxdd HiEHRAEFIER
V77 2= FRafDET A Y T 4 — LR ONEGET & ORF#E N O N D/ A TF e %
F—BOEMEERE L,

XS —r ICs0 (nM) XS —r ICs0 (nM)
C-Raf 6 VEGFR-3 (v 7 AH2K) 20
B-Raf (#47) 22 PDGFR-B (= ZAH%) 57
B-Raf (V600OEZ: #H!) 38 FLT-3 58
VEGFR-2 90 c-KIT 68
VEGFR-2 (v 7 AH2K) 15 FGFR-1 580

MEK-1, ERK-1, PKA, PKB, PKC. cdkl/cyclinB, pim-1, ¢ccMET. IGFR-1. EGFR. HER2IZx}9 %
1C501%10,000nMEL ETH - 7=,

CiRBRIT 1]
Raf7 A V7 #+—24, MEK-1, ERK-UZx{T 5 HEEMEIL, BEEATP (y- [383P] ATP) FIET OV V(L
FOGIZRBWTAER T 28P TR SN BB OMESE 2 EBETH2FERRICY T 7 2=7 2IFNL, TORE
e LTz,
SZRWELT v o —RBICH T 2EERIL. 2R R0 ) VBENKE (ZREBEEROTF Y B
b3 5) Z R ERERR L=t VBT e U PRI K WV ERT AERRICY T 7 == T RIFML, O
BB LI,

QRaf FHRDFF—EDY) VERIELERUVSEKREFOL VX F—F0OEC ) VEMEIZX I 2EEE
Fg18)
V7 7 = =7 IRafMEK/ERK ¥ 7 F WARER K I B W TRaf D Tt FET DMEK, ERK
DV U, ROSREMFos X F—PoHCY VB EEHE LT,

¥ —t (Hlukk) ICs0 (nM) ¥ —1t GHlukk) ICs0 (nM)
MEK* (MDA MB 231) 40 VEGF-ERK (HUVECs) 60
ERK* (MDA MB 231) 90 bFGF-ERK (HUVECs) 620
ERK* (BxPC-3) 1,200 mVEGFR-3 (HEK-293) 100
ERK* (LOX) 880 PDGFR-8 (HAoSMC) 80
VEGFR-2 (NIH 3T3) 30 FLT-3 (HEK-293) 20

* 0 U UERMEMEKKR V) S EREERKDHEAD 26 2 O L2 & 2 Raf DILE 13 R~ Sz,

[R5

BHfaK AL DIRED Y T 7 = = TFIE FTA ¥ a— h L7cth, MIREMKEZFRL, % —8 Kk

VCERETNO Y VE b SN2 b DI T 2P %2 VW TRET L7,

MDA MB 231 : JLyEfifark, BxPC-3 : fiiark, LOX : BB AEME, NIH 3T3 : ~ 7 A fh{FH
SeApHEE I, HUVECs : b MBS RN E MR, HEK-293 : & ME R BB ML, HAoSMC : & k

REDRT-78 A e




EEE(CRHI SHE

@kt FFEMRRIZT BER™
VI 7 =71kt Mg TH D5 PLC/PRFE/5 & OUHepG2D M iU EHE 2\ 3740 & PR L,
FDICslEZFNEN6.3uM KL 4.5uMTH - 7=,
[RBR 715
b FEREE CTH D PLC/PRE/S L OHepG2% V7 7 = =7 OIFE F CENE T2 % Lz, Bid%IZ

AR SRDOATPE VY 7 = ) v« L7 = T —8 G TR (CellTiter —Glo®luminescent cell viability
assay kit) L. MIQHEFEIZKIFET Y T 7 = =7 OB ZFM LTz,

@Raf/MEK/IERK S ' F JUmZEIZX T B 4EA
b N AFEH AR IZ B 1T A Raf/MEK/ERKS 7 FIVARZBIZXTH Y T 7 2 =T OB LS L
7-& A, pMEK (U VE2{tMEK) K OUPpERK (VU U {tERK) 1%, AEOWEEIZEKEL T
KFL7=,

PLC/PRF/5 (A) & U HepG2 #fifa (B) [C$H1F % RAF/MEK/ERK
VIFINGECRIEFETVSTIZTDRE

A B _ )
ISTT=F (uM) VZ71=7 (uM)
—— 0126 -——— | -0126
B 1 3 10 1uM B/ 01 03 1 3 10 1uM

PVEK— e o =

MEK— i wew s s Sy
= . i Se—_—
PERK,, —
ernc:

# PEWERH & L TRV 72 MEK BRI Td 5U-0126 i, ERKD Y B LZ L7200,
MEK @) ¥ BRALIZ I E 2 E S ot

[RABR 71k ]
PLC/PRF/5}% UHepG2fila % ¥ 7 7 = =7 (ZNFEN1~10uM K r0.1~10uM) fF7E T CT2REMEEHE Lz,
Rtk MR 2R U CR T wiatE & o X Bl Sy BRI EN L, HipMEKHL A & OBip ERKHUA % F T
Y AZ 7y METPMEKK CpERK & #H L7=,



VI.

EEE(CRHI SHE

GRETY ¥ FILIERKIZ® T 5 /EHA2
VT 7 2= ARRET K OZEAIRET (V804L, V804M. C634R) WMz, fha Al
RET/PTC3D X —FiEMEAHE L. & DICsfHIL5.3~14TnM TH > 7=,

RETHF—EICxY 5EHEEER

Fr—F ICs0 (nM)
RET/PTC3 (f@A7Y) 47
RETVs04L (%5 FLA) 110
RETVs04M (%5 FLA) 147
RETC634R (45 FLAY) 49
RETV804aM (%5 FLI) 7.9
RET (EpAAY) 5.9/5.3

V77 == 73R OMARORETE S T2 3 A Lok, WNZEh b2 R8H LT
VD FUR I BRI R ORETOMAMN B 2V B &2 HE LTz,

RETHF—€0N!) VEEIZxd 2EEER

X—¥ Gtk ICs0 (nM)
RET/PTC3 (NIH3T3) 20-50
RETC634R (NITH3T3) 20-50
RETMo18T (NTH3T3) 20-50
RET/PTC1 (TPC1) <100
RETC634W (T'T) <100

[R5
RETIZH¥ 2 BRETEMEIL, BEHTEATP (y- [32P] ATP) F7(E F DU UERLAIGIZIW TR 5 32P Tk
SN EBEOHRSHEN A EETHFERRICY F 7 2 =T WML, TOREBERF LT,



VI.

EHERE(CRHI SHE

©RETY T HILREIZHT SR

RETEG X IIE DO REIL %28 A L= NIH3T3/M LI 5
PHEILIZE 2 A, pY05 (U U E{ERET/Y905) 13, ASKOMEE ICHKIFE LT

T =T D

KT L7z,
YZ71=7(nM)
B v R 8838
- — #pYOO05HAtE
- —— R T
RET/PTC3
“- - FpY905Hith
nmu- sncrin
RET/CG34R
(RRER 7 1%]

FAY T T NMBREIRTDH YT

JZ7x=7 (nM)

T - T =
N YR T+

i
100
500
1,000

#pY9O5HiA

.-. -
.'Illllmm“
'RET/Mo18T
HpY905#iik
gnrlﬂl'“%”
I EGFR/RET ‘
B e i 1 #pYoosin

-..‘HJ‘ HRETH

| RET H4m

RETE 5 F XIL% DL RE{EF (RET/PTC3, RET/C634R, RET/M918T. EGFR/RET) #E A L 7~
NIH3T3#ij% Y 7 7 = =7 (5~1,000nM) 7£7E F C2HFRIEsE L7z, 5%, MZRE L TH-2 o8
7 E W5y ERIKEN L, PipY05iik k OCHIRETHIAZ N T Y = A X 7 v v FMETPpYI05 K% SRET %

L7,



EEE(CRHI SHE

2) in vivoss BR

OB M EMRRBIE Y I R IZx 3 2 EEEEINH{ER*
~ U AR (RENCA) 2 I LT~ AET IR L TY T 7 2 =7 #1565~
90mg/kgEF COMHBEICTHREG LIZEZ A, VT 7 = =7 (FEEHGE 2 Hfl L 72,

BHEIIEARBE Y © X (LT D IEEIEFEINHIfER

800 =1 p<0.001 vs 2>hO—JL

6004 | I bO—ILEE Z ‘

+ s RS yaw

m |

2] VI II=7 B

E 400 —— 15mg/kg —— 30mg/kg

T =%~ 60mg/kg —e— 90mg/kg

i j"
(me) f

200 %
(n=10)
O T T T T T T 1
2 4 6 8 10 12 14 16

E#mEtEs > OHRE (B)
—ICECE A A A R Ol Student HEE

(BR 714 ]
~ 7 AR HIERENCADIES (5x106(E) ZMR/KIE~ 0 AL FICHM L, BHk4H H X0 IRE LY 7
7 =715, 30, 60, 90mgkgZ9H Mk n#&5 Lz,

QB M EMIAKISIE < ™ X (233 2 M E A NG EF?
~ U AF Mk (RENCA) ZBIEHE NI L~ UV AETMICH L TY T 7 =2 =T %
15~90mg/kgEF COHBEIZTHRE LI A, VT 7 =7 IEENO ME FiA 2l L7,

BrifaEiaRiEiE~ » X (T 2 MEFEINGIER

2.0

1.8 ‘[ (n=10)
. |
s -
Bo14
g v
L 1o
w .
AT
] 0.8
g ) # 1 p<0.01 vs O>hO—Jb
(%) 0.6 |

0.4 -

0.2 -

0
Iy RS 15mp/ke 30mgrkg 60mglkg 90mg/kg
L L |
abO—JLE YIITZ T B

— e B A RUTEEIStudent tkE

[RABR 71k ]
~ U 2B RENCADEE; (1.0mm3) % MHRKE~ 7 2 IS M L, BhitkdH B X 0 iRt
XY 77 =7 %10MRAO#RE Lz, & THR, B2 L. WERNEMR~—5— (CD31) 124k
B SRRk e 2T C IR T 5 oD B I DB B AT L=,



VI. EERIZHY 51EH

QI EMIEMIBIE T VD R IZXT BB EEINF|/E R
v MTEEMiutk (PLC/PRFB) %~ 7 ZAAMIMEEHKE TICBE LI~ U AT VBN TY Z
7= =710, 30mgkgZ &G Liz& 2 A, BEEOBFEMHEHER RO N, VI T72=T
100mg/kg % $¢ 5 X T=~ 7 A EEUN RO TE 72 BB ORE/ NSRE D BT,

b ~EFEliatk PLC/PRF/5 BHEEFIVICBIF S

R DIETEHNHIE A
Mean+SE
750 7 % 1 p<0.001 vs 2>bE—JL
600
( - hA—ILEE

—O- /G - BREE
450 YEIT L B

E k_._ 10mg/kg  —- 30mg/ke
:
E 300 A *
a 1B1EEORS X168/
mg) ‘ V%
150 %
(n=10)
0 T T T T T T |
10 15 20 25 30
BEBAE,SOERE (B)
600 Mean+SE
% 1 p<0.001 vs 2> +O—J1
500 oz ha— LB L
¥ —O- ¥RE — B S AT
% 400 VSIT= TR
% L - 30mg/kg B 100mg/kg
(mg) 300

1B1EZEOES x218/RH

w0 |

100

0 T T T T |
10 15 20 25 30 35

EEZEErSORR(R)

—ICERE B R U'Bonferroni £ & LLER T
BERIVS TN ILEIEHRE

[RABR 71k ]
b N AEAIERRPLC/PRE/5 % 5538 L~ w7 A AMIIEE R P85, Al L 7= IEEAAE o A 55 23 HERE S AL 7= Be AR
FOEHEITY T 7 =710 0'30mgkgZ 16 H M., £ 7230 K% U'100mgkg% 21 HZFA 1 H 1EFR A #%
H1L., EEEEOEEBREMIZHEE LT,



VI. EERIZHY 51EH

QFF EBMARTBAE Y ™ R (23T 5 & £ B/
v TSI (PLC/PRF/B) %K PRI L 72~ AEFMCBWT Y T 7 = =7 O 51T
X v, CD34pEMmE NN REA . pERKOMK T, TUNELG: MG O BN TR H iz,

E ~EFERREHE (PLC/PRF) BHETETIVICST 2MESERA
i P > 7 i
pregid 30mg/kg 100mg/kg

cD34 fus-oas

PERK

TUNEL

0.8 7 Mean+SE
#: p<0.05vs iB1E
—CECiE 2 B4 Dunnett ZELEEHRE
C -
S o6 T
3
a
fz
i3
04
%
02 | & %
0.0 i—i
AR 30mg/ke 100mg/ke
(n=5) (n=5) (n=5)
i e e <
Mean=+SE
10 *: p<0.05vs &
—thE 2 8% Dunnett 258 HedETE
*
T 87
H ¢
E
L 6
f
1%
o
% 47
2_ ik
0 —
BIE 30mg/kg 100mg/kg
(n=5) (n=5) (n=5)

P b b Dl
BEBEUSTITNLEERE




EEE(CRHI SHE

OFLEEMIAGIEIEY Y R IK T 2 EEETE I R
b LB HORAIIZARTPCL (RET/PTC1L%H) Z, HRBICBE LT T v~ 7 XT8N T,
Y77z =7 40mglkgk P 5 Uiz & 2 A, TEEHENHITER 25580 bz,

FLERE R TPCIRIFTE REREE T ILICE T 2 BH AR

AR ABR2
B TENRE | B | AEARE | PHIEE | Bk | AEARE
HFE (mm3) (Student t | &FE (mm3) (Student
[95%CI] 5 E) [95%CI] IR E)
101.5 701.9
VA I [36.7- 7 [590.7- 4 £<0.001
166.3] 2<0.001 813.1]
s . 0 45.8
y77==T [0] 8 [20.3-71.3] | °
(kB 1]

X — R= 7 2O FRIRC, b b LIRS TPC1 2 B L, BAiE2~3 %0 D VY T 7 = =7 40mg/kg
IITESE (CremophorEL/— % / —)V) Z1H2[E], #5H WM DS Lz GRBRIZ201Em S niz) o g5
INFEIT, B GBRASHEMZICV=>0xW?2), /2 (LIFEEE, WITERE (CXVEH L,

Otk EMATEIE < Y R 2%t 5 B EhEinH| /e A2
b MR BORRTT 2, A ML TICBE L~ YV AET VBN TCY 77 =2 =7
60mg/kgZ % 5- L1 & 2 A, EEORIEMHIEHR RO bt
T, VI T 2= TREOEGHR CIX, ERERIC LD EB XN AN A LND D
& NHEYA THER S, TEIEARRIC I ADRETHC U VLD, A L/ 71y MEID
L RENT,

E R EERMREA (TT) BEE T ILICSITSRESRER

600 —

[ 2hO—JL (R B =
500 B 37 =78(60mg/kg) T A
*:p=0.018 HEEAHSOE L
(5085 Student HETE) 1
400 4 #%:p<0.001 HEEEISOE(L -
& (AR08 % Student HRTE)
% - (n=7) USII=THE
i# j
(mms) o
200 | T T
I HipYQO5HiLth
100 - [
N P W sRETHE
1] T T T T I F
1 7 14 18 21 g 2 Y
SRS ORI () -3 RER
Mean95%Cl JE SE
By 2%
51 52

(BR 714 ]
HEMEX — R~ 204 E Tio, b RSB SMRETT 2B L, EEARES R L% 70~80mmsi 72
ST-BHEMB0E BN G, V77 x2=7 (60mgkg/H) XITEE (Cremophor EL/=% / —/V) % ZNE il
SHSHEREO®G Liz (THIED . IEEAREL. V=(AxB2), /2 (AiZfE, BI3ER) XV AEHLE,
Fo, RBRKTHRIJEEEROHL, ZTO—8E2HANT, ~~ hx U v o4 P09 (HERE) HON
i L7272 A OHipY05HA K OHIRETHU A Z iV T=A & 7 a v M & FER LT,



VI.

EEE(CRHI SHE

3) ex vivostE&
ZOMDOIEH (ERKY U ERLRAEZNFRIC X AMAPX F— BRIk 25 28) 19
HT-29ffifatkz et~ o 2 LS EGHEETIE, Y 7 7 ==7128 0 U U {EERK
A L, MAPX — BRI OTEMHEALOFLEMEH 2 RE S vz, MAPF - —B I3 iE
BT 2R THDZ b, VT 7 = =7 ZEEHMIE D5 Z JH 3 5 R RIE S
7=

HT-29 fElSEMiatz AL EEBIET T IVICH 1T 2 ERERP O
ERKUVER(EICHT DY 57127 5 RS DHR

H|ILE A 30mg/ke 60mg/kg
[ ] [ | [
i

U EE —
ER/K . — —:

[RABR 71k ]
HT-20%5 iGNk 2~ 7 A (S BE4IE) ([ZH FRE L-%. BIEEIY 77 2=7 (1H1[[130 Xi360mg/ks)
FHEHMIBAOEE Uiz, kG 3RMRIEEEME L., V=2 Z 7 ay MEZTY VERLERKEDOZE/(L
& L7,

(3) 1 AR IREFR - Frikef
!



VI. EYEhReI B89 5IEH

1. mMAREDOHRS
(AR LR/ MmPRE

AR L

2) BRRRABR CTHR SN M PRE
D MmEEPRE - BEZRERY

AANERERESGICY T 7 ==7

- B

C B 1)

RikEY

FER R SRR A AR T fE (AUC) 1%35.4mg-h/LTHh -7,

Y3577 400mg ZHERS LEBOMmRERY 57 = Z S BEHE
107 g AUC, .. Corax T tiz CL/A
(mg-h/L) | (mg/L) (h) (h) (L/h)
10! & 354 (350) 121 (357)| 8[3~24] | 255 (147) | 11.3 (350)
Jiil E SRATEIN (R TRRE R )
2{;‘ ‘ # o rfuff [HERR]
Y | ,
4 i 1] e = r
2 +, —
I | . S
=
me/Lh
102 L : ‘ .
0 24 48 72 96 120
\T}?’ET i 5 & w5 [ (5 )

2) MIFHIRE  REKRGEY

AANE I EEFINY 77 =7

400mg# 1 H 2B S H 5 U728, ¥ 5810 A %121
ERIRRRICE LT, EFRBICRB T2 METREHBIIFHEHTHY . —EORELMER LT
Wiz, KR G5BIEA 5148 % O CnaxX CAUCIHE, ENE4, 4.9mg/L} (0086.7mg-h/LTH

-7,

YSJ7x=7400meg# 1 H2EREHXRS LEEDOI4AHBD

MRy ST =7 BEHE
10¢ ¢
10" E o

i E o i

3 -~ i —— I

A

T +

Z g

] L

:|:_ L

5 W E AUCq.2 Cruax

§ P (mg - h/L) | (mg/L)

mg/l) 19¢ | 367 (1.92) 49 (196)

g ST (TR (%)
10° ‘ :
0 4 8 12
_t RiE S RAHEIAEE
V57127 | S HEER ()
(3) &
B L

400mg % HERE O %5 U7 g R 1%, % 5-85F
MAEFHEE (Cmax) 1.21mg/LIZEE L7z, HAREEE (tue) 132558 TH Y . I




VI. EYEhReI B89 5IEH

4)B=E - ftRECEE
DEBEOFEE NEAT—2) 7
fEFERR A 156, EE A ($9900~1,000keal, RN & E50~60%) fEEE%, FEII&
(#700kcal, AENIE #30%) FEHUE# K ONVZEERFICY 7 7 = =7 400mg % H[RIFE O 5 L
A, PR RBICERE LIZBEOAUCIHE, ZEiERF & i L14% 8 L, miEi &k ic& s
L72BRIZ29% 1K T L7-,

ZEEREUVBRICYS 71 27400mgZ EEIRE LR EMEEZLH/NS A -4

AUC Cmax tmax * t1/2
[mg-h/L] [mg/L] [h] [h]
EE§§H# 72.52 (36) 2.46 (41) 4.00 [2-4] 25.59 (20)
n=14)
qﬂﬂg?ﬁﬁfﬁw’% 78.94 (44) 2.02 (39) 4.60 [4-24] 23.25 (18)
ﬁ%ﬁagﬁfiiiﬁi@é 50.18 (53) 1.52 (50) 4.00 [4-24] 21.66 (36)

SEMEfE (CV%) | % hofiE [HEPH]

)7 baFVJ—IL (CYPSMDEALZRERD) LOHEEERA NEAT—%) 2
TEFERL AN 160 2 X RIZY T 7 = =7 50mgx a5 L, 10 AMAHEZ S h=a) Y —
400mgz1H1E7TAMKER G L, 4B BIZY T 7 = =750mgx HIaFH&E L L=, ZOk
B, VI T72=T L ha by = EHAEELTCHL Y T 7 = =T ORERICEITEED S

N2 o7,
harJ—ILER/EFRBEDOY S 7 T = JDOEYEEZHN/INST A —4
AUC [mg-h/L] Cmax [mg/L] tiz [h]
V57 = =7 B E 11.0 0.46 29.0
rhat = PERES 9.82 0.34 30.2
S B

) AANOAGR ST DERE IR TIRIGUIBR R RE U O B i, YIRS REZAFfiayE, 1=
TRUIBRARREZRRIRIME | ARSINTOWIHELRCHEIR HEE, AR Y 7 72=7 4 L T1H
400mgZ1H 20RO G35, 728, BEORBIZLVEERET 5, | ThD,

NAATSY—IL (CYP2C19OD TO—TEE) . TFRA LB A MLT 7> (CYP2D6D TH—
THE) RUIA YIS L (CYPSMOTO—JHEE) LOEEBEER WEAT—4E) D
MR R AR R 186 2 X RICA AT T —120mg, TFA R A MLT 7 30mg
WIFY T 2o2mgwr HiEEk 5%, FAXY Y77 2=7400mg%x 1 H2EIKE#KS L, 280 B
ICHORARAT T = THXARIBRAMT 7RO T LEFHBEES Lz, T OREE,
VI T 2=mTFARAT T FTHXARRA M T 7 U RO XV T AOEYBIREIC K X
S 2 T A S A Y



VIL.

EYEEICEHI HIEE

WL EDEDOBRARE GHEAT—%) 2
[ T R 2 % 42121,000mg/m2 D 7 b 3 Z B % 304y R IRIN R 512 ¢, M 1A T #5441
BRARIE L=, V77 =2=713400mg (200mgx2§¢) %7 L ¥ B FE2HH LV 1H2H
BehH Lz, 20L&V T 7= EAV&EV&U%®R%%?ﬁ%vV7wﬁHW)V
v DOIEYBNREFII N T A —Z a4l BT, BRI ER D & 5 W B 1338
BRI T,

SAFHIITZFULOGRARER GHEAT—42) )
i R 2 %12 130mg/m2D A XV U 7T F o i ARNE S LT-, RSB o
JLTATU, y?7::7mm%m(%%mm%)%%4ﬁwwnaaiwmm@%ﬁbko
IDEEXVT T =T RASKOWERER A 4O SEMBIRE RN N T A — X Z Rt L2
WTC, BRIRAIICEIRD & 2 FYEEAERNEER O b o Tz,

6) FFYILEL D EDHRRE WMEAT—2) 2
e SO IR B I K% /L B 2 60mg/m2L Y T 7 = =7400mg (1 H 2[a 15 #5)
OG- LIZBRIC, RERYLE S DOAUCIE21%HEM L, Cnax?334% EH L7Z, KF VL
Evy®%ﬁﬁ£%1%éb%/wt//~w®%%$ IV 77 2= OFREEIZSCTE
ZARITFRD Hivie o7z,

NAN/ THYEDBRARER WMEAT—42) 2
BREENRIZY T 7 2= A0 )T h AR S LBORYEENSHH SN, £
DFER., V77 x=7400mg (1H2EHE) &4V 75 125mg/m2OFHEFZIE, AV
7771 DAUCK NCmax2326% M D86%HE I L, SN-38DAUC K NCmax b ¥ TENE I
120% M ON22% 4 L=, YT 7 ==7400mg (1H2[EFEE) LA U /7 72 140mgD O H
REZIE, A4 U 2 7 1 DAUC-48 % NCrmax X FEHE TENZ4142% S OVT3% 0 L, SN-38
XTI H6T%HEM L 7=,

8) Fz2 Xt/ LDftRARER MEAT—42) 0
B RE 2RI, R VBEMEBEEREL Y 77 =7 L OFHEGRICEIT S K
T X LY ERE SRR SN, A 7 UWF21EME L, YA Z V1O 1H BIZ Kk
FE/L7513100mg/m2 % Akt 545, 2H B2 6 Y T 7 = =7200X13400mg#% 1 H 218 H
M5 L7 2QHE~19HH) . REZXEAOEEII21H Z&IC1EOY A 7 LTIV, R
T2 XL OEYEETY A 7 V101AH (FEZ 2 ABMEGE) KO A 7120010
H (Y7 7==7%5%) ITHFTLT,
ZORER, R X AFMELGE (A 2711 12BN T, FEZFELDAUCK NCnaxtl
L. HEWDIG U8R Ao, REXFE/1100mgm2L VT 7 = =7200 i
400mg D PFHEE, X FEZ ¥ B/ 75mgm2L V7 7 = =7400mg DPFHFFICIHB W T, Nt
4 X/ DAUCo2s CE¥IE) 1. VT 7 = =7 5#%1236~80%HM L 7=,
F72. FEZXFEAD Cmax CEHE) 12V T 7 = =7 85412 16~32% EF LT,
) AFIOEREN T AHEEIRIT RIGYIRREE UM O BN, Y1 R ITAE, R

TRYUIBRARE R IR IRE ) . AR SN TV D HELEOHERT M@, AT Y 77 2=7 & LTC1H
400mgx1H 20 O#% G325, 728, BEORBIZEVEERET 5, | Thod,



HEYEREICRE T 5IEH

9)5-Z)Aaw5i)uaAaR) o EOHRFEE GMEAT—42) 3

B EE LR GRLE LTV T 727574 uy 530 (5-FU) /aA 2R (LCV)
PG LIZBR o BB RF S 7z, 510 HICLCV400mg/m2#x 5:-1% (2R [H #%
1) . 5-FUZ400mg/m220EFHE L., R\ T2,400mg/m? (46[FRE]) L. ZhZz2EIc1
Bl L=, YT 7=2=71%, 4HH25100mg~400mg 1H2[E&HE L, YT 7 ==7
400mg 1H2[E# 5 &£ 5-FU/LCVE ZFH L72EE Y 7 7 = =7 DAUCo- 12,5 % 'Cax sslZ EAVE
A42% K M44% DIR T RAH BT, O EIZEB W TIE, 5-FULCVOGFHIZE D RE 2R
BT SN ote, V77 2 =7 OREIZE U5 FURYEIE~D FEI IR b7
o7,

) AANOAGR ST DEREUIZN R TIRIGUIBRRRE UM O B i, VIR REZAFfilays, -
TBUIRAREZZ FIRIE ) . AR SN TWAHERCHER EE., AT Y77 =2=7 L LTl
400mgx 1A 20 O#% G325, 728, BEORBIZLVEERET 5, | Thod,

1042 —7z0 o bDOBRARR MEAT—42) 2
EERFEEMBRL LTV T T o=T A ¥ —T xua2a (IFNa-2a) Z0FH L7-BED 3Ky
BRENBRR Sz, VA 7 V1014 HATL Y . IFNa-2a% 6MIU X iZ9MIU O HEfli#% 5% B b4
L (F#HDL, 3KUBHE) . Y47 VIOIHB LY, VT 7 2=7%200mg X(3400mg# 1
A2MEfe 5 L7z, IFNa-2al OOFfEG®RIZBIT S Y T 7 = =7 OEYBREFEN T A — K %
BEt L7211 0T, BRRIIZERO & 2 WA EAEFIIRO S ve o1z,

) AANOAGR SN TODREUIZN R TIRIGUIBRRRE UM O B, VIR REZAFfilays, |-
TRUIRAREZZ FIRIE ) . AR SN TWAHERCHER EE., AT Y77 =2=7 L LTl
400mgx1A2MERO#H G35, 728, BEORBIZEIVEERET 5, | THD,

M FhILNDY (DTIC) LDHEARE GBEAT—2) 3
FEHRFE ARG L TY T 72T X AT (DTIC) %G LI-BE 03B & Y
e ERN LE, VT 7 == % ER1IZDTIC 1,000mg/m2% 1R 23T CTERARN TR 5 L
(A7 01) | ZO®%RII2IBY A 7V THRE Lz, Y7 7=x=7 (400mg. 1H2[E) O
H3DTICOME &G H OB ARG L, TO%EREE L7, DTICOERYEREL, 1
I NG H (V7 7 2=7 0K ROV 77 2=TBEHOY A 712 (HDEWIETR
UIBE) I2bE Lz, VT 7= =7 O HIC L W DTICOAUCIE., FEHIME THI23%IE T L.,
CmaxlTFI16% (K T L7z, DTICOIEMERBEM TH LT V' A X VIR ARRETH DM, VT
VAL LB L BAR SN EREWAICOAUCK KCmaxlE. TNENHI41% M N45% 1
mri,
B, V77 2= O EIL, DTICK CAICOTE I8N I3 A RIS o T,



VI. EYEhReI B89 5IEH

2. EYERERA/NTA—4
() @i A&
ZMEE R L
SMENRE L)X T A—ZZONWTIE S a8 — R A2 MEFTIc LV B LT\ 5,
(WinNonlinPro. ver. 3.0)

(2) IR FE TE #8
U ER e L

(3) HEEEER
AR L

DoV F7IUR
HEER R L
(3%~ TAKROA, XDOT—H) 349
m#E7 V77 A :0.13~0.15L/kg * h

G) R mBEHE
M ERR L
(BE A RXDT—H) 39
0.74L/kg

(6) ZDtt:
AR L

3. BEE (KEaL—va>) @
OF Liv-i
BB L

(2185 *— 8 EHER
AR L

4. IRIR
(1) PR URER L
HAER R L

(2) YR =
ME R L
(BE A RXDT—H) 39
[14C] ¥ T 7 = =7 bmglkg % #% 1 OFFHIRN ¢ 55 D AU Crorm b 70> & BLH U 72 W 1367.6%
ThHoT-,



VI. EYEhReI B89 5IEH

Q) AT EER
FrEANT—%) 39
fEFER 4B [14C] ¥V 77 = =7100mg% ZEfFRe A 5 U7z & & AR 1 T tmatk DR
12BFFIAFIT IS & A IR 7 235580 Hiv, IBAFIEER O FIREMES HERR S T,

EBERAZNRIC ['“C] YS7x=7 100mg ZHERS LD
LM U mEhEstaEt O cmiEhyY S 7 1 = JiREHR

MCCEQ/ML OR MCGEQ/C OR MG/L
o

0.5

0 S
0D 0D 0D 0D 0D 0D 0D oD oD oD 1D 2D 3D 4D 5D 6D 13D
OH 1H 2H 3H 4H 6H 8H 10H 12H 15H OH OH OH OH 0H OH OH
RADIOACTIVITY IN PLASMA - -------- SCHEDULED TIME

RADIOACTIVITY IN BLOOD ~ -----= B mmm BAY 43-9006 IN PLASMA ———&——

) AANOAGR SN TODREUIZN RN TIRIGUIBRRRE UM O B, YIRS REZAFfilays, -
TRUIRAREZZ FIRIE ) . AR SN TWAHERCHER EE., AT Y77 =2=7 L L1
400mgx1H 20 O#% G325, 728, BEORBIZEVEERET 5, | Thod,

W NAFTFTRASEY T 1
IVIL 1. (QBRFAHER TR S N7 P OISR



VI. EYEhReI B89 5IEH

5. %
(1) Mm%k — iXBEE P9 @ 4
MR L

(% .7y bOT—X) 36
Z v MZ [UC] VT 7 =2=710mglkgx HaX O 5 Lz & 2 A, M~OBITIXM P RE D
10% A TH 0 . k- O @I K- 72,

(2) % — R AR BE P& B 14
M ERR L
(% .7y bOT—X) 3D
FEIRI9A O Z v M [1MUC] YT 7 = =7 10mg/kgz R A& G Lz & 2 A, BEEM 44
REICHEE L, REOMEZRRIZE A E O - MRS 125090 Lo, IR V2 oMt oo i
PR HHRE LV BIBBEMNMED S0, BEMOME Y $2.3(EE o7, F OO R R D
Cmax X QAU Co-24l Z R L 0 HIK < | BRI ONEERTE & ITREMW D52% CTh - 7=,

Q) Ft~DBITH
ME R L
(BE: 7y bDOFT—%) 39
DEHES~1I0A A DT v MM [UC] VT 7 = =7 bmgkgZ HEfE NG5 Lzt 245, #5432
e & T 5 EOR27.3% NIt SRR E -, 20 & & miEcsd 2 it oAUCH
134.9TH -7,

(4) R~ DBATHE
EERR L

(5) Z DDA~ DFEITHE
FMEE e L
(% .7y bOT—X) 36
Z v MZ [UC] VT 7 =2=710mgkgz HRIREAHKE L-E 2 A, 13 & A E DS - MikTiE,
Be AR F ClohemiREICE Lo, TR, B RE. ~—F — IR, BB R OB REICE
WIRBENRD b, R EOWKERITE) > 7228, AUCITILFEE L I1ZIER U THh- 72,
Fo. 1T EACORES - FERICR O T, KR T ORBERE O 1 4 U 13 20~ 368 T d -
776



VI. EYEhREIZ B89 SIEH

HHEZ Y M2 [MC] V357 2=2T%10mg/kg?#EO#%E L-Romd R UHEE+
EMBEFHNT A—F (REATFHIE)

[y CEQuax CEQuaxratio tmax [niggq . tie
[mg-eq/L] (organ/blood®) [h] WL [h]

M (L) 4.19 1.00 3.54 76.1 10.6
BERE 17.9 4.27 3.18 369 19.8
il 16.1 3.83 3.13 322 19.9
EIlE e 8.71 2.08 4.21 154 10.7
sl 4.40 1.05 2.05 69.7 11.1
it 0.391 0.0932 3.13 8.69 15.0
1Bt fE kR 10.1 2.41 2.05 199 29.6
woma 0.155 0.0369 1.00 n.a.b n.a.b
K FR 2.16 0.516 8.00 64.4 23.8
IR EfkBE 1.93 0.461 2.00 31.2 13.5
N—HF iR 12.3 2.94 5.86 306 26.3
IERRERLS 7.84 1.87 3.07 137 23.9
B 9.28 2.21 2.61 220 34.2
BRE 10.9 2.60 2.38 263 35.9
BREE N 7.33 1.75 2.38 136 24.7
BREE S 11.2 2.66 2.38 285 35.4
R yLEA 4.03 0.962 4.00 67.9 10.8
J gk 22.9 5.46 2.17 492 29.3
Jiti 6.43 1.53 4.22 121 22.1
PIFANE 4.41 1.05 3.52 86.6 10.1
i 9.34 2.23 3.20 188 27.4
N 12.3 2.94 2.98 233 20.3
A SR 7.93 1.89 2.95 148 22.8
I E 0.363 0.0866 8.00 9.62 17.0
B 3.39 0.807 2.73 66.7 11.4
K& 2.63 0.627 5.29 86.4 72.8
15 i 6.17 1.47 2.42 117 23.4
SH AR 10.6 2.52 3.68 213 25.9
FEE 1.35 0.322 8.00 35.7 13.9
Jin)i: 4.73 1.13 3.13 89.4 10.9
R AR 8.56 2.04 2.18 161 25.6
H AR 5.21 1.24 6.33 75.1 10.8

a: VI 72T MUNMBERELIZEEO YT T =T AR
b:na=7—#7L
c: ik (L)

(6) MITERFEEER
VI 7 =7 MFEEA EEOVEAEEZ R L. B MIEE AR A21399.6% Th o 72,
FIZT VT I EREAE L, FOMICars a7 Uy -7 a7 U K OMEEY AEH (LDL)
WZHHEE L7239 (in vitroidi®)



VIL.

HEYEREICRE T 5IEH

6.

il
(1) FCBIERAL B UM R R
REHEAL
FITHHE @ S D (dn vitro, in vivo)
AR
in vitrof OV in vivoD FEAEIZ FE DW= HEE ARG IE &2 DL T ISR T,
B RIS LCCYP3AIT L 54 T MEMLAOIHE (PR - M2) & UGTIA9IC & 5 % I 48
Vs a A ROR (R - M-T) ORI L s ns L &2 b 540,

in vitro W in vivo [CBIFDYVS 7 1 =T ORI EIRE

CF, o) CF, 0
FrO-Eiastk C‘\é\ 0 OG)‘\NHCH. _ 5 ChA, 0 0 %(J\OH
M-7 L NJLNQ LN ’ Q\NJLN@ E;N
H H H H
. YFFr=y M-6

/ l S

C 0 €F; \/\)O CF, \;\
Chon, 0 D@H\ CK@ 0 0~ Ci-\ﬁ\ o .0 :
1 NH — N OH e = B NHCH
\Q* BN J\\\/‘r ‘ #N & i U J\4N H J\ N ,@ E/;Nf = 2
Ny 1 T

M-4 M-3 M-2
CF, il CF, b
Ch A o Ch Ao O .
O 2 G LR PN aonmnss
M-8
H H HoH
M-5 M-1

~V ANT v ARBOFE R, SEOMRBHNFEE S, O BN MFETICRE S, BARANE
T BT AR 2 1H 2RI B R G LB, EFREBICB T 2 REMEAUCH O 2 HIE1F, #
AUCIZx L THITA~90% CTh - 7=, mAEHFEMREHY () 0 U EON-BLE) OEFIRIEICE
1 5 AUCITHRAUCDKI6~12% T d> o 72939,

QRBICE5T 58FE (CYPE) ONFiE. FE5XE
HHCYPH FHEAZHNWTY 77 2 =72k 2 GENEEZRET LI e 2 A, CYP3A4 &b &
WM-1~4DARRIEE 2/ LTz, Fiz, BEOMB X UGT 2 HWTY 77 =7 DR
AhEfE LIz e 2 A, UGTIAID & b VO M-TOAERIENMEZ A L TUN7z40,

Q) VELEBNROEERUVZTDEE
(BE  ~TAKDT v hOT—H) 39
7y MZY T 7 = =T ZFIRNEE LIZBEORIEEITKE0% TH Y, ~UAKDT v MYV T
T2 T EROFRG LIEBEORL T LT T 4 (79%) CRIERISETH o722 Lk,
W EHFE CIIMIEEES R 2 Z T I WD EARIBE T,

B REVMDEFEDEERVEMSL., FELSE
(2% . in vitro. in vivoikiT —#)

FEAHD THHIM-2, M-4KOM-5% WV CE ST —PIHEEEZBRFILZEZA, 2D



VIL.

HEYEREICRE T 5IEH

7

8.

OREMNL Y T 7 = =7 [RFEIZRaf, VEGFR-2., PDGFR-8, FLT-372 EO&fE X ) —E & [LE

L7zo M-2EM-513Y 77 = =7 LD GEIZES PDGFR-BAHE L7273, C-Raf PB4 B-Raf,
ZEEB-Raflo kT 2BEENIZTY 77 = =T O HFBM-23UIM-5 L 0 & i8H > 7=, FLT-3FH%

ERIICOWT Y, VT 7 2=T7 DOFPM-5XIIM-4 L 0 A EIZHEMEZ R~ L4,

vt FOFEREY TH HM-212 OV TITMDA-MB-231 3L B ~ 7 27 LWkt A HiE

PRI OWTHRE LI, IR OBRE S Y T 7 ==T XV HnoTz, in vivdll BT 2
AN Y T 7 = =TI E SN D 2, M-203 8 OREFIEERICES L
TV NIAHATH 592,

Mtk v M-21%

VI 7= TEZTDEERBMIDIn vitrolZH 1+ 5 & EXF—EHEEER

D&

C-Raf

B-Raf
V600E

WT
B-Raf

PDGFR-B

VEGFR-2

FLT-3

VTG T =T

6+3
(5)

38+9
(4)

2516
(4)

57422
(5)

15+5
(3)

5820
(5)

M-4

9+4
(4)

45+1
(4)

25+7
(3)

4219
(4)

7+5
(4)

145%* +15
(2)

M-2

21% =7
(4)

67*+5
(4)

47*£10
(3)

14*+3
(4)

10+3
(4)

87+6
(2)

M-5

18*+6
(3)

65* =11
(3)

44*£10
(3)

19*+3
(4)

10+8
(4)

170%* +27
(2)

311
(1) BEAHER L & AR ER

ICs0 (nM) = 1EUE(R 7,

() %

% 1 p<0.05, * % : p<0.01 (t-#E)

T/ EEZ I L CHRt S D A —E8 7 v 7 v U Bl L0 IRFICHRit S D,

(2) Bripr =

HEANT—%)

fERER AN 4B 25t I [14C) YV T 7 = =7100mg%x ZZfERF AR G L7z L & 5 RICHT D
PRI Ol v T - 7239,
’RE®SHEETOD, BREEITHT SR

(%)

R (%)

VTG T =T

50.7

M-7

14.8

M-2

sy

M-8

2.7

M-3

0.4

M-4

1.2

M-6

19.1

BRE5®R14BEETH, REEICHY HHME

(%)

R (%)

77.1

19.2

S U RKR—2—(ZBET D18

AR L




VI. EYEhReI B89 5IEH

0. BHEICLBREE
BB L

10. HEDERZEHITHEE
(1) FrHeE L IREE DR

B Child-Pugh/y#i & 15 & D BAfR49
B A AFFHIRR S B 2kt g & L2 ENEE 1RO T, BEOFEERE (Child-
Pugh/3#HA) BFE 661 O 45 O iTHgaEREE  (Child-Pugh/pHB) BE6HIZY 77 = =7
400mgZ1H2[AR A E L7=HE. VI 7 ==7DAUCIE. TN ZF., 33.47Tmg-h/LK
29.45mg-h/LTH Y . BIOETHE 2 x5 & LiZERNGE 1T HERBRICKIT 2 IR ED 2 B
DAUCE thlg L, ZIZ49% K& TU20% 0 L7z,
2%, BEEOIFHERER® (Child-Pugh /3738 C) B TOMGIIT- T 7220,

FFREREE 214 S ERERE X RIC400mg 1H2EIREERS LE-BOEEKREICE T 5EME
BEHNSA—F

Cmax [mg/L] AUCo12 [mg-h/L]
Child-Pugh A (n=6) 4.66 (66.12) 33.47 (60.13)
Child-Pugh B (n=6) 3.04 (94.39) 29.45 (59.44) *

LPEHME (CV%) . % :n=b

Wi eV ey LIREROBR (25 EWNNT =X OfffT) 49
EWNAOE TR B TR LAEE VL E v fas . EFHREBICBTLY 77 2=
7@&%@}?% (AUC\ Cmax\ Ctrough) k@FEﬁG:EDq %75”?*55555%@%@%ﬂiﬁﬁ)/)ko

Q) BEREELREZEEDOER WIBEAT—42)
R DR FERERE S (Cer 50~80mL/min) . FHEEDEHREMHE (Cer 30~<50mL/min) &K,
HEOEKERT (Cer <80mL/min) ZH T 2HERFIC, V77 = =7400mgx#E A#5 L7c
A, BHERTICE DY T 7 2= 7 OEYEIE~DREIIR LN )ho T,
B, BHENEZZ T TV EFICBIT 2REHIIT - Tiauy,

11. Z0ith
M ABLBRBEDE R (5% BN T—2 OfEfT) *©
B R B E 2 BRIV T 7 = =7400mg % #5- LIZ[EWNA 0% 1 HEKRRBRICB N TE Lz
e T A —F & HARN & FCK T dagt Lz,
EFIREEDIETE R (AUCo12. Cmax. Crough) (XM AFE & & IS KE REARMEES N AN, F
7o, BARNBEEICB T HREEONFELMEITHOK NI AR o 7225, 2 OFEBIEIL, BCKAD
ERBIZ B OFFHNICIZIEGEEND LD TH T,

Q) NFELBRBEOREMLEE GMEAT—42) )
AARN, FEAKOCHANDBERAERE 255 LTY 77 2 =7400mg%x HEHFEO# 5 L
TBEOEY I e Lz, ARBIX., BAN, FEAKROBEAOHEFEOREEZR B 21184 %
Rl Lz, BBE (CoaxXUAUC) 121E. WTHRO AT S R 2R BRI ZE R4 5
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$ 73— (N=131)

— 1) 2E e71L—F 7 L— K3 7 L— R4 A
27 =Y I n (%) n (%) n (%) n (%)
2 COEIER
B R [ 2 ) 127 (96.9) 63 (48.1) 17 (13.0) 1 (0.8)
T UL X — [ 2 (1.5) 0 (0) 0 (0) 0 (0)
T LIV — 2 (1.5) 0 (0) 0 (0) 0 (0)
HER 2R 3 (2.3) 0 (0) 0 (0) 0 (0)
FERARE—Z Ofth 3 (2.3) 0 (0) 0 (0) 0 (0)
iR Tk 14 (10.7) 9 (6.9 2 (1.5) 0 (0)
i —% Ot 2 (1.5) 0 (0) 0 (0) 0 (0)
~NES B 4 (3.1) 2 (1.5) 0 (0) 0 (0)
Bk 2 (1.5) 1 (0.8) 0 (0) 0 (0)
U L SEREA 7 (5.3) 5 (3.8) 1 (0.8) 0 (0)
fif- R 2 (1.5) 2 (1.5) 0 (0) 0 (0)
IR 3 (2.3) 1 (0.8) 1 (0.8) 0 (0)
REEAR 4 (3.1) 0 (0) 0 (0) 0 (0)
1R3BSR S RE R 1 (0.8) 0 (0) 0 (0) 0 (0)
MRk
— D EMEAERA SR OB AR 1 (0.8) 0 (0) 0 (0) 0 (0)
—TRPEAER 2 (1.5) 0 (0) 0 (0) 0 (0)
D EMEREER— O = PR A E 1 (0.8) 0 (0) 0 (0) 0 (0)
LAl 37 (28.2) 17 (13.0) 0 (0) 0 (0)
DA~ Ot 1 (0.8) 0 (0) 0 (0) 0 (0)
SR L/ /U i A 2 2 (1.5) 2 (1.5) 0 (0) 0 (0)
5 I 36 (27.5) 16 (12.2) 0 (0) 0 (0)
V| 2 (1.5) 1 (0.8) 0 (0) 0 (0)
INR 1 (0.8) 1 (0.8) — —
PTT 1 (0.8) 0 (0) — —
BHIER 35 (26.7) 2 (1.5) 0 (0) 0 (0)
W7 21 (16.0) 1 (0.8) 0 (0) —
FEE (G3LL Lo HER D 72 L) 7 (5.3) 0 (0) 0 (0) 0 (0)
QLN 2 (1.5) 0 (0) 0 (0) 0 (0)
NI 1 (0.8) 0 (0) 0 (0) —
iSay 2 (1.5) - — —
RN 2 (1.5) 0 (0) — —
RERED 13 (9.9) 1 (0.8) — —
B G R BZ J& 105 (80.2) 18 (13.7) 0 (0) 0 (0)
S 2 (1.5) 0 (0) — 0 (0)
i E 51 (38.9) — — —
A% 2 (1.5) 0 (0) — -
I 1 (0.8) 0 (0) 0 (0) 0 (0)
R JER—2 Dt 9 (6.9 2 (1.5) 0 (0) 0 (0)
B 4 (3.1) 0 (0) — —
ZIEAT BT 2 (1.5) 1 (0.8) 0 (0) 0 (0)
WAL 5 (3.8) — — —
T RO GRS 72 (55.0) 12 (9.2) - —
BRILE 1 (0.8) - - —
G 2 (1.5) 0 (0) — —
JNDZEAY, 5 (3.8) 0 (0) — —
S EUE 1 (0.8) 0 (0) 0 (0) 0 (0)
EPEE 14 (10.7) 0 (0 — -
iz 49 (37.4) 5 (3.8) 0 (0) 0 (0)
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;gﬁ?ﬁg% ETL—R 71— N3 71— K4 71— 15
n (%) n (%) n (%) n (%)
I EARA 4 (3.1 0 (0) 0 (0) 0 (0)
EXU) 4 (3.1) 0 (0) — —
W LE 66 (50.4) 4 (3.1 0 (0) 0 (0)
BECRIRE 18 (13.7) 4 (3.1) 0 (0) 0 (0)
5 5 (3.8) 0 (0) 0 (0) 0 (0)
WS 3 (2.3) 2 (1.5) 0 (0) 0 (0)
T 44 (33.6) 1 (0.8) 0 (0) 0 (0)
i E s 2 (1.5) 0 (0) — —
PNz 1 (0.8) 0 (0) — —
SN e 1 (0.8) — —
H % 1 (0.8) o(m 0 (0) 0 (0)
LB -2 Dt 1 (0.8) 0 (0) 0 (0) 0 (0)
Mg <1 F 1 (0.8) 0 (0) - —
RS G R) —nE 4 (3.1) 0 (0) 0 (0) 0 (0)
—NHEH 1 (0.8) 0 (0) 0 (0) 0 (0)
RhRESE GReMEL) —Dge 7 (5.3) 0 (0) 0 (0) 0 (0)
GV 6 (4.6) 2 (1.5) 0 (0) 0 (0)
T 1 (0.8) 0 (0) — —
Mt 224k 1 (0.8) — — —
HLEYEIE— B 1 (0.8) 0 (0) 0 (0) 0 (0)
Mg H- 5 (3.8) 1 (0.8) 0 (0) 0 (0)
HH if 7 (5.3) 0 (0) 0 (0) 0 (0)
it L afn =i /5 S =B o FE AN 2 (1.5) 0 (0) 0 (0) 0 (0)
—EfE 3 (2.3) 0 (0) 0 (0) 0 (0)
—SKE—H BB 1 (0.8 0 (0) 0 (0) 0 (0)
WASR A FE RS HH i — WA PR BR—H oy FE N RE 1 (0.8) 0 (0) 0 (0) 0 (0)
S rNanpill 1 (0.8) 0 (0) — —
R AR 3 (2.3) 0 (0) 0 (0) 0 (0)
RFFSRERE = 3 (2.3) 0 (0) 0 (0) 0 (0)
R 3 (2.3) 2 (1.5) 0 (0) 0 (0)
JEYe— Dfh 1 (0.8) 0 (0) 0 (0) 0 (0)
mm@ﬂ#%ﬁ@%ﬁi@%
—Jiti (%) 1 (0.8 1 (0.8 0 (0) 0 (0)
—Lm:é —HI¥E AR RE 1 (0.8) 0 (0) 0 (0) 0 (0)
— IR BRI R BE 1 (0.8) 1 (0.8) 0 (0) 0 (0)
Y N 4 (3.1) 0 (0) 0 (0) 0 (0)
TENE - FESETES 1 (0.8) 0 (0) 0 (0) 0 (0)
.@ﬁ& 3 (2.3) 0 (0) 0 (0) 0 (0)
s RER/A S 1 (0.8) 0 (0) 0 (0) 0 (0)
U L NE-ZF O 1 (0.8) 0 (0) 0 (0) 0 (0)
RER AR R A S 95 (72.5) 40 (30.5) 15 (11.5) 0 (0)
TAHV THRAT 7 X —F 11 (8.4) 2 (1.5) 0 (0) —
ALT 13 (9.9) 3 (2.3) 3 (2.3) —
TI7—% 50 (38.2) 7 (5.3) 0 (0) —
AST 13 (9.9) 2 (1.5) 2 (1.5) —
EUAEY (BEYLE CME) 5 (3.8) 1 (0.8) 1 (0.8) —
mE=a L 275 a—/ i &5 1 (0.8) 1 (0.8) 0 (0) 0 (0)
(&= L A7 a—/LIISE)
GGT 7 (5.3) 0 (0) 0 (0) -
=ik 1 (0.8) 1 (0.8) 0 (0) 0 (0)
BV A MAE 1 (0.8) 1 (0.8) 0 (0) 0 (0)
ERUZUERY RifE 2 (1.5) 1 (0.8) 0 (0) 0 (0)
151 R R IS 8 (6.1) 0 (0) 4 (3.1) 0 (0)
K77 e 4 (3.1) 2 (1.5) — 0 (0)
1B [k 1 (0.8) 0 (0) 0 (0) 0 (0)
1&A ) 7 A fgE 1 (0.8) 1 (0.8) 0 (0) 0 (0)
&7 b U 7 AgE 2 (1.5) 2 (1.5) 0 (0) 0 (0)
&Y o ERImE 3 (2.3) 2 (1.5) 0 (0) 0 (0)
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" n (%) n (%) n (%) n (%)

Y o—¥ 73 (55.7) 32 (24.4) 8 (6.1) —
A - Dt 39 (29.8) 18 (13.7) 1 (0.8 0 (0)
BT BR 10 (7.6) 2 (1.5) 0 (0) 0 (0)
B R ARk 4 (3.1 0 (0) 0 (0) 0 (0)
A —E Ol 4 (3.1) 0 (0) 0 (0) 0 (0)
e 14 (10.7) 2 (1.5) 1 (0.8) 0 (0)
FRX AR 1. 1 (0.8) 0 (0) 1 (0.8 0 (0)
WDEN 4 (3.1) 0 (0) 0 (0) —
HhfR—Z DA 1 (0.8) 0 (0) 0 (0) 0 (0)
fRRE T R 7 (5.3) 0 (0) 0 (0) 0 (0)
fEHER 1 (0.8) 1 (0.8) 0 (0) 0 (0)
JA 1 (0.8 1 (0.8 0 (0) 0 (0)
IR BR/AR T 7 (5.3) 0 (0) 0 (0) 0 (0)
IRER—F DAt 5 (3.8) 0 (0) 0 (0) 0 (0)
A FERELR H 2 (1.5) 0 (0) — —
K 38 (29.0) 4 (3.1 0 (0) =
I —NE - S8R e 4 (3.1) 1 (0.8 0 (0) —
—fLFH 2 (1.5) 0 (0) 0 (0) —
—gE 7 (5.3) 0 (0) 0 (0) —

— ik 1 (0.8) 1 (0.8) 0 (0) —

— B 2 (1.5) 0 (0) 0 (0) —

—DU ik 3 (2.3) 0 (0) 0 (0) —

—SHH /A 10 (7.6) 0 (0) 0 (0) —

—PBA & 8 (6.1) 1 (0.8) 0 (0) —

—fH A 2 (1.5) 0 (0) 0 (0) —

— [ fe 2 (1.5) 0 (0) 0 (0) —

—Z DA 2 (1.5) 0 (0) 0 (0) —

—E I —H o A e 1 (0.8) 0 (0) 0 (0) —

- & 2 (1.5) 1 (0.8 0 (0) —

- 2 (1.5) 0 (0) 0 (0) —

— N[ e/ MR S /e 5 (3.8) 0 (0) 0 (0) —
—[EE 2 (1.5) 1 (0.8 0 (0) —
i/ b &aE 32 (24.4) 2 (1.5) 0 (0) 1 (0.8)
FANE 1 (0.8 0 (0) 0 (0) 0 (0)
% 9 (6.9) 0 (0) — —
IR K] 6 (4.6) 1 (0.8) 0 (0) 1 (0.8)
nZaf 1 (0.8) 0 (0) — —
S 2 ) e 2 D s 1 (0.8) 0 (0) 0 (0) 0 (0)
Mok (GEEM) 3 (2.3) 1 (0.8) 0 (0) 0 (0)
Jili—% Dt 2 (1.5) 0 (0) 0 (0) 0 (0)
Ok 16 (12.2) 0 (0) 0 (0) 0 (0)
R A B R 2 (1.5) 0 (0) 0 (0) 0 (0)
BHPR 1 (0.8 0 (0) — —
PR D DIAL, 1 (0.8 — — —
PR/ GERERE 1 (0.8) 0 (0) 0 (0) 0 (0)
FLEH/FLiRm DT 1 (0.8) 0 (0) — —
JEMERE 3 (2.3) 1 (0.8) 0 (0) 0 (0)
S B T 2 (1.5) 0 (0) 0 (0) 0 (0)
JERRE—Z Ofth 1 (0.8 1 (0.8 0 (0) 0 (0)

- JL—FOEFRLL
7 L— K5 (L)

PR N 2SIBEE Shulc, AREBITIZ, AR OFREGHE T3 H B IZEEE O N EENFED &
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I. £2 (ERALOITESF) I HEE

2) FriafEIcxt 9 SEMNE T HERRHERICE T HEHER GEIGIBINE)

CTCAE ver2.0 37 H8—1400mg/H (N=13) | 7 ¥ /3—/1800mg/H (N=14) A (N=27)
BT Y —/ffZE BTL—F | ZL—F3 | JL—F4 | &7 VL—F| JL—R3 | ZL—F4 | &TL—F | ZL—F3 | /L— 4
n (00) n (00) n (00) n (00) n (00) n (00) n (00) n (no) n (00)
i/ 5 (385) 3 (23.0) 0 (0) 7 (50.0) 3 (21.4) 1 (7.1) 12 (44.4) 6 (22.2) 1 (87
1R 1 (77 0 (0) 0 (0) 5 (35.7) 2 (14.3) 0 (0 6 (22.2) 2 (7.4) 0 (0)
UISAS: <% 3 (231 3 (23.0) 0 (0) 3 (21.4) 2 (14.3) 0 (0) 6 (22.2) 5 (185) 0 (0
~EZBEY 1 (77 0 (0) 0 (0) 2 (14.3) 0 (0) 1 (7.1 3 (1.1 0 (0 1 (37
I HRER R ER 0 (0 0 (0 0 (0 1 (7.1 0 (0 0 (0 1 (37 0 (0 0 (0
FER (ks A i ER) 2 (154) 0 (0) 0 (0) 1 (71) 0 (0 0 (0 3 (111 0 (0 0 (0
DIE R () 1 (7.7) 1 (7.7) 0 (0 5 (35.7) 4 (286) 0 (0) 6 (22.2) 5 (185) 0 (0
LT 1 (77 1 (77 0 (0) 4 (286) 4 (286) 0 (0 5 (185) 5 (185) 0 (0
T IE 0 (0) 0 (0) 0 (0) 1 (71) 0 (0) 0 (0 1 (37 0 (0 0 (0
BEEIR 6 (46.2) 0 (0) 0 (0) 6 (42.9) 0 (0) 0 (0) 12 (44.4) 0 (0) 0 (0
(R 3 (23.1) 0 (0 — | 5 (357 0 (0 — | 8 (296) 0 (0 —
FEEN 3 (23.1) 0 (0 0 (0 1 (71) 0 (0 0 (0 4 (148 0 (0 0 (0
ey CEIR, B %)) 1 (7.7) 0 (0) 0 (0) 2 (14.3) 0 (0) 0 (0) 3 (11.1) 0 (0) 0 (0)
B ERH B S 8 (61.5) 0 (0) 0 (0) |14 (100.0) 2 (14.3) 0 (0) 22 (81.5) 2 (74) 0 (0)
TGS 5 (385) 0 (0 0 (0) 10 (71.4) 1(71) 0 (0 15 (55.6) 1 (37 0 (0
F I BRGSO 4 (30.8 0 (0 - 8 (57.1) 2 (14.3) — | 12 (444) 2 (74) -
FREEIE 1 (7.7) 0 (0 - 7 (50.0) 0 (0 - 8 (29.6) 0 (0 -
WBiE 3 (23.1) - - 2 (14.3) - - 5 (185) - -
B g 45 0 (0 — — | 3 (219 - — | 3Ly — —
F2W — % il 1 (7.7) 0 (0) 0 (0) 1 (7.1) 0 (0) 0 (0 2 (74) 0 (0 0 (0
THILE %R 8 (61.5) 0 (0) 0 (0) 11 (78.6) 2 (14.3) 0 (0) 19 (70.4) 2 (74 0 (0)
Fl— AN TALFIO 72\ 0B | 8 (6L5) 0 (0) 0 (0) 7 (50.0) 1 (7. 0 (0 15 (55.6) 1 (37 0 (0
BRARIR 3 (231 0 (0) 0 (0) 3 (21.4) 0 (0) 0 (0 6 (22.2) 0 (0) 0 (0)
THLE — 2 ofh 1 (7.7) 0 (0 0 (0 2 (14.3) 0 (0 0 (0 3 (111 0 (0 0 (0
PN RMEBEZ (1R MRSERS IR ) 0 (0 0 (0 0 (0 3 (214) 0 (0 0 (0 3 (111 0 (0 0 (0
L 1 (77 0 (0) 0 (0) 0 (0) 0 (0) 0 (0 1 (37 0 (0) 0 (0)
/ALY 1 (77) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0 1 (37 0 (0) 0 (0)
THILAR B 1 (7.7) 0 (0 - 0 (0 0 (0 - 1 (37 0 (0 -
{8 5% 0 (0 0 (0 0 (0 1 (7.1 0 (0 0 (0 1 (37 0 (0 0 (0
MK (FEEE) 0 (0) 0 (0 0 (0 1 (7.1 0 (0 0 (0 1 (37 0 (0 0 (0
SR 0 (0) 0 (0) 0 (0) 1 (7.1 1 (7.1 0 (0) 1(37 1(37 0 (0)
Hiif. 1 (77 0 (0) 0 (0) 3 (14.3) 0 (0) 0 (0) 3 (111 0 (0) 0 (0)
- ifi 1 (7.7 0 (0) 0 (0 0 (0 0 (0 0 (0 1 (37 0 (0 0 (0
R (A WA 0 (0 0 (0 0 (0 1 (71) 0 (0 0 (0 1 (37 0 (0 0 (0
Hilf — Z oofth 0 (0) 0 (0) 0 (0) 1 (7.1) 0 (0) 0 (0 1 (37 0 (0 0 (0
SN 1 (7.7) 0 (0 0 (0 2 (14.3) 2 (14.3) 0 (0) 3 (111 2 (1.4 0 (0)
| S P e 1 (77 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 1 (387 0 (0) 0 (0)
SGOT (AST) 0 (0) 0 (0) 0 (0) 2 (14.3) 2 (14.3) 0 (0 2 (7.4) 2 (7.4) 0 (0)
SGPT (ALT) 0 (0) 0 (0) 0 (0) 1 (7.1 1 (7.0 0 (0) 1(37 1(37 0 (0)
R A 12 (92.3) 5 (385) 2 (154) 12 (85.7) 8 (57.1) 3 (214) | 24 (889) 13 (48.1) 5 (185)
Y= 12 (92.3) 5 (385) 2 (154) 12 (85.7) 7 (50.0) 3 (214 | 24 (889 12 (44.4) 5 (185)
75— 7 (53.8) 2 (154) 0 (0) 9 (64.3) 1 (7.1 1 (7. 16 (59.3) 3 (11.1) 1 (37
R — 2 ot 6 (462) 3 (23.1) 1 (77 9 (64.3) 6 (429 0 (0) 15 (55.6) 9 (33.3) 1 (37
7 b U ¥ A fE 1 (7.7) 1 (7.7) 0 (0) 1 (7.1 1 (7.1 0 (0) 2 (7.4) 2 (7.4) 0 (0)
e 0 (0 0 (0 0 (0 1 (7.1 0 (0 0 (0 1 (37) 0 (0 0 (0
DHEWSLLOX 0 (0) 0 (0) 0 (0) 1 (7.1 0 (0) 0 (0) 1 (3.7 0 (0) 0 (0)
235 1 (77 0 (0) 0 (0) 2 (14.3) 0 (0) 0 (0) 3 (111 0 (0) 0 (0)
MEIR 7S LA 1 (7.7) 0 (0) 0 (0) 0 (0 0 (0 0 (0 1 (37 0 (0 0 (0
iR — Ol 0 (0) 0 (0) 0 (0) 2 (14.3) 0 (0) 0 (0 2 (74) 0 (0 0 (0
XU PR A B 0 (0 0 (0 0 (0 3 (21.4) 0 (0 0 (0) 3 (111 0 (0) 0 (0)
HAR 0 (0 0 (0) 0 (0) 1(71) 0 (0 0 (0 1 (37 0 (0 0 (0
B R A SRR — % Ofth 0 (0) 0 (0 0 (0) 2 (14.3) 0 (0) 0 (0 2 (74) 0 (0 0 (0

— JL—ROEFRL
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CTCAE ver3.0

7 P 3—L (N=207)

e LT L— R 71— K3 1L —FR4 | ZL—F5

27 =Y I n (%) n (%) n (%) | n (%

S TORIWER (REEEARBRAEEST) 200 (96.6) 100 (48.3) 12 (5.8) 1 (0.5)
T LIV X —/ s 9 (4.3) 0 (0) 1 (0.5) 0 (0)
T UL X—EE 2 (1.0) — — —
VA% N 4 (1.9) 0 (0) 1 (0.5) 0 (0)
7 LILE ——Z DAt 4 (1.9) 0 (0) 0 (0) 0 (0)
HE R 2R 8 (3.9) 0 (0) 0 (0) 0 (0)
Hug 3 (1.4) 0 (0) 0 (0) —
B (WEBEERFN~ 2 7F A7 1) 1 (0.5) 0 (0) 0 (0) —
R/ -2 Ofth 4 (1.9) 0 (0) 0 (0) 0 (0)
iR Tk 20 (9.7) 3 (1.4) 1 (0.5) 0 (0)
~NES B 5 (2.4) 1 (0.5) 0 (0) 0 (0)
U 2 RERE 5 (2.4) 1 (0.5) 0 (0) 0 (0)
i 6 (2.9 0 (0) 0 (0) 0 (0)
U HER 3 (1.4) 1 (0.5) 1 (0.5) 0 (0)
i Bk 6 (2.9 0 (0) 0 (0) 0 (0)
VAR I 1 (0.5) 0 (0) 0 (0) 0 (0)
i —% Ot 2 (1.0) 0 (0) 0 (0) 0 (0)
R 5 (2.4) 0 (0) 0 (0) 0 (0)
SR O A ) 1 (0.5) 0 (0) 0 (0) 0 (0)
R EMEAIE R AR R 1 (0.5) 0 (0) 0 (0) 0 (0)
DR RO S E A SR 1 (0.5) 0 (0) 0 (0) 0 (0)
LMEETUIE 1 (0.5) — — —
RER=2 D 1 (0.5) 0 (0) 0 (0) 0 (0)
LAl 79 (38.2) 19 (9.2) 0 (0) 0 (0)
5 I 77 (37.2) 16 (7.7) 0 (0) 0 (0)
7o IR RER 42 1 (0.5) 1 (0.5) 0 (0) 0 (0)
(R 1L/ /O i A 2 3 (1.4) 2 (1.0) 0 (0) 0 (0)
BHIER 138 (66.7) 16 (7.7) 0 (0) 0 (0)
P T 4 (1.9 0 (0) — —
IRE D 75 (36.2) 8 (3.9) — —
isay 6 (2.9 — — —
FEN (G3LL LD HEREA 72 L) 15 (7.2) 1 (0.5) 0 (0) 0 (0)
it 89 (43.0) 8 (3.9) 0 (0) —
NI 6 (2.9 0 (0) 0 (0) —
K= O 3 (1.4) 0 (0) 0 (0) 0 (0)
b A 1 (0.5) 0 (0) 0 (0) 1 (0.5)
CTCAEHGEIZEZ Y L7\ BB 1 (0.5) — — 1 (0.5)

—HH BN RE

B G R BZ J& 189 (91.3) 48 (23.2) 0 (0) 0 (0)
S 5 (2.4) 0 (0) — 0 (0)
FAREUE 4 (1.9) 0 (0) 0 (0) 0 (0)
A% 2 (1.0) 0 (0) — -
filf s 6 (2.9 0 (0) - —
F RO GRS 157 (75.8) 42 (20.3) — —
HIEE (G3—40 /Mg 72 L) 2 (1.0) - - —
[EEFITES 2 (1.0) - - -
BRI E 6 (2.9 - - —
B A DHE-F Rt 3 (1.4) 0 (0) 0 (0) 0 (0)
TRPEE 41 (19.8) 2 (1.0) — —
L JEALBE 3 (1.4) 1 (0.5) 0 (0) 0 (0)
MiE 139 (67.1) — — —

- JL—FROEFERL




. T2t (EALDZE

%) ICEH9 5IEH

CTCAE ver3.0

$ 7 P 3—L (N=207)

e LT L— R 71 —FK3 1L —FR4 | ZL—F5

PTG n (%) n (%) n (%) | n (%)

JHAL 5 (2.4) — — —
1595 2 (1.0) 0 (0) 0 (0) 0 (0)
NDZE4L, 7 (3.4) 0 (0) — —
s 99 (47.8) 10 (4.8) 0 (0) 0 (0)
B R 29 (14.0) 1 (0.5) — —
LS 5 (2.4) 1 (0.5) — —
R JER—E Dl 20 (9.7) 1 (0.5) 0 (0) 0 (0)
o h 5 (2.4) 0 (0) 0 (0) 0 (0)
FORIREERE IR T 3 (1.4) 0 (0) 0 (0) 0 (0)
PR IR HE TU 1 (0.5) 0 (0) 0 (0) 0 (0)
BRI REIS T 1 (0.5) - - -
HLE 163 (78.7) 17 (8.2) 2 (1.0) 0 (0)
I 39 (18.8) 0 (0) 0 (0) 0 (0)
H % 1 (0.5) 0 (0) 0 (0) 0 (0)
T 134 (64.7) 10 (4.8) 1 (0.5) 0 (0)
it 6 (2.9) 0 (0) - -
SR 3 (1.4) - - -
M PNREG: 15 (7.2) 0 (0) - -
1 JE 2 (1.0) 0 (0) - -
% 3 (1.4) 0 (0) 0 (0) 0 (0)
N5 1 (0.5) 0 (0) 0 (0) 0 (0)
RIER 1 (0.5) 0 (0) 0 (0) 0 (0)
REARIE 60 (29.0) 3 (1.4) 0 (0) 0 (0)
N2/ 1 (0.5) 1 (0.5) 0 (0) 0 (0)
Rl (BResEIR) —'H 1 (0.5) 0 (0) 0 (0) 0 (0)
Rl (BEBEMEIR) —NAgH 3 (1.4) 1 (0.5) 0 (0) 0 (0)
R (BEREMEIR) — e 44 (21.3) 1 (0.5) 1 (0.5) 0 (0)
Rl (BReHEIR) - 1 (0.5) 0 (0) 0 (0) 0 (0)
Ml Feii) -k 10 (4.8) 2 (1.0) 0 (0) 0 (0)
FEIESE (B3 A —MEEA 2 (1.0) 0 (0) 0 (0) 0 (0)
fils Gep i) —fE 3 (1.4) 1 (0.5) 0 (0) 0 (0)
RS (22T R -t 2 (1.0) 0 (0 0 (0 0 (0)
iR AT 3 (1.4) 0 (0) - -
{6 ek 1 (0.5) 0 (0) 0 (0) 0 (0)
(EE 18 (8.7) 0 (0) 0 (0) 0 (0)
USE VX (9 15 (7.2) - - -
I - 18 (8.7) 0 (0) 0 (0) 0 (0)
Wi TR R 6 (2.9) 0 (0) 0 (0) 0 (0)
HILE-Z o 5 (2.4) 0 (0) 0 (0) 0 (0)
H 19 (9.2) 0 (0) 0 (0) 0 (0)
THA LA HA o — 1 e 6 (2.9) 0 (0) 0 (0) 0 (0)
VAL i —Arg  (EA) 1 (0.5) 0 (0) 0 (0) 0 (0)
THALAE H i~ R~ 4 B AN RE 1 (0.5) 0 (0) 0 (0) 0 (0)
LA i —AT Py 1 (0.5) 0 (0) 0 (0) 0 (0)
fiti Ho i 435 32 2 (1.0) 0 (0) 0 (0) 0 (0)
Jii HH . — S~ 43 HE AN 1 (0.5) 0 (0) 0 (0) 0 (0)
i H . — e 8 (3.9) 0 (0) 0 (0) 0 (0)
HiIf—% Ol 1 (0.5) 0 (0) 0 (0) 0 (0)
R AR 4 (1.9) 1 (0.5) 1 (0.5) 0 (0)
JFtREREE 1 (0.5) 0 (0) 1 (0.5) 0 (0)
JiE%/ 1 (0.5) 0 (0) 0 (0) 0 (0)
JTHBJEE—Z DAt 2 (1.0) 1 (0.5) 0 (0) 0 (0)

T —FROEFERL




I. £2 (ERALOITESF) I HEE

27 ¥ — (N=207)
;ggfj?% 27V —F | ZJL—F3 | ZL—F4 | ZL—F5

n (%) n (%) n (%) n (%)
Y 18 (8.7) 3 (1.4) 0 (0) 0 (0)
GO—-2D U HERIAD %14 5 G~ (B #ESR) 1 (0.5) 1 (0.5) 0 (0) 0 (0)
GO—-2D U7 HERID % 14 S Jle— ERGE—HI /038 R RE 1 (0.5) 1 (0.5) 0 (0) 0 (0)
GO—-2D 4T HERIBD % 1 © JHe— IR B — 5> FE AR BE 1 (0.5) 0 (0) 0 (0) 0 (0)
GO-2D 4T HERIAD % 5 Y~ 8 (IEE %) 1 (0.5) 0 (0) 0 (0) 0 (0)
GO—-2D U7 HERIBID % 14 © S —RE i~ 5> FE AR BE 1 (0.5) 1 (0.5) 0 (0) 0 (0)
B HPEREAS B D e — 1L 1 (0.5) 0 (0) 0 (0) 0 (0)
B FRERFAN B 0D JE Y —IEH 1 (0.5) 0 (0) 0 (0) 0 (0)
U FRERECR B O Y —F2 i (W 4%) 1 (0.5) 0 (0) 0 (0) 0 (0)
=% Dfh 11 (5.3) 0 (0) 0 (0) 0 (0)
IPPAN: 12 (5.8) 0 (0) 0 (0) 0 (0)
U NgEfE 1 (0.5) 0 (0) - -
R fGDEAL (V> REEiE) 1 (0.5) - - -
RIE DU 6 (2.9 0 (0) 0 (0) 0 (0)
T mﬁﬁﬁﬁg 1 (0.5) 0 (0) 0 (0) 0 (0)
TRIE : BESAER 4 (1.9) 0 (0) 0 (0) 0 (0)
f%%ﬂﬁm*ﬁﬁz&ﬁg 72 (34.8) 12 (5.8) 7 (3.4) 0 (0)
ALT 20 (9.7) 4 (1.9) 1 (0.5) -
AST 17 (8.2) 2 (1.0) 0 (0) -
GGT 2 (1.0) 1 (0.5) 0 (0) -
TIT—F% 5 (2.4) 0 (0) 2 (1.0) -
IVTF= 3 (1.4) 0 (0) 0 (0) 0 (0)
aLATFE—L 1 (0.5) 0 (0) 0 (0) 0 (0)

EULE Y 1 (0.5) 0 (0) 0 (0)
U 8—F 1 (0.5) 1 (0.5) 0 (0) -
B AL ALE 1 (0.5) 0 (0) 0 (0) 0 (0)
& g 2 (1.0) 0 (0) 0 (0) 0 (0)
K7 L7 2 e 1 (0.5) 0 (0) - 0 (0)
1A U w7 2 e 6 (2.9 1 (0.5) 0 (0) 0 (0)
&AL AIfLE 17 (8.2) 3 (1.4) 4 (1.9) 0 (0)
KT~ YU v AfE 2 (1.0) 0 (0) 0 (0) 0 (0)
K~ 7 %3 7 A E 1 (0.5) 0 (0) 0 (0) 0 (0)
Y o EeLiE 3 (1.4) 3 (1.4) 0 (0) 0 (0)
RRE-Z oM 30 (14.5) 0 (0) 0 (0) 0 (0)
B R TR 17 (8.2) 0 (0) 0 (0) 0 (0)
ESNEEA 2 (1.0) 0 (0) 0 (0) 0 (0)
RE ik nE 1 (0.5) 0 (0) 0 (0) -
i) GEApRRME) — i 1 (0.5) 0 (0) 0 (0) 0 (0)
i) GErpRRtE) -2 5 (2.4) 0 (0) 0 (0) 0 (0)
B s— Ol 8 (3.9) 0 (0) 0 (0) 0 (0)
Gk 35 (16.9) 2 (1.0) 1 (0.5) 0 (0)
WEW 6 (2.9 0 (0) 0 (0) -
RO L& - 1 (0.5) 0 (0) 0 (0) 0 (0)
[ROEEE 3 (1.4) 0 (0) 0 (0) 0 (0)
LBk 3 (1.4) 0 (0) 0 (0) -
B 1 (0.5) 0 (0) 0 (0) 0 (0)
PR E - RNk 2 (1.0) 0 (0) 0 (0) 0 (0)
PRI SE M 19 (9.2) 1 (0.5) 0 (0) 0 (0)
PRI SE ¢ MR — 2R X AR 1 (0.5) 0 (0) 0 (0) 0 (0)

WHEE oOTERy; B, WHEH, HFOMRE
PRI S« AR — 2R VIR A 1 (0.5) 0 (0) 0 (0) 0 (0)
P OEE); BRI

— JL—ROEFRL



VI. Z€% (FRLOIES) I3 51EHE

27 ¥ — (N=207)
;ggfj?% 27V —F | ZJL—F3 | ZL—F4 | ZL—F5
n (%) n (%) n (%) n (%)
R AR i 2 (1.0) 1 (0.5) 1 (0.5) 0 (0)
= DAt 1 (0.5) 0 (0) 0 (0) 0 (0)
R BR/AR T 8 (3.9) 0 (0) 0 (0) 0 (0)
A H 3 (1.4) 0 (0) 0 (0) -
AN E 2 (1.0) 0 (0) - -
VL0 1 (0.5) 0 (0) 0 (0) -
A . 1 (0.5) 0 (0) - -
H PR 1 (0.5) 0 (0) - -
e e 1 (0.5) 0 (0) 0 (0) -
=M 1 (0.5) 0 (0) 0 (0) -
iRER—ZF DAl 1 (0.5) 0 (0) 0 (0) 0 (0)
2 88 (42.5) 5 (2.4) 0 (0) =
P —H 8 (3.9) 0 (0) 0 (0) -
AR — MR/ R SR M5 B 13 (6.3) 0 (0) 0 (0) -
L3t 1 (0.5) 0 (0) 0 (0) -
IR -5 H 1 (0.5) 0 (0) 0 (0) -
A —BA i 10 (4.8) 0 (0) 0 (0) -
PR — i B R — R o FE AN RE 7 (3.4) 0 (0) 0 (0) -
L3k 3 (1.4) 0 (0) 0 (0) -
YR — i s 2 (1.0) 0 (0) 0 (0) -
P IA 9 (4.3) 0 (0) 0 (0) -
FE IR — O e 6 (2.9 0 (0) 0 (0) -
IR~ BR 1 (0.5) 0 (0) 0 (0) -
P —E 4 (1.9 2 (1.0) 0 (0) -
P — B 2 (1.0) 0 (0) 0 (0) -
PR — DU 20 (9.7) 1 (0.5) 0 (0) -
P — e B A (S AR 4 (1.9) 0 (0) 0 (0) -
IR~ 1 (0.5) 0 (0) 0 (0) -
YT — Lol 1 (0.5) 0 (0) 0 (0) -
PTG — LI 1 (0.5) 0 (0) 0 (0) -
YA — T ik 1 (0.5) 0 (0) 0 (0) -
Y& IR —TE i 10 (4.8) 0 (0) 0 (0) -
YA IR —BH Y SRR 16 (7.7) 0 (0) 0 (0) -
IR~ 5 5 (2.4) 0 (0) 0 (0) -
YT —FZ JE 6 (2.9) 0 (0) 0 (0) -
PR — R JE A RE 19 (9.2) 1 (0.5) 0 (0) -
PR FE AN e 3 (1.4) 0 (0) 0 (0) -
P I —AL 1 (0.5) 1 (0.5) 0 (0) -
PSR -lE 1 (0.5) 0 (0) 0 (0) -
P I —SH R 2 (1.0) 0 (0) 0 (0) -
IR —€ Ot 11 (5.3) 1 (0.5) 0 (0) -
fifi/ &G 32 (15.5) 2 (1.0) 0 (0) 0 (0)
% 7 (3.4) 0 (0) - -
I K] 7 (3.4) 1 (0.5) 0 (0) 0 (0)
balerxle 20 (9.7) 1 (0.5) 0 (0) 0 (0)
S PE RIS D B 2 (1.0) 0 (0) 0 (0) 0 (0)
Jiti—% Dt 2 (1.0) 0 (0) 0 (0) 0 (0)
RS PR L SRR 2 (1.0) 0 (0) 0 (0) 0 (0)
BEPR 2 (1.0) 0 (0) - -
TIRPEEVEEL 4 (1.9) 4 (1.9) 0 (0) 0 (0)
TIRMEEMIEE CEMEIEE OTRRIC 4 (1.9 4 (1.9) 0 (0) 0 (0)
Ko E-bnsbn)

— JL—ROEZFRL



VI. Z€% (FRLOIES) I3 51EHE

CTCAE ver3.0

7Y 8—L (N=207)

N e LT L—NR 71— K3 JL—FR4 | Z1L—7F5
PTG n (%) n (%) n (%) | n (%
PEIE TS RE 8 (3.9) 0 (0) 0 (0) 0 (0)
AR 3 (1.4) 0 (0) - -
Phild 1 (0.5) 0 (0) - -
JEsLc 3 (1.4) - - -
JEvt] L8/ 1 (0.5) 0 (0) 0 (0) -
W GEE) 1 (0.5) - - -
JEAERE 4 (1.9 0 (0) 0 (0) 0 (0)
B B R 4 (1.9 0 (0) 0 (0) 0 (0)
155 2 (1.0) 0 (0) 0 (0) 0 (0)
AR 2 (1.0) - - -
— JL—ROEHZERL
7 L— K5 (BEL)

TCTCAEMIGEIZ#%Y LRWEC—SE C— I HARRE] 230 7 Y8 — ARE TGS Shvic, AERFI T,

KRB EFMGENHA2TH BRI TIZE > T2, AFEG1E, MedDRA (ICHEFEREHEMGE

DDREZE ] (IS ST,

H15.1 T




. &% (EFRLDIESF) (CEYHEE

4) BIRIRRMEE R O FIRIRBERE 9 S ERNE THBRRARICE 1T 28IER GEREMRE)

RIS b (N=10) PR IRBERERE (N=8) ait (N=18)
CTCAE ver4.03
B =Y/ 2TL—R | FL—F3 | FYv—F4 | &L—F | JL—FR3 | JL—F4 | &V1L—F | ZL—F3 | ZL—P4
n (00) n (00) n (00) n (00) n (00) n (00) n (00) n (“o) n (00)
£ TORIWER 10 (100.0) 3 (30.0) 1 (100) 8 (100.0) 4 (50.0) 2 (25.0) 18 (100.0) 7 (389) 3 (16.7)
PG WA B 3 (30.0) 0 0 1 (125) 0 0 4 (2292
PN WA 5 -2 DAt 2 (20.0) 0 0 1 (125) 0 0 3 (167 0 0
DR IRBERE I T E 1 (10.0) 0 0 0 0 0 1 (5.6) 0 0
Bl 7 (70.0) 0 0 6 (75.0) 0 0 13 (72.2) 0 0
BE=2/ 0 0 0 1 (125) 0 0 1 (56) 0 0
R 1 (10.0) 0 0 2 (25.0) 0 0 3 (16.7) 0 0
] 1 (10.0) 0 0 4 (50.0) 0 0 5 (27.8) 0 0
PN 78 1 (100) 0 0 0 0 0 1 (56) 0 0
PR 2 (20.0) 0 0 0 0 0 2 (11.1) 0 0
eSS 2 (20.0) 0 0 5 (62.5) 0 0 7 (389) 0 0
2, 1 (100 0 0 0 0 0 1 (56) 0 0
MR AR 4 2 (20.0) 0 0 0 0 0 2 (111 0 0
Mg - 1 (10.0) 0 0 1 (125) 0 0 2 (11.1) 0 0
—f% - REEER O
R 3 (30.0) 0 0 2 (25.0) 0 0 5 (27.8) 0 0
P VI 0 0 0 1 (125) 0 0 1 (56) 0 0
T 3 (30.0) 0 0 0 0 0 3 (167 0 0
[N 0 0 0 1 (125) 0 0 1 (5.6) 0 0
JEYYE & OVFFAE HUE 0 0 0 1 (125) 0 0 1 (56) 0 0
S 0 0 0 1 (125) 0 0 1 (5.6) 0 0
AR A 5 (50.0) 2 (20.0) 1 (100) 5 (62.5) 2 (25.0) 2 (25.0) 10 (55.6) 2 (111) 3 (16.7)
792073 VAT 5= 2 (20.0) 0 1 (10.0) 3 (375) 0 2 (25.0) 5 (27.8) 0 3 (16.7)
TNAYRAT 7 §—CH 2 (20.0) 0 0 0 0 0 2 (11.1) 0 0
TR VTR 2738 2 (20.0) 2 (20.0) 0 2 (25.0) 2 (25.0) 0 4 (222 4 (222 0
e ey e 1 (100 0 0 0 0 0 1 (56) 0 0
iR B -2 ol 1 (100 0 0 2 (25.0) 0 0 3 (16.7) 0 0
U —¥Hahn 1 (100 1 (10.0) 0 0 0 0 1 (56) 1 (56) 0
73— 1 (10.0) 0 0 0 0 0 1 (56) 0 0
IRE D 2 (20.0) 0 0 0 0 0 2 (11.1) 0 0
F i BR S s 0 0 0 1 (125) 0 0 1 (56) 0 0
AR R O 3 (30.0) 2 (20.0) 0 1 (125) 0 0 4 (2292 2 (111 0
BERAIR 2 (20.0) 1 (10.0) 0 0 0 0 2 (11.1) 1 (5.6) 0
A A 1 (10.0) 0 0 0 0 0 1 (56) 0 0
& 27 N gE 1 (10.0) 0 0 0 0 0 1 (56) 0 0
KV FRiAE 1 (100 1 (100 0 1 (125) 0 0 2 (11.1) 1 (5.6) 0
TS R T T R
g;%ﬁﬁvﬁﬁmﬁk 0 0 0 1 (125) 0 0 1 (56) 0 0
Cig 0 0 0 1 (125) 0 0 1 (56) 0 0
A 0 0 0 1 (125) 0 0 1 (5.6) 0 0
PR R P 2 (20.0) 0 0 2 (25.0) 0 0 4 (222 0 0
WRTE S 1 (10.0) 0 0 0 0 0 1 (5.6) 0 0
e 1 (10.0) 0 0 2 (25.0) 0 0 3 (167 0 0
B R OIR RS 1 (100) 0 0 1 (125) 0 0 2 (111) 0 0
EAR 1 (10.0) 0 0 1 (125) 0 0 2 (11.1) 0 0
FERg e OV T ALk T 9 (90.0) 0 0 8 (100.0) 5 (62.5) 0 17 (944) 5 (27.8) 0
Jii B 3 (30.0) 0 0 7 (875) 0 0 10 (55.6) 0 0
T RERRNEARERE 5 (50.0) 0 0 8 (100.0) 4 (50.0) 0 13 (72.2) 4 (222) 0
Z 5 FEIE 1 (10.0) 0 0 0 0 0 1 (56) 0 0
BEIR B IR 5 (50.0) 0 0 3 (375) 1 (125) 0 8 (44.4) 1 (5.6) 0
B RO T I E-2 oft 3 (30.0) 0 0 2 (25.0) 0 0 5 (21.8) 0 0
I 4 (40.0) 1 (100) 0 5 (62.5) 1 (125) 0 9 (50.0) 2 (111) 0
AL 0 0 0 1 (125) 0 0 1 (5.6) 0 0
[EiEs 4 (40.0) 1 (10.0) 0 5 (62.5) 1 (125) 0 9 (50.0) 2 (11.1) 0

WTHIOREZIBN TS 7 L — REDFEBLI R o7z,



I. £2 (ERALOITESF) I HEE

5) BfHfRsE. AFHMIRRRRICXd 5B MARERPREAER K U ME B BRRERFE (St 9 5 EIFR 3L A 58 M ARER PR EXER
([ZHFSHEIER GEENE)

R JHF A g AT BRI
CTCAE ver3.0 (N=451) (N=297) (N=207)
> = —/FH3E E7L—F | Zb—FR3 | &ZL—F | JL—F3 | &7 L—F L— K3
S 73V —/HGE DL DL £4 R 7LLU:}\
n (%) n (%) n (%) n (%) n (%) n (%)

2 TORWER (RHHEERRERE S T) 375 (83.1) 99 (22.0) 236 (79.5) 107 (36.0) 200 (96.6) 113 (54.6)

T LIV X— 5 10 (2.2) 0 (0) 1 (0.3) 0 (0 9 (43 1 (0.5)
T UV X — k8 3 (0.7) - 2 (1.0) -
7L E— R 3 (0.7) 0 (0) 4 (19 1 (05)
[iKEDS 1 (0.2 0 (0) 1 (0.3) 0 (0)

T LR ——ZDfth 3 (0.7) 0 (0 4 (19 0 (0

W 2R/ 6 (1.3) 0 (0) 2 (0.7) 0 (0) 8 (39 0 (0)
Hig 5 (L1 0 (0) 3 (14) 0 (0)
W& (WEBEERME 7 v 7 F K L) 1 (0.3 0 (0 1 (05 0 (0
WL 2R/ H—2 ofth 1 (02) 0 (0 1 (0.3) 0 (0 4 (19 0 (0)

kTR il 17 (3.8 7 (16) 20 (6.7) 8 (27) 20 (9.7) 4 (19
~NES 8 (18 3 (0.7) 13 (4.4) 4 (1.3 5 (24) 1 (0.5)
U o oSER R 5 (24) 1 (05
M/ 1 (02 1 (02 5 (17 2 (0.7) 6 (29 0 (0
G ER 3 (0.7) 2 (04) 3 (1.0) 2 (0.7) 3 (14) 2 (1.0)
M if Bk 3 (0.7) 1 (02 1 (0.3 1 (03 6 (29 0 (0
A 1 (0.5 0 (0
L~ O 3 (0.7) 0 (0 1 (0.3) 0 (0) 2 (1.0) 0 (0)

REENR 5 (11 0 (0) 1 (0.3) 0 (0) 5 (24) 0 (0)

PEARTENR— 0 AN E) 1 (0.2 0 (0)
R RO AR S 1 (05) 0 (0)
P AT R—IA AR R 2 (04) 0 (0 1 (05 0 (0
DB MERTER— 0 FE I 1 (05) 0 (0)
DT 2 (04) — 1 (0.3) — 1 (05) —
REENR—E Dt 1 (0.5 0 (0

DA 61 (135) 13 (2.9) 21 (7.1) 8 (27) 79 (382) 19 (9.2)
& 1L E 57 (12.6) 10 (2.2) 15 (5.1) 5 (1.7) 77 (37.2) 16 (7.7)
JE B PLARFSHER 42 1 (0.3) 1 (0.3)

Fe SRR RE AR 4 1 (02 1 (02 1 (05) 1 (05)
SN R L /D T T 2 (04) 2 (04) 2 (0.7) 2 (0.7)
SR /o0 A7 T 3 (14) 2 (1.0)
MBS 1 (0.3) 0 (0)
K if 2 1 (02) 0 (0) 3 (10 0 (0
L[ 2 (04) 0 (0) 1 (0.3) 1 (0.3)
INR 1 (0.3) 1 (0.3)
PTT 2 (04) 0 (0)

ESgTRIN 137 (304) 13 (2.9) 83 (27.9) 16 (5.4) 138 (66.7) 16 (7.7)
TETEHR 4 (09 0 (0 4 (1.3 0 (0 4 (19 0 (0
IRE RS 17 (38 2 (04) 28 (94) 5 (17 75 (36.2) 8 (39
IEARIR. 2 (04) 0 (0)

T 11 (24) — 8 (2.7 — 6 (29 —
R (G EDHF BRI 72 L) 12 (27 0 (0) 6 (20) 0 (0) 15 (7.2) 1 (05)
it 109 (24.2) 11 (24 64 (21.5) 11 (3.7 89 (43.0) 8 (39
RAR 7 (1.6) 0 (0) 5 (1.7) 0 (0) 6 (29) 0 (0)
EHIER-T O 16 (3.5) 0 (0 2 (0.7) 1 (0.3) 3 (14 0 (0)

FET 1 (05) 1 (0.5)
CTCAEHFEIZRZY LAV E—SE T 1 (05) 1 (05)
—H ¥R RE

FeRgRH R R 314 (69.6) 35 (7.8) 135 (45.5) 29 (9.8) 189 (91.3) 48 (232)
Y 16 (35) 2 (04) 4 (1.3 0 (0 5 (24) 0 (0
A BORE 1 (0.2) 1 (0.2) 4 (19 0 (0)
MR 2 (1.0) 0 (0
[3d 1 (0.3) 1 (0.3) 6 (29 0 (0

T —FROEFERL



. T2t (EALDZE

2%) ICEA9 51ER

B T JHF A s AT BRI
CTCAE ver3.0 (N=451) (N=297) (N=207)
5 = — /35 &7L—F | ZLb—FR3 | &ZL—F | JL—F3 | &7 L—F L— K3
B2 Y —/HEE R LXL]\ R LXL]\ R 4 LXL]\
n (%) n (%) n (%) n (%) n (%) n (%)
F D GG 130 (28.8) 25 (5.5) 63 (21.2) 23 (1.7) 157 (75.8) 42 (20.3)
HH ifn B 1 (03 0 (0
HfBE (G3-40 i/ MR 72 L) 2 (1.0) —
[EEJ RS 2 (1.0) —
[EE/w 2 (0.4) — 6 (29 —
AlE A DHE - FRRYe 1 (02 1 (02 3 (14 0 (0
FRFESE 74 (16.4) 1 (02 25 (84) 0 (0 41 (198 2 (1.0)
S IALBE 11 (24) 0 (0) 1 (0.3) 0 (0) 3 (14) 1 (05)
i 118 (26.2) — 41 (138 — 139 (67.1) —
L 32 (7.1) 1 (0.2) 6 (2.0) — 5 (2.4) —
1895 3 (01 0 (0 2 (0.7) 0 (0 2 (1.0) 0 (0
JRDZEAE 3 (0.7) 0 (0 2 (0.7) 0 (0 7 (34) 0 (0
B 2 (04) 0 (0)
Fept 99 (47.8) 10 (4.8)
R 15 R 172 (38.1) 4 (09 47 (15.8) 3 (1.0)
B g 45 47 (10.4) 0 (0 24 (81) 0 (0 29 (14.0) 1 (05)
oS 2 (0.4) —
TBCRHH B R 96— T 1 (02 1 (02
TR B R e — U 1 (0.2 0 (0)
A I PEARRE 1 (03 0 (0
E AR 5 (24) 1 (05)
FER—Z o fth 42 (9.3) 0 (0) 16 (5.4) 3 (10) 20 (9.7) 1 (0.5)
aFeRA 7 (16) 0 (0) 2 (0.7 0 (0) 5 (24) 0 (0)
EFTY 7 (1.6) 0 (0)
FOR R RE K T 3 (14 0 (0
PR IR B RE TU 1 (05 0 (0
BERIE 1 (03 0 (0
Bl DR IR REA T 1 (05 —
NGy M— Dt 1 (0.3) 0 (0
I 247 (54.8) 19 (4.2) 164 (55.2) 33 (11.1) 163 (78.7) 19 (9.2)
L 73 (16.2) 1 (0.2) 33 (11.1) 1 (0.3) 39 (189) 0 (0)
EP 6 (1.3) 0 (0) 1 (05) 0 (0)
il 170 (37.7) 10 (2.2) 116 (39.1) 25 (8.4) 134 (64.7) 11 (5.3)
DR AS B 1 (03 0 (0
g2 F 7 (1.6) 0 (0) 4 (1.3) 0 (0) 6 (29 0 (0)
B Jik R 7 (16) — 4 (1.3 — 3 (14 —
PN 78 7 (1.6) 0 (0) 7 (24) 1 (0.3) 15 (72) 0 (0)
i JE 1 (02 0 (0 2 (1.0) 0 (0
R 2 (04) 0 (0 2 (0.7) 0 (0 3 (14 0 (0
AN TS 2 (04) 1 (02 1 (05 0 (0
THILE RS- 1 (0.3) 1 (0.3)
Rk 2 (0.4) 0 (0) 1 (05) 0 (0)
BERARR 44 (9.8 2 (0.4) 41 (138 1 (0.3) 60 (29.0) 3 (14
MK iR D 254k 1 (02 0 (0
INES 3 (0.7) 1 (0.2) 1 (0.5 1 (05
M7k 1 (02 1 (0.2) 4 (1.3 4 (1.3
[ENEES 1 (0.3 0 (0
RS (BgREMEIR) —F 1 (05 0 (0
KNS (BEREAEIR) —NHEE 2 (0.7) 0 (0 3 (14) 1 (05
KNS (BEREAEIR) —D e 15 (3.3) 0 (0 11 (3.7) 1 (0.3 44 (21.3) 2 (1.0)
RIS (BEREMEIR) —&iE 1 (05 0 (0
RS (BEREAEIR) — K 1 (02 0 (0
RS (R2ERPTR.) —HER 1 (02 1 (02
oEl S é ) —nAE 28 (6.2) 4 (09 12 (4.0) 0 (0 10 (4.8 2 (1.0)
RS ) —MEgE 2 (1.0) 0 (0
oEl S ) —fiE 1 (03 0 (0 3 (14) 1 (0.5
RS ) —NLFY 1 (02 0 (0 2 (1.0) 0 (0

- JL—FOEFER L




VI. 2% (

FRALDIE

%) ICEH9 5IEH

B R JH A s Sy ALTR FRR s
CTCAE ver3.0 (N=451) (N=297) (N=207)
— s = Ay, P AP I 1S ST o1 PSRN ST e
BT Y —/f3E 7 L—R 7EU:]\3 BT 1L—R 7EU:]\3 BT 1L—R 71:;&]\3
n (%) n (%) n (%) n (%) n (%) n (%)

MK 1 (0.3) 1 (0.3)

R EAT 2 (04) 0 (0 1 (0.3) 0 (0 3 (14 0 (0

[ty 1 (05) 0 (0

{8 R% 29 (64) 0 (0 5 (17) 0 (0) 18 (87) 0 (0

US4 8 (1.8 — 7 (24) — 15 (7.2) —

A 45 (10.0) 2 (04) 15 (5.1) 3 (10) 18 (87) 0 (0

e i 6 (13) 0 (0 2 (0.7 0 (0 6 (29 0 (0

HILE -2 Ofil 7 (16) 1 (0.2) 4 (1.3) 0 (0) 5 (24) 0 (0
HH i 37 (82) 2 (04) 21 (7.1) 4 (13) 19 (92) 0 (0

Mg 17 (3.8 0 (0) 1 (0.3) 0 (0

THALE H i~ 2 (0.7) 1 (03)

THAR A i — 1 jee 3 (0.7) 0 (0 4 (1.3 0 (0 6 (29 0 (0

THARAE o — 3 b~ oy B A RE 1 (0.3) 0 (0

THALAE Y~ (f23E) 1 (0.3) 1 (0.3)

TR i —~FiRm (FAR) 1 (05) 0 (0)

VAL H i~ 2 (04) 1 (02) 1 (0.3) 0 (0

VAR HH i~ o3 B AN RE 1 (0.3) 1 (0.3) 1 (05) 0 (0

T - 1 (05) 0 (0)

FPAR AR Y 1 1 (0.3) 0 (0)

SR i 1 (02 0 (0) 1 (0.3) 1 (0.3)

fii HH 1 —50 3 2 (10 0 (0

il i~ 55 A > BN B 1 (02) 1 (02) 1 (05) 0 (0)

i o afi. it 1 (02) 0 (0 1 (0.3) 0 (0

i £ i — £ fae 3 (0.7) 0 (0 9 (30) 0 (0 8 (39 0 (0

WAPR A FE g i — 15 1 (02) 0 (0

WAPR AR Bifi v £ 1fn i 1 (02 0 (0)

H i —% o 11 (24) 0 (0) 1 (05) 0 (0)
JiiRELES 4 (09 2 (04) 5 (17) 2 (0.7) 4 (19 2 (10)

iR Tl 1 (02) 0 (0) 1 (0.3) 1 (0.3) 1 (05) 1 (05

fB3E 5% 1 (0.3) 0 (0)

e 3 (0.7) 2 (0.4) 1 (0.3) 0 (0) 1 (05) 0 (0

JFNE =2 i 2 (0.7) 1 (0.3) 2 (1.0) 1 (05)
SR 16 (3.5) 2 (04) 12 (4.0) 2 (0.7) 18 (8.7) 3 (14)

GO-20DF HPERIS % £ 5 I~ R~ 53 JE R g 1 (02) 0 (0)

GO-20DF HPERISD % 1 5 IR Y i 1 (0.3) 0 (0)

GO-20D AP HRERIBD % 1 5 Y- N -t I (B %) 1 (02) 0 (0) 1 (0.3) 0 (0)

GO-2D 4F HHERIBA % £ 5 & Ye— D Ig /1 JE B 1 (02 0 (0

GO-2D 4P HRERIBD % 1 D BB (FEER) 1 (05) 1 (05)

GO-20DF P ERISD % £F 5 e b SGE—H 0 A RE 1 (05) 1 (05)

GO-20DAF HPERISD % 1 5 Y~ TR B 0 FE AN B 1 (05) 0 (0)

GO-20D4F HPERIBAD % £ 5 R H—Ali - (Bli%k) 1 (02) 1 (02)

GO-20DAF R ERIBD % 1 5 YR 0 (e Bo%) 2 (0.4) 0 (0) 1 (05) 0 (0)

GO-20D 4 PERR % 1 5 - 1 (0.3) 0 (0)

GO-20D4F P ERISD % 1 5 Y~ R 1 (02) 0 (0)

GO-2D 4 HHERIBA % £ 5 TR YL H - /3 S A hE 1 (0.3) 1 (0.3) 1 (0.5) 1 (0.5)

G3-4DUFPERIBD & £ 5 &S (BRIRIVIZ TERR) 1 (02) 0 (0

—AR—HNr B RE

G3-4DUFPERIBD & £ 5 &S (BRIRIVIZ TERR) 1 (02) 0 (0)

— E&GE - AN E

G3-4DIFPERIBAD & £ 5 &S (BRIRIVIZ TERR) 1 (02) 0 (0)

=R~ JEABE

—100—
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I. £2 (ERALOITESF) I HEE

B R JH A s I3 LT HUIR e
CTCAE ver3.0 (N=451) (N=297) (N=207)
L PUTPERE . PUTPERE N PUTPERE .
BT Y —/f3E &7 L—R 7IEU:%3 7 L—R 7IEU:%3 7 L—R 7IEU:%3
n (%) n (%) n (%) n (%) n (%) n (%)
G3-4DHFHERIBD % 08 5 By (RRIRADIC HERR 1 (02 0 (0
—fil e
B (BRIRIOICHERR) —Fa2k 1 (03 0 (0
B (BRIRIOICHERR) —REX 1 (0.3 0 (0
e (ERRIIZTERR) —F 1 (0.3 0 (0
B (BRIRAOICHERR) —Ali (M%) 2 (0.7) 1 (03
B (BRIRAOICHERR) —R2hg (Mehize) 1 (03 0 (0
B (BRIRAOICHERR) —SE—Hn oy B A hE 1 (03 0 (0
HOPNLIDS 1 (0.3) 0 (0
A P ERBOR B O e — 1% 1 (05) 0 (0)
A R ERSORN B O e — T - v Y (BRI 2%) 1 (0.3 0 (0
T HRER B AN 0 Y W BE 1 (05) 0 (0
T HRER B AN 00 Y — IR = oy A BE 1 (02 0 (0
A ERE A B O R~ (ffiZ%) 1 (02 0 (0
ﬁ?qjﬁdzﬂ\ﬁﬂ@ﬁz Ye—prfi (MeHizk) 1 (05 0 (0
Ye—2 Dl 7 (16) 1 (02) 2 (0.7) 0 (0 11 (5.3) 0 (0
Y LR 6 (1.3) 2 (0.4) 2 (0.7) 0 (0) 12 (5.8) 0 (0)
UINPAY 15 1 (05 0 (0
FRG D2A (U v S)E) 1 (02 — 1 (05 —
VENE ¢ PR 5 (11 2 (04) 2 (0.7) 0 (0 6 (29 0 (0
VRIE « R 1 (0.5 0 (0
VPIE - S 4 (19 0 (0
AR AR A 19 (4.2) 9 (20) 19 (6.4) 12 (4.0) 72 (34.8) 19 (9.2
ALT 2 (0.4) 0 (0 2 (0.7) 2 (0.7) 20 (9.7 5 (24)
AST 2 (0.4) 0 (0 5 (17 5 (17 17 (82) 2 (1.0)
CPK 1 (0.3) 0 (0)
GGT 2 (1.0) 1 (0.5
TIT7—F (0.9 2 (04) 5 (24) 2 (1.0)
TINHN T H AT 7 H—F (0.9 1 (02)
JVvT = 1 (0.2) 1 (02 2 (0.7) 0 (0 3 (14 0 (0
L AT E—/L 1 (05) 0 (0
vy es 1 (02 0 (0 6 (20) 5 (17 1 (05 0 (0
=+ 5 (11 5 (11 4 (1.3 2 (0.7) 1 (05 1 (0.5)
L7 B R R R B AR T 1 (02 0 (0
w7 AfLSE 1 (0.2) 0 (0
BV T AiE 1 (02 0 (0 1 (03 0 (0 1 (05 0 (0
e L 1 (02 0 (0 2 (1.0) 0 (0
1R PR L E 1 (02 0 (0 1 (0.3 0 (0
KT V7 2 E 1 (02 1 (02 1 (05 0 (0
KA Y o Al 1 (02 1 (02 6 (29) 1 (0.5
KA v > e 1 (02 0 (0 17 (82) 7 (34)
29wl NUR/N ki 3 (0.7) 2 (04) 2 (1.0) 0 (0
K~ 7' % v U AlfUiE 1 (0.3 1 (03 1 (05 0 (0
1KY BRIME 1 (0.3 0 (0 3 (14 3 (14)
R A 1 (02 0 (0
A~ ofth 1 (03 1 (03 30 (14.5) 0 (0
0 R G KL 14 (3.1) 2 (04) 15 (5.1) 1 (0.3) 17 (82) 0 (0)
BEfI % 4 (09 2 (04) 2 (1.0) 0 (0
BEEiHSRE 2 (04) 0 (0 1 (05 0 (0
e ) GERRRRME ~) - 1 (05 0 (0
7 (#@Tx =t 1 (02 0 (0 2 (0.7) 1 (0.3 5 (24) 0 (0
HRHS R Rk AP - 1 (0.3) 0 (0
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VI. Z€% (FRLOIES) I3 51EHE

R e JiF A e Sy AL HOR e
CTCAE ver3.0 (N=451) (N=297) (N=207)
LA ! T T e T o T T
BT Y —/f3E &7 L—R 7IEU:%3 7 L—R 7IEU:%3 7 L—R 7IEU:%3
n (%) n (%) n (%) n (%) n (%) n (%)

BB = DAl 7 (16) 0 (0) 12 (4.0 0 (0) 8 (39) 0 (0)
e 77 (171 4 (09 21 (1.1) 3 (10 3 (169) 3 (14

HEN 4 (09 0 (0 7 (24) 0 (0 6 (29 0 (0

ROy - B 1 (05) 0 (0

RO EB -2 2 (04) 1 (02)

A Em-E 5 (LD) 2 (04) 3 (14) 0 ©

ALHEEIRE S 3 (14) 0 ©

foie 102 0 2 (07) 103

FRHEEE 1 (02 0 ©

MRBRIH 2 (0.4) 0

il 1 03) 0 © 1 05 0O

oKt 2 (07) 2 (07)

I 102 0 103 0

FREREE - B 3 (07) 0 © 103 0 © 2 (10) 0 ©

HREEALSE < L 54 (12.0) 1 (02) 7 (24) 0O 19 (92) 1 05

FRREBEE © i~ DB BT 0D SN L 02 0 © L ©8) 0 ©

B, WEEH, FoOmME

R + I~ VIR S L B O R 1 02 0 ©

ORERE T o sk — 58 VIR #ehie B I 0D S ) DR SE 1 (05) 0 (0)

e 1 (02) 0 ©

R R L 2 (10) 2 (10

GNP 1 (02) 0 (0

REEED) 1 (02) 0 ©

L 103 103

HHE—Z O 6 (13) 0 (0 103 0 (0 1 (05) 0 (0
IRER /ST 3 (0.7) 1 (02) 4 (13) 0 (0 8 (39 0 (0

S N 1(03) 0 3 (14) 0

2B IZH 1 (02) 0 (0 2 (1.0) 0 (0

Ak IR R 1 (02) 0 (0

FARESR 1 (05) 0 (0

TiH - At 1. 1 (0.5) 0 (0

FIPARE 1 (0.5) 0 (0

HERRE 1 (02) 1 (02) 1 (0.5) 0 (0

#9 1 (0.3) 0 (0 1 (0.5) 0 (0

IRER—2 Dl 2 (0.7) 0 (0) 1 (0.5) 0 (0)
Ve 106 (235) 6 (13) 69 (232) 9 30) 83 (425) 5 24

KR -H 1 (02) 0 (0 10 (3.4) 0 (0 8 (39 0 (0

- — WA 55 e 2 (04) 0 (0 3 (10) 0 (0 13 (6.3) 0 (0

el 1 (05) 0 (0

VERT—5 B 102 0 1(05) 0

P —IT 1 (0.3) 0 (0

IR - B E 19 (42) 1 (02) 5 (17 1 (0.3) 10 (4.8 0 (0

PR —EA IR 1 (02) 0 (0 1 (0.3) 0 (0

PR — P/ T S R AN e 1 (02) 0 (0 2 (0.7) 0 (0 7 (34) 0 (0

PR — Mg BE 2 (04) 1 (02) 1 (0.3) 0 (0 3 (14) 0 (0

IR — a5 2 (1.0) 0 (0

TR~ A 17 (38) 0 (0) 7 (24) 0 (0) 9 (43) 0 (0)

HER— e 3 (07) 0 2 (07 0 6 (29) 0

PR — 11— 1(03) 0

VLRI 2 (07 0 1(05) 0

PR~ 6 (13) 0 3 (10) 1(03) 4 (19) 2 (10)

PR — A 2 (1.0) 0 (0)
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. T2t (EALDZE

=z
(=]
{=nY

%) ICEH9 5IEH

B R JH A s Sy ALTR FRR s
CTCAE ver3.0 (N=451) (N=297) (N=207)
ovh -~ P TS o P TS o P o
B =Y —/fzE 7 L—R 7IEU:%3 7 L—R 7IEU:%3 BT L—R 7IEU:%3
n (%) n (%) n (%) n (%) n (%) n (%)
PR~ DU fi% 11 (24) 1 (02) 4 (13) 1 (0.3) 20 (9.7) 1 (05
PEI— R B A E (BAR AR 2 (04) 0 (0 4 (19 0 (0
P — R 4 (09) 2 (04)
LR~ 1 (05) (0)
P97 — Ok 1 (05) (0)
LR — LR 1 (05) (0)
IR — IR AR 6% 2 (0.4) 0 (0) 1 (0.3) 0 (0)
P~ ik 1 (05) 0 (0)
P~ H 1 (02) 0 (0)
L —E 1 (02 0 (0
PR —SH 3 (0.7) 0 (0 1 (0.3) 0 (0 10 (4.8) (0
YA iR —FE S [ SE R 27 (6.0) 0 (0 13 (44) 0 (0 16 (7.7) (0
LI —3L5 1 (02) 0 (0
P —IR I8 1 (0.3) 0 (0)
JE IR~ 7 (16) 0 (0 3 (10) 1 (0.3) 5 (24) 0 (0
LI — Bl 2 (04) 0 (0) 1 (0.3) 0 (0) 6 (29 0 (0
PEIR —IER—H / BE AN RE 18 (4.0) 0 (0 24 (81) 6 (20) 19 (9.2) 1 (05)
VI~V IR~ 53 JE R E 3 (14) 0 (0)
IR~ 1 (03 1 (0.3) 1 (05) 1 (05
YL~ 1 (05) 0 (0
PRI —SEI 1 (0.3) 1 (0.3) 2 (1.0) 0 (0)
YR~ Ot 10 (2.2) 1 (02) 4 (1.3) 0 (0) 11 (5.3) 1 (05)
Jili/ b 5GE 29 (64) 3 (0.7) 28 (94) 2 (0.7) 32 (15.5) 2 (10)
A3 8 (19 1 (02) 3 (10) 1 (0.3) 7 (34) 0 (0
R SR 1 (02) 0 (0)
Nz 1 (0.3) 0 (0
WP IR 10 (22) 1 (02) 6 (20) 1 (0.3) 7 (34) 1 (05
DAL 9 (20 0 (0) 17 (5.7) 0 (0 20 (9.7) 1 (0.5
Jifilige & 2 (04) 1 (02
SRR SR D FOG 3 (0.7 0 (0 2 (10) 0 (0
S 1 (02) 0 (0)
Jiti—% oo fth, 1 (0.2) 0 (0) 2 (0.7) 0 (0) 2 (1.0) 0 (0
XU DR A B 2 (04) 0 (0 2 (0.7) 1 (0.3) 2 (10) 0 (0
HARE 1 (0.3) 1 (0.3)
PRFAE 1 (02) 0 (0
BHIR 1 (0.2) 0 (0) 1 (0.3) 0 (0) 2 (10) 0 (0
ZIRPEIBIEIES 4 (19 4 (19
ZRPEAEENES; CEMEEROBRIC L D L EDbRD 4 (19 4 (19
2
PE/AE RS RE 12 (2.7) 1 (0.2) 2 (0.7) 0 (0) 8 (39 0 (0)
H#&ANE 1 (02) 0 (0 3 (19 0 (0
WAL 3 (0.7) 0 (0 1 (0.3) 0 (0
PERK 1 (02) —
FLEA/ L 1 (0.3) 0 (0
Pk E 5 (11 0 (0 1 (05) 0 (0)
fEESR 1 (02) 0 (0)
i 3 (14) —
JlE A B 2% 1 (02) 1 (02) 1 (05) 0 (0
W (FERRYE) 1 (05) —
SEMRRE 5 (L1 0 (0 1 (0.3) 0 (0 4 (19 0 (0
SR BRAE A 5 (11) 0 (0) 1 (0.3) 0 (0) 4 (19 0 (0
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VI. Z€% (FRLOIES) I3 51EHE

B R JH A s Sy ALTR FRR s
CTCAE ver3.0 (N=451) (N=297) (N=207)
— s = N A PER T SRS PSRN NS PSS NS
BT 2~/ BE 7E¢]\3 7R 7E¢]\3 et 7ELL]\3
n (%) n (%) n (%) n (%) n (%) n (%)
ke 3 (0.7 1 (02) 5 (1.7 3 (10 2 (1.0) 0 (0)
R S /A /2 R 1 (03 1 (03
MARSE/FEARSE (L PR A) 1 (02 1 (0.2
iR 1 (02 — 1 (0.3 — 2 (10) —
() Rk N5 1 (0.3 0 (0
PR JIR K 1. 1 (03 1 (03
EREULREAI 1 (02 0 (0 1 (03 1 (03
A —Z Ofth 1 (02) 0 (0
Dl 2 (0.7) 1 (03
Z DAl 2 (0.7) 1 (0.3)

1 : v3.0 CoLIRZE LA D HIFE & £ H

U —ROEFERL
7 L— K5 (BE1D)
(P i e s )
LOA A (CTCAEMGE TIX DURE M/ D ARFEZE ] ) A3 7 o3 — LBECIHE S S vz,
ZOWEITIE, AFNER9 ARG LT RICEHEERLHFELZIIEL, TO2HRICHTICE ST,
(i e gee)
ME L T —FIRE (i) | SR 7 P = LB CLIRRE S iz, ARIEFITIL, #5-Baa #0610 [#
BT AANT I G-Ik & 720 | TGP IE6 A ICEEFIRE 2 O O I ARAE L, FAIZETICE -7,
TSR H i — B0 — M JEARRE ] 230 7 S — L BE T LIRS S, AIERITlx. A#IZ K84 A
&G LR ICEE 2 b E N A RE L, FBICETIZE T,
EARE] BR7 A= ABETIHIHRE 7o, REFITIX, AAIZK2, ARG LIEZICEERE
PEEARRZRIE L, FRIZECICE ST,
TNBRENIRIE L) 23 % 27 R — L BE TR S vz, ANERICTIE. AFIZ020 AL L-%kICE
B RGRIEE M2 RE L, £O1IHRICETIZE ST,
(LA R i)
TCTCAEHGERIZIZ Y LR VE L — 38 — M ARRE] SR A= LV BE TS Shviz, ARJEFIT
%, ARABEGBIG HA2TH RIS TICE o7, AFEZRIL, MedDRA (ICHEFEEIHGE) #1510 T
X DLAREZE ) 2 ST,
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VI. Z€% (FRLOIES) I3 51EHE

6) R E. GHHE. EEERUVFHOAEFERINDBEAREREE
O£ S KR D EI1EFA SR TRIFES

AR 2 % 5 & LIZ[EIPN 2R AR ERIREER Tl ECOG PS80 2 W I 1D BH A AT,
PSHIDOFFERINEM IR Z R L7 R, 5928 M ORGP E 3PS 00 B H T < Wil
SN, FNUSORERIEMIZOWTIEPS 1& OMICKEREIT R o7, ZhuE, ~
— AT A CEICEIE LTCER 2 5 2 PS LZH AT, PS 00 BH IR D72 < T ITH
BLUIZREIWER D3 Z A SO DR H > T aRIENZ A 615, £z, PS 0TIIPS 1ickt
NTPFSEoTlclz, HFEMBNPREMIC DI o722 ORI 2823 2 MM %o 72
AREMENHD EEZBNLD,

ERE DHEERRRERICE (T 55 ERIVEADECOG PSAIFERE

(R MR R H)
CTCAE ver3.0 EIEH

35 ECOG PS /N (%)
TR TORNEH 0 98/102 (96.1)
1 29/29 (100)
& £ 0 28/102 (27.5)
1 8/29 (27.6)
3z 0 41/102 (40.2)
1 8/29 (27.6)
T RO B 0 56/102 (54.9)
1 16/29 (55.2)
i E 0 39/102 (38.2)
1 12/29 (41.4)
FRERL - Dfh 0 8/102 (7.8
1 1/29 (3.4)
FRPEIE 0 12/102 (11.8)
1 2/29 (6.9)
AL 0 2/102 (2.0)
1 3/29 (10.3)
T 0 34/102 (33.3)
1 10/29 (34.5)
Ml Gepr i) —nkE 0 3/102 (2.9
1 1/29 (3.4)
fRRE T - R 0 7/102 (6.9)
1 0/29 (0.0)
TIT7—¥ L& 0 38/102 (37.3)
1 12/29 (41.4)
U 8—¥ L5 0 53/102 (52.0)
1 20/29 (69.0)

QE#AA DRIERAFKEMEES

R—=25 40D VT F= 775 A30mL/minZz BRREREHEH Y L EFRL T, B
BB & BE BB IZ OWTRET Lz, T ORSR. BMIEZ x4 & L2 ENE THERRR
BRIC W CITBHERERE E O & D JEBI DN AFAE LR Do T2, M 2 x5 & U 7= 4h o 11 AR
PEERER K OMEAN TR G IR FRBR D Y T 7 = = T RETIE. BHEREREE D & 2 SEH13 4555k T 141
PTOMFMEL, WITEELRAEESNRALEN, VI 72=T LEE LAV EE X DR,
H I TRD ONZEIERIZZ L — R1OLODOHRT, EERLDIZALNR-> T,

s BB kG b Lo iEsh g T AR R BR ISR\ T, B RERE 2 o A 45 | R B RE 20 3 5
A—BZREREEEE 2720 (VI 10. QBHRE L BREEORR OESR) 2Lt b b
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VI. Z€% (FRLOIES) I3 51EHE

D, BREEEOFEIIY 77 =T ORENRT a7 7 A VICKRESEZELRNEEZ DN
2o

QT #RERI D EIE AR IR E
[N TN L 7 AT B 2 a5 & L7 EWNE T AHBRRRERIZIS VT, Child-Pugh A
K OChild-Pugh BEEDR TR ENT 1 7 7 A WTEITFED bR o T, TSRS %
kPG & LT ipsh e ARG R ARBR 123 T h . Child-Pugh AfEF & OChild-Pugh BEF & Of#
TREMET 07 7 A VGEITRO N T, B~TEEOKERERE BT Y 77 ==
TOREMET 0T 7 A VITIHEREIE R BE L RESLEDD bDOTIERWEEZ BN,

@RGAED L S A VA OEIVEASKIRERES
A Lk B [EINES TAHBERIREABR Clx, AERA 1LV A LR3IV A ETEHAL
Too LURAVERI QLT Ay 20T AP E) ORERIERBIRSELZRF LIREER, T2
FEGERE, BB, TR, 20T A VLl EOIREEA G T 5 B T <l v, WHLIERINAE
IV A OBETREABENE -T2, LN LR S, L CRIERIVEH O ERICHITAR
LU A VEIZ K AN TR e o7z,

ERE THEERRERICE (T ERMERDITAR L O A VHAIRRE

(REMEHT T RH)
CTCAE ver3.0 EIRIEYS g EH

FzE LA n/N (%)

T T ORI 1 44/47 (93.6)
=2 83/84 (98.8)

& £ 1 13/47 (27.7)
=2 23/84 (27.4)

s 1 18/47 (38.3)
=2 31/84 (36.9)

F RO B 1 23/47 (48.9)
=2 49/84 (58.3)

i E 1 16/47 (34.0)
=2 35/84 (41.7)

FRERL -2 Dl 1 4/47 (8.5)
=2 5/84 (6.0)

FRPEIE 1 5/47 (10.6)
=2 9/84 (10.7)

AL 1 4/47 (8.5)
=9 1/84 (1.2)

T 1 14/47 (29.8)
=2 30/84 (35.7)

Ml Fepr i) —nkE 1 2/47 (4.3)
=9 2/84 (2.4)

fRRE T . R 1 3/47 (6.4)
=9 4/84 (4.8

TIT—Y L5 1 19/47 (40.4)
=2 31/84 (36.9)

U 8—F 5 1 28/47 (59.6)
=2 45/84 (53.6)

OftRZER DRI AR EE?
PRI (e D [P 2R AR B R RAER . HEAMEE T MIAHERARRABR IC W T B 7 I VKT
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= L, N -
I. €2 (FRLEDZFESE) BT HIEH
KO CYP3A4PHESR ZEH L= 8BE & O L TR WABE OREWEH OFRBERIZEITIRD SR
Mmoot
CRFETXIIEBED S LR RRIFEEE E R E L= EHEHTS
a) LR B oD Bl VE FH 78 B
[E B 3L [R] 26 AR ER  (FRBR14295) (2331 2 0L FEOIR g o #ELER I BN W 7 b & SE
L7,
VT 7 =7 RE20THID O b, FLEEREIZ11TH]. b 2L b U IE3TH. IR i 1201,
Kb X226 CTH - 72, HEFEZOBIRIL, MBI LV ERNICEROH 5 =T 72
WEEZ b,
HEEANOAEERORAE
V57 x=7 (N=207)
FLEAE t ol bR g TE Ay NGl
(n=117) (n=37) (n=12) (n=22)
n (%) n (%) n (%) n (%)
PEHERG 116 (99.1) 37 (100.0) 11 (91.7) 22 (100.0)
7L —R3 62 (53.0) 22 (59.5) 6 (50.0) 13 (59.1)
71— K4 15 (12.8) 3 (8.1) 1 (8.3) 4 (18.2)
7 L— K5 (BELD) 5 (4.3) 1 (2.7) 2 (16.7) 2 (9.1)
BHE 37 (31.6) 15 (40.5) 5 (41.7) 10 (45.5)
BehHp Ik 21 (17.9) 6 (16.2) 3 (25.0) 2 (9.1)
FH R 92 (178.6) 27 (73.0) 9 (75.0) 18 (81.8)
AN BE T 2 2H EES 113 (96.6) 37 (100.0) 11 (91.7) 21 (95.5)
7 L— 3 58 (49.6) 18 (48.6) 6 (50.0) 12 (54.5)
7 L— K4 7 (6.0) 1 (2.7) 1 (8.3) 2 (9.1)
7' L— K5 (BE1D) 0 1 (2.7 0 0
BHE 9 (7.7 8 (21.6) 2 (16.7) 2 (9.1)
BehHp Ik 17 (14.5) 5 (13.5) 1 (8.3) 1 (4.5)
JH 2% 83 (70.9) 24 (64.9) 7 (58.3) 14 (63.6)
BARMEEDHEES 83 (70.9) 28 (75.7) 11 (91.7) 18 (81.8)
b) Fll FFIR AR BEA TR O BE(E 0 5 28
[EIRs R 2B AR SR (GRBR14295) (2817 2 B AR REIR TIEOBEE oA I Ly . W
TENTEE LTz, VT 7 ==T 200D 5 6, BEEH U 31441, BEFER L3 19361 CTh
77,
VT 7 = = T RECHEI R IR RIS TIEOBE R 28 T 28 REH b i vz b b 59,
ARENEBED B DK V> v AIGEDOFBRIL, BEAEOZ2 WS L0 b &mno e (BEE
H028.6%. B2 L5.2%) . —Ji. 77 R TITEEOFLE KD LT T AMSED3E
BRIZEN o7 (BEEH D 4.8%. BEEZRL0.5%) Z &nh ., EIFIRAMERER FRED
BEEEN Y 7 7 2 =T B BICLDHEEELRBOY X7 % FH IH TV D AREMEN R X
N7,
9. BERBRERKRIZRITEE
P - Y AN
10. B=E
BRI N TR,
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VII

. B2 (FERLOEESF) CEHYSHEAE

11.

(%)

EINE 1 AR CIX600mg 1H 2 F TOME (1H1,200mg) 23, #HEH 1 FHFKER TIE800mg
1H2[EE TOME (1H1,600mg) 2ETSic, 2o ORBRICBW TR S ERRRITERIL,
THI, REEE. ETThol,

WERGNEDNIZSAITRG 2 hIik U, ERIOS U CHEARLEEZITY 2 &, B, BRRBR
IZBWT, BRI L <IXBIEM 72 AF Ol 8 51T @E S Tunzeuny,

BAHALEDIE

14, #EREDFE

14.1 EFIRFHEDFE
PTPEEDHANIPTPY — R DB H L CTIRAT 2 X H4E 52 L, PTPY— oo
RIZE D N GARSEIERBEA~TIA L, BIZEZELZ8Z L THRAREOEE G
HEZERT D 0 D,

[#75r)

PTPY — N OREEKKRIR D A3 E Lz CERR8HE3H2THfF, HIKHIREE 24075, 3045) .

BENPTPY— 22O FERA L, BESCKEZHET L LWV FHAINEML T2 &I

P, BAGEBERSZAN L ZOMISIZ OV THRET 5 L 9 A AR (KES LSS |ICEEN

bHolz, TNEZITT, AARBKFEESGSOBER LEbEFHEE LT, EROFK— Lt

IZESE FRENAZTLE L T D,

12. ZOMDEE

(1) BRERAE I £ 5 < 1545
BB L

(2) FEBRERFREBRICE D 1BHR

15, Z0MDFE
15.2 JFERAREABRICE D < 1F#k
R 53R OB PRI AE T, 7 v M RO XTI TR ZME & O B
RO E, Ty MIBWTEEOFLEEIE, IO AIHIENRBO 5Tk
0. AEFEFERE K OV R RE I R & M AE T AT REMEDS /RIR S 41T U 5 647766)
(fZ55%]
B (7> FROA X) (IZBT 5 EERGFEERBROR R, ATEERE N OZ R EE L LT
FTRAEMEN R I TN D,
A 53R ER O W B 7RI A TIX, 7 v MIEME SRR O5mg/kg/H  (30mg/m?/ H 2
) DLETEEROFLELEN I B, 256mg/kg/B  (150mg/m2/ B IZFY . RFHEEY 0 (H
L 72 B R HH:500mg/m20>0.31%)  LAE TR ORI 280, K B B IR O RS 13D 3 QNS AT AL
g, FEFEM., IR L O E ORBFIER DR Hi7=69, 7ok, 14 5mgkg (6% TU80mg/m2iZ
FEY) BEOK BN R ORGME N A bz, £72. 7> FM13EME 535 D 5mg/ke/ A
(30mg/m? HIZHHY) THIIL ORI HI DR D H L7269, 4 X TH 12 H WG RKBR O
30mg/kg/ H (600mg/m2/ H (ZAHY) DL ETCTHEOKME LN A 6L, 60mgkg H
(1,200mg/m?2/ HIZAHY) THHE ERORE D D3RO H 17260,
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X. JRERPREERICEAS HIEE

1.

I ER
(1) EhZ I ER
VL. HZhEEIC B A 2

(2) ZEMEEFR
T v MRS Xa Wiz in vivolk ONin vitrosdBR1Z L 0 222 SPREER 4 i L 7267,

DM ERRUMERSEFICRITTEZE
in vitrohERGF ¥ XV 7 v A T, 1~100dMD YV T 7 = =712k 0 H ) U LEBRNEES
AT T IR RNV g Wb NN S Bii5E = e S B =Wz =1 s WA RN
© R U7 TR0 L e A B O T TR B EE AL FFEE N ] O J E TILAPDeo7Y o )Tk

FEL. V7 7x2=710pM TI3%E L7z (p<0.05 : oneway ANOVA with DunnettZ & Lt

BE)

- FREEA X2V T 7 = =7 44mglkg T“%IEIJr:?EH%W&“Ef L7c & &, ke, mATENRE,

DHE M OV FE KN 5 U CHREICITE & 2 D EHIZER O 6T, QTR ki3 2 52 81358

LOYSY ARAIEEY

2) FIR AR RICRITTEE
Ty MY T 7 2=722, 73 1U220me/kgHF BRI G- L2 2 A, BT v h Tl
PEOIREE B S, BFEBE, KR, KEFHR, PUKEEH. BREHLXOA~F YA
JLEH — VRIS R 2ERITEE O b e o7,
3) TDDEE

T MY T 7 x2=722, T3 1220mg/kgA HEHE L, B « RIS HR, MEFH/T

A—% IR ONEGE R T ARG LT,

@ - WIRAR R K MR F /T A —ZIZRIT T JR&E, T I U AROERSHE
IRIFHNCIRA U, IREIF R K TH6% I LTz, T ORERICHEV, RILERE, ~~ k
7)yh&@%m%7m5yﬁﬁTLko

[ Jiiiki- A WA M EIIIEER T v N TROKII21%IK T L7,

@ 5 5% % FIETE . 7y N THBEEBNICH T 2ERITRO bR oTe, F2,
Ty MEHBEIRGICR L THREE RIFS 20 o7,

(3) & Dt D FEEEHER
EERR L
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X. JRERPREERICEAS HIEE

2. B

(1) A% 5 SR ER®
Hh i Wi D EFE R (mglkg)
7y RO~ A >1,460
S X >120 (A . 1,000 (JFR)
(2) REXRS SRR
Fv MIT HREXRSESHHAER
.l 11 ] w515 iRl
4 5 1. 5. 25, 125mg/kg .
ATEFSE169 1 F LI 5 1mg/kg/ A A
133 5 1, 5, 25mg/kg .
ATEFEE169 1F 10 0 # 5 1mg/kg/ A A
6 A R 569 e e 0.1mg/kg/ F A

6 HFHERBR TIIEIIRD bz oz,

RODLNTFTRIZUTO LB TH S -

REHEM (1% V2.5mg/kghtDlE) | BAKEORD (2.5mgkght D) | ~E7 v B> KU
~ 7 Uy FOHM (1%U2.5mg/kghtOMfRE) | MCHCOH# (2.5mg/kghf D) | MCV Kk
OMCH @ #hE QN i/ MEE O (2.5me/kghEDMERE) . ASTK CALP® |57 & & 1 O
b (2.5mglkghED ) . ALTO ES- (2.5mg/kgREDMERE) | MFEEIRT (1% O'2.56mg/kghED
) . REAOENMER (1% O02.5mg/kgRE D) | AFIRER OB (1% 02.5mg/kghf D
i) . BIEEREORMY (AmgkghtolfE) | MREEORD (2.5mgkgftDlE) | g7 v/ <—
AMfa ot FibE (2.6mg/kghf OMEME) | B gD IR - TR EIR K OME - P A
(1mg/kght DI f O°2.5mglkght OMERE) | BRI Y > S E O RN (1% 2.5mg/kghf
OHERE) | MFONENE (2.5mgkg#tO1E) | WORFEEM (0.1mgkghE O, 1
2.5mg/kgHEDMERE) | FAHOETERET (1R 02.5mg/kghEDM)

1 XIHT D RERSEMHHAR

AR ] w5k ETE &
4 5 10, 30, 60mg/kg .
AT PSR 1 20 1 #2 5- 10meg/keg/ H AR
133 [ 570 }OH‘ 1%?%5& go§gkg 10me/ke/ F it
12 F 4 560 it }(I)E\I%g%};g_mg/kg 3mg/kg/ Al
125 A R 53R 8k T, 30mg/kght D15 2353538 A BER S, 60mg/kght D 14

FOMEQAF 8 Z N2 528, 348 49 B ITFET LT, Ec:\ 60mg/kghE DIE1E 73 % 5-263
ENIFEN=2 émzo g R R OBARBEBO LN TEY , —EEOEN O FETC I G RE

Z)%&%Lt;k TRE R B VERIEIC X A FREME L B 2 b T,

O BV R i%?@@ DTH5D:

WORME (10mg/kgbh Eo#E) | BN E (10mgkehf) . #E (30X '60mg/keghf) . XJE
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JERRPREABRICEE Y S 1HE

DRl (30 & U60mg/kg#f) | iR O IR A} OE ok (60mg/kght) | KA T oA
(60mg/kght TR UFULAER L72F]) | (REHMIHE (3mg/kgbl EORE) | EEFEORED
(60mg/kght) . NA Y /MEDEIN (RTOR, WIKIZ LB LEZ Glc) | AiEkE
K OV W BR B n (30mg/kg BF O i 1451 . 60mg/kg B O HE245]) | 7R ifn BR Pk B 1 A
(60me/kghEDORER(, M) . AST - ALT - GLDH - GGTO L5 (5 _CORE, HlEL V5
Tz Tk ARELEZON) . ALPO EF (30mg/kghE O ME1F], 60mg/kght DHE2H]) |
o FRmEAEN (RTOR) | HFIEROE A - NZERBRKHEL - MR - 290 - ARRE
(2T | BME~BEEOMMHZE (10mg/kghtD 145, 30mg/kght OME1F], 60mg/kghtd
HELB) | BEREOME (Bmgkghtll EORE) | BEX (10mgkgbl EORE) | £RZEE
(30K U60mg/kghf) . kL OMIMROZEM - AvE I3RS (30mg/kglh EOFE) | HIKD R
B LR « AFEILEWRAD K OSRERIABE (10mg/kgll EORE) | MigO L% (10mg/kgll b
D) . MIROBESE (60mg/kght) . KEREEHOEMIL (10mg/kgll EORE) | KERE KO
Mo ORENIE (30 % U60mg/kghf) | AFEOREHIE LML O ILE (30 % Ut60mg/kght) |
R R OKFY (60mg/kght) | EIEFIRNEOHEMIESE (30 % U'60mg/kght) . DG
FEEME (30%1V60mg/kght) .

Q) EfzEMERER (YVR)
BAnE
MR 2 O 7o R 2SR A RGRIR CId, IR AR 2 n = —H M L e oo, £7o, Hiaki
fi & PO T2 Qe R BRI T, TR T B i e A R iR (29ng/mL)
DHTHIETH > Tei, EERETIIRIETh 7o, ~ 7 A/MERBClIzit Th -7,

(4) A RMERER
D3 A JEPERR IR
DATRPERER L, REPETEOBEZ BN E L FUEEEEIR CH L Z b HE I T
|AYAS o

G)EWFEESHHR (Sv b VU F)
ZHARE M UGS IR & CORMIMAE LI B3 2 3Bk
GBI OFER L0 RIEDNMRE AR R ~E L 5 2, AR & RE T 5 AT6E
PERFREND Z EITMZ, RERHLHHFABATT 5 2 & BIEHRRIEYENERBRIC LV RS
NTN5D, KRENZIREER OHAERORAEICK L THEREE L RIET N TSN D
ZEMD, ZIREER OVER £ TOMBIIRTE IR 5B & HART R OB O T AN N
FHADBEREIZ B 253 BRIZEI LTI FE M S A0 TV 7220,

HIZE R M O AE# O3 A QNS RHAR OB BRI BE 3 2 BR

B G BERBOFE R L0 RIEDNMREAEF R R ~E L 5 2, AFERE & RE T 5 ThE
PERFREND Z LITMZ, RERHLHHPABATT 5 2 & BIEHRRIEYENRERRIC LV R
NTn5, KRENZIREER O AERORAEICK L THERPEL KT N TSN D
ZEMS, ZIREE N OVER £ TOMISIIRIE EIZBT 5B & HART R OB O T AN N
FHADBEREIZ B 25 BRIZEI L CITFE M S AL TWH 7220,
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X. JRERPREERICEAS HIEE

Z v MR « BRI AR 2 il

VI 7x=70.2, 1% U2.5mg/kg/ B %7 v MIMER6H ~17TH £ T1H1BEKROEEG LT,
BEW) T, 2.5mg/kght ORI 2 & 7= 2061 TRED ARG HEIY . AR EH I M OEAE
BEODOT R DD b,

RO E~DZEL LT, 2.5mg/kghf CEHKRZIETEOIMN, AFREEZORAD ., HikE
BEOWRD ., AR REREORD . MO E AR OB EIIZMOEE NSRS b v, BaEH
[ZOWTIX, 2.5mg/kght CHRENRS ., B ORI, Wi ouk, 5 10ESEXE K O EE
HiZe EAFEO HIL, BIEICK Y FHOBHENEM LT, 72, 2.5mg/kght TINE - NIRDZE
BO(FAKOBEEAR KR &) | EEAR (140hE) ROVE LB (FRREEE . Mg o
L OWaHERZ &) AT,

Img/kght T A KBRS L OVELIEBAE (FREEETE . BE o R OWIHER) 235588 vz,

L EDFERNG, VT 7 =7 OREMW) KR ORR - FRERBAEICBET 2 EEMEEIT, Ttk
0.2mg/kg/ H & fllr S u7-,

7 FRE - R R A BT 5 a2

V77 =703, 1 038mg/kg/H Z Tk Y X IZIHR6 H ~20H £ C1H 1ML LT,

MENY Tl Smg/kght CHREE 22 (REEH NG L O I B A S 3, — ek & L CH
MR, #REE, WA, FERD LK OREHEIYAED bz, 0.3% NMmgkght T
HHEMBEOIKTRA LN, 3mg/kght TLHIOFEEE K O3B ORI NGRS B AL, FEIRZEN
Wb Uiz, MBEEE~OREI I/ 720, 3melkght CHAAZEAE O BEEE S HIMN L7z,

& - BBIR TlE. 3mg/kght TEEK LTS RO KL VEFRIBE OB BB S, LFR
IR E CITERIRICBE L 7= 2B b o 72, 3me/kghElC 1T 2R IEOMEDEIS 1T
40% T o7z, BT OWTIX, Smglkghft TR, HEE & OWIE O TEEEEE A HEN L 7=,
F7o. 3mglkghf TEHAR (MFotfifs) KOELEIE FEAMEAELORIEAE) bl bil
77

0.3 PMmg/kgft TH HMREDIK TARA LIV, VI 7 =2=7 L OREEREGET HZ &
L TERD-T2720, BEW COBmBEMEEIIME TERho Tz,

PLEDORER NG MEVEEIIREIY CT0.3mg/kg/ H AR, B - J5E R A Tlmg/kg/ H & I S
iz,

(6) BATRIBESRER (DY F, THUR)
JR TR R R 2
DY 2 T BRI RER TUE. BOE ORLBE, i M ORI R & OFTALITER D b e
2Tz, TR E O IRRIEM B TR, AB, A8 R OFRIR TRE LRk 258 0 72
mole, Flol v UREAWIERTY R TIE, BEE, HER, Vo HEELT
MR & BT, RO I 2 BA L 7o RE & B R B 2 58 7o T2,

() Z D DEHEM
AR L
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X. EEMEIEICEY SHIEHR

1. REXRH
o F o R 7P R—)LefE 200mg B, AL EEEE KLY
W) FEE-EMEOWLGFEZICLVERTLZ L
BRIGY » VT7 7 ==7 hUVERIE B

2. B3HIME
361 H

i(mﬂ%r

4. WML LEDEE
TV RO BAE L ITRARIZ L0 WA DOIEHMENME T2 2 &3 50T, R AET THRFT S
Z &,

5. BERITEM
BEMERLTA R HY
<FVoLEY : HY

6. R—H5 - F%E
B—H5 2L
BXE . BFMIEREE ;, XA=F=7 VI, 7TXF=7, XY R=THEBIE, T Avn
AR, =Xl LA
R R . Lo RTF =7 R VLR
FURARIERH ; LU RF =T A URIE, "o T X =7

7. EFEFEAR
2005412 H 200 CKE)

8. WERFTARFAARVARES. EMELENEFAR. REBEAH

RLEIRFE AR A B - 200841 H 25 H

RGN —HB A FAGRAE A B 2009455 20H  (BhEESUIEZh R DIEN)
20144F6 H20 8  (BhaE U R OEM)
201642 H29H (BhEESIFZH RO —EATH)

&= : 22000AMX00014000
AL MENGEFE A B - 200844 18H
IRFERRLA4EH B : 200844 H 18 H

o. MEERIEHREM, AERVASEEEMEOEABRVZONE

THEE XX E- DB : 200945 H 20 H
B S NT=ZhEE IR - UIBRARRE A2 AT s
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X. EEMEIEICEY SHIEHR

ZHRE XX DB : 201446 H 20 H
B S T2 ZhEE ST R - ARIGUIBRARE 22 o (LAY FOIR e

e AT IR D —RA T« 20164E2H 29 H
— RS T XTI EE XTI - ARIBYIBRANRE 72 BRI

10. BEERR. BiEERLARERBRUVUZTOARE
MRIGUIBRABE X I THRREME OB AR ) L O THIBRASHE 72 AT A i |
FSFARE W H B - 2019434 14H
AAND TR ITRER, HELOCHEEZO WVTHOKBNELEEOLER L] & OFFEER
WARENTZ,

11. BEEHM
MRIGUIBRARE XU TR M OB AR O TEIBRANHE 70 T AR i |
84F : 200841 H 25 H ~20165E1H24H (F£7)
FRIGYIBRASEE 72 0L H F IR e |
104F : 20144F6 H 20 H ~20244-6 H 19H
[HRYE GIBRASRE 7 FOPR MR |
FAHIR © 201642 H 29 H ~20244F6 H 19 H

12. HEMGIRICES H1EH
AFNIFFFN BT D HIBRIZE D B T

13. &EI—F
N N . L7k
=] 57 B i Setn
A, HOT# % s B
i VAT LR
1 N— L
OO 1182231010102 4291017F1025 620006778
200mg

YJ=—F 4291017F1025
—padh =2 — K 341107543
JAN (/N—) z2—F 4987341107543
RSS (/X—) za—F 14987341107540

14, RERIGHT LOER
RN
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7 A Ill/iuuﬁl’\iﬁ%ﬂ [BEOEEZ R U 72 is 5 TR G R
Bl (KGRIFEHME R

8) NA = VL HNE R [FEENEE (100mg 1H 2[F[# 5 - 200mg
12 E) ] KGERRFRHIE R
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PR ESES
1 INDICATIONS AND USAGE

1.1 Hepatocellular Carcinoma
NEXAVAR® is indicated for the treatment of patients with unresectable hepatocellular
carcinoma (HCC).

1.2 Renal Cell Carcinoma

NEXAVAR is indicated for the treatment of patients with advanced renal cell carcinoma
(RCO).

1.3 Differentiated Thyroid Carcinoma

NEXAVAR is indicated for the treatment of patients with locally recurrent or metastatic,
progressive, differentiated thyroid carcinoma (DTC) that is refractory to radioactive iodine
treatment.

B O &
2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dosage of NEXAVAR is 400 mg orally twice daily without food (at least
1 hour before or 2 hours after a meal) until the patient is no longer clinically benefiting from
therapy or until unacceptable toxicity.

2.2 Dosage Modifications for Adverse Reactions

Recommended Dosage Modifications
The recommended dosage modifications for adverse reactions are provided in Tables 1, 2,
and 3.

Table 1: Recommended Dose Reductions for Adverse Reactions

Hepatocellular Carcinoma and

Dose Reduction Renal Cell Carcinoma

Differentiated Thyroid Carcinoma

First Dose 400 mg orally once daily 400 mg orally in the morning and 200 mg
Reduction orally in the evening about 12 hours apart
OR

200 mg orally in the morning and 400 mg
orally in the evening about 12 hours apart

Second Dose 200 mg orally once daily 200 mg orally twice daily
Reduction OR

400 every other day
Third Dose None 200 mg orally once daily
Reduction
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Table 2: Recommended Dosage Modifications of NEXAVAR for Adverse Reactions

Adverse Reaction

Severity'

NEXAVAR Dosage
Modification

Cardiovascular Events [see

Warnings and Precautions (5.1)]

Cardiac Ischemia and/or
Infarction

Grade 2 and above

Permanently discontinue.

Congestive Heart Failure

Grade 3 Interrupt® until Grade 1 or less,
resume at reduced dose by 1
dose
level.?

Grade 4 Permanently discontinue.

Hemorrhage /see
Warnings and Precautions

Grade 2 and above requiring
medical intervention

Permanently discontinue.

[see Warnings and
Precautions (5.5)]

(2.2)]
Hypertension /see Grade 2 (symptomatic/persistent) Interrupt until symptoms resolve
Warnings OR and diastolic blood pressure less
and Precautions (3.3)] Grade 2 symptomatic increase by than 90 mm Hg, then resume at
greater than 20 mm Hg (diastolic) reduced dose by 1 dose level.?
or greater than 140/90 mm Hg if
previously within normal limits If needed, reduce another dose
OR level.?
Grade 3
Grade 4 Permanently discontinue.
Gastrointestinal Any grade Permanently discontinue.
Perforation

QT Interval Prolongation
[see Warnings and
Precautions (5.9)]

Greater than 500 milliseconds
OR

Increase from baseline of 60
milliseconds or greater

Interrupt and correct electrolyte
abnormalities (magnesium,
potassium, calcium).

Use medical judgement before
restarting.

Drug-Induced Liver
Injury

[see Warnings and
Precautions (5.10)]

Grade 3 ALT or higher in the
absence of another cause®

OR

AST/ALT greater than 3 x upper
limit normal (ULN) with bilirubin
greater than 2 x ULN in the absence
of another cause*

Permanently discontinue.

Non-hematological
toxicities /see Adverse
Reactions (6.1)]

Grade 2

Continue treatment at reduced
dose by 1 dose level.

Grade 3

1% occurrence

Interrupt until Grade 2 or less,
then resume at reduced dose by
1

dose level.

No improvement within 7 days
OR
21 or 3 occurrence

Interrupt until Grade 2 or less,
then

resume at reduced dose by 2
dose

levels.
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4™ occurrence

Interrupt until Grade 2 or less,
then resume at reduced dose by
2 dose

levels for HCC and RCC or 3
dose

levels for DTC.

Grade 4

Permanently discontinue.

1 Adverse reactions graded according to National Cancer Institute Common Terminology
Criteria for Adverse Events version 3.0 (NCI CTCAE v3.0).
2 If no recovery after 30 day interruption, discontinue treatment unless the patient is
deriving clinical benefit.
3 If more than 2 dose reductions are required, permanently discontinue treatment.

4 In addition, any grade increased alkaline phosphatase in the absence of known bone
pathology and Grade 2 or worse increased bilirubin; any 1 of the following: INR of 1.5 or
greater, ascites and/or encephalopathy in the absence of underlying cirrhosis or other
organ failure considered to be due to drug-induced liver injury.

Table 3: Recommended Dosage Modifications for Dermatologic Toxicities

Occurrence

NEXAVAR Dosage Modification

Dermatologic Toxicity

erythema

and swelling of the
hands

or feet and/or
discomfort

affecting the patient’s
normal activities

Grade Hepatocellular and Differentiated Thyroid
Renal Cell Carcinoma Carcinoma
Grade 2: Painful 1% occurrence Continue NEXAVAR and | Decrease NEXAVAR to

consider topical therapy
for

symptomatic relief.

If no improvement within
7

days, see below.

600 mg daily.
If no improvement
within 7 days, see below.

No improvement
within 7 days at
reduced dose
OR

27 and 3
occurrence

decrease dose by 1 dose
level.

Interrupt NEXAVAR Interrupt NEXAVAR
until until

resolved or improved to completely resolved or
Grade 0 to 1. improved to Gradel.
When resuming When resuming
treatment, treatment,

decrease dose by 1 dose
level for 2" occurrence
and 2 doses levels for 3™
occurrence.

4™ occurrence

Discontinue NEXAVAR treatment.

Grade 3: Moist
desquamation,
ulceration,

blistering, or severe
pain of

the hands or feet,
resulting

in inability to work or

1% occurrence

decrease dose by 1 dose
level.

Interrupt NEXAVAR Interrupt NEXAVAR
until until

resolved or improved to completely resolved or
Grade O to 1 improved to Grade 1.
When resuming When resuming
treatment, treatment,

decrease dose by 1 dose
level.

—120—




XO. Z&8%

perform activities of 2™ occurrence Interrupt NEXAVAR Interrupt NEXAVAR
daily until until
living resolved or improved to completely resolved or
Grade Oto 1 improved to Grade 1.
When resuming When resuming
treatment, decrease dose treatment,
by 1 dose level. decrease dose by 2 dose
levels.
3" occurrence Discontinue NEXAVAR treatment.

Following improvement of Grade 2 or 3 dermatologic toxicity to Grade 0 or 1 for at least 28
days on a reduced dose of NEXAVAR, the dose of NEXAVAR may be increased 1 dose level
from the reduced dose. Approximately 50% of patients requiring a dose reduction for
dermatologic toxicity are expected to meet these criteria for resumption of the higher dose
and roughly 50% of patients resuming the previous dose are expected to tolerate the higher
dose (that is, maintain the higher dose level without recurrent Grade 2 or higher
dermatologic toxicity).
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on findings from animal studies and its mechanism of action /see Clinical
Pharmacology (12.1)]., NEXAVAR may cause fetal harm when administered to a pregnant
woman . There are no available data in pregnant women to inform a drug-associated risk. In
animal reproduction studies, oral administration of sorafenib to pregnant rats and rabbits
during the period of organogenesis resulted in embryo-fetal toxicities at maternal exposures
that were significantly lower than human exposures at the recommended dose of 400 mg twice
daily (see Data). Advise pregnant women and females of reproductive potential of the
potential risk to a fetus.

The background risk of major birth defects and miscarriage for the indicated population is
unknown. 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%,
respectively.

Data

Animal Data

In animal reproduction studies, sorafenib was teratogenic and induced embryo-fetal toxicity
(including increased post-implantation loss, resorptions, skeletal retardations, and retarded
fetal weight) when administered orally to pregnant rats and rabbits during the period of
organogenesis. The effects occurred at doses considerably below the recommended human
dose of 400 mg twice daily (approximately 500 mg/m2/day on a body surface area basis).
Adverse intrauterine development effects were seen at doses >0.2 .mg/kg/day (1.2 mg/m?/day)
in rats and >0.3 mg/kg/day (>3.6 mg/m?/day) in rabbits. These doses result in exposures (AUC)
that are approximately 0.008 times the AUC in patients at the recommended dose.

F—=ARNZUT 5% D (20224-10H)

The Australian categorisation of medicines

Generic name TGA category Classification level
sorafenib D Antineoplastic Agents

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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8 USE IN SPECIFIC POPULATIONS

8.2 Lactation

Risk Summary

There are no data on the presence of sorafenib or its metabolites in human milk, or its effects
on the breast-fed child or on milk production. Sorafenib was present in milk of lactating rats
(see Data). Because of the potential for serious adverse reactions in a breastfed child from
NEXAVAR, advise women not to breastfeed during treatment with NEXAVAR and for 2
weeks after the last dose.

Data

Animal Data

Following administration of radiolabeled sorafenib to lactating Wistar rats, approximately
27% of the radioactivity was secreted into milk. The milk to plasma AUC ratio was
approximately 5:1.
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