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1) AFNOERINTWDENEIL, EGFREAR T2 RIGVED FINRRESUL BRI/ N, Ak - AEE.
250mg 1 H 1 [E#5Th 5,



V. JBEICBIT % IEE

2)

3)

EFR £ E 2 D+EERREER (IDEAL-1) ?

AFN ML 512 X D B AN OSMNE A OHELTIE/ NI ((BFRIEIC X 2 BEEHRA) 234 & Lc
(] B e [ 565 T1AR G PR 5B 23 S0 S CTu 5, 2001 4F 5 H Rl E TOHEE (ORA 250mg/ B £ 5-48F) I8\ T
ZNER1% 18.4% (19/103) TH Y . T D H b, HANIEBIT 2 ERRIT 27.5% (14/51) . HENICI T 52250
1L 9.6% (5/52) T o7z, IRHHIM FVIXTAARNTHE) 105.7 B, #EATHHE 649 A ThH o7z,

x1 FIHERLREERKRICE T HIE/NEREMERECNT R

HAN PAESUN At
53 Rl 27.5% (14/51) 9.6% (5/52) 18.4% (19/103)
Ry hr— LR T 70.6% (36/51) 38.5% (20/52) 54.4% (56/103)
U TN &= 48.5% (16/33) 32.4% (11/34) 40.3% (27/67)
JREBAETT E COHIR 5 Pl 114 H 57 H 83 H
(95%EHEIXH ; T IR~ _LER) (86~128 H) (55 H~66 H) (61~86 H)

TE 1) TR — AR AREE B

& 2) f&1E UICC/WHO A L 2 ¥E (CR+PR)

1 8) 1&IE UICC/WHO Y2 L 5HE (CR+PR+SD)

4 Y7 27— (LCS) ORZ ML AR Z [LCS 242 : th#, =—2: Bk, FHLsh : RE]

) AFIOERENTOVDEINE, EGFRES 25 BB O AR UL B I A NN T b 5.

SVEZE D AEERREER (IDEAL-2) ¥

KENZ I DAFN B 512 X 28T/ IR B (2 [BILL BB RIEIC L D BRG] Zxig s
L7255 MM EEARRBR OFE R, 2001 4 8 AWFAL £ TOEFITE W T, AK| 250mg/ H BEOEZHRIL 11.8%
(12/102) Th o7z, BFEIM = VX F 72.6 HTH T,

x2 REF IHEERRHARICE T SIF/NERMEEEICHT SR

ZRhE 2 11.8% (12/102)
o ha— L E) 42.2% (43/102)
FEIR O ) 43.1% (44/102)
FIEEST £ TOWIR ; PoE 59 H
(95% M5 HEIXH] ; TR~ LFR) (56~86 H)

1) #5546 B~ Rt B 5- B & O — BIaFEH

It 2) {E1E UICC/WHO JE#EIZ L 5H)%E (CR+PR)

£ 3) {E1E UICC/WHO J#EIZ K 5 H%E (CR+PR+SD)

TE4) s~ A —1 (LCS) ORA ML AF LA [LCS =42 : i, =—2: F{b, #nlish : K]

) AHOAR SN TODEIEIL, EGFREARF ARG FINAGESUI A Mz Ch 5.,



V.

BRI B4 % HE

(3)ERPREIEAER . BRMEHER 2

ENOF T AHERHER L, —M&r9IZ EGFR ORI ELS S HE ISR O b D EEEE 2 x5 L L TiThi

7o TeB MEEERR AT D EERBIL, BN EB W T, ZORBRITIEI > TiThhe (LFSEMBR) |

{LF LT XD TERIEZ AT 2 0 F 12 T 2R G RIED 22 W ET RS B 31 Fllcxt L T, AH| 50mg~700mg

Z1H 114 AREAES L, Z0% 14 ARIKRE L2 (BERMICREN SO TS LTSN 5 BE T

X, S OISR G- TREE LTo),

RIVERIE 31 filrf 24 5] (77.4%) (238 HAL, EREWEMIZ, B2, THI, TR LR ETH -7z, 700mg

EHBNCT, 6 2 #llc CTC 7' b— K 3*OrIMEM (F#1 161, ALT (GPT) E& 16 2RO b, HUi%

MEx R KmHEE L,

% : BIEF O grade 12, NCI-CTC (NCI 5@ EH %) (2

1) AFIOKR STV D HEIEIT, EGFRUE%E%M%%WW VXTI BT . A - R
250mgl H 1[5 TH 5,

<B%E  BEBAZXRE LISEEERRKHER >

RN B E 23 BTk LT, AAl Ilmg~T7bmg Bl G L7c & 2 A, AEMEIRIFCTh o7, £7z,

RN B Bl LT, 4Kl 100mg 2 1 H 18] 3 HRERE LI2GEGOAEMIRFTHY | AFFZROD

BT 7 7 B R G L AR CTH - T2,

NG DERRBRIZIBWNT, RET LI/ T A—=Z OMUcB W T, BiR EREE 72 2 ZB(LITER D Hivze s

ST,

F) AREIOAGE SN TV DHEIGEL, EGFRMER T2 RGO FINARE UL HRIE MR, AL - i
250mg 1 H 1 [B&5TH 5,

FRIOAER - AERIGIERER 9
55 WARERIRSR & U T, (L REBEIRIR OMETT IR Ml 85 & k5 & U [EBR LR E b —E S Ml
ITREMEBR (IDEAL-1) 23380 S vz, AbSEFIEREIRIE O HET TR N e it AR 520851 (B AN 102414+ E A
10641) 1Zxt LT, AAIA1H1E250mgk N500mg 4 #¢5- L, HERNZAZ0E - 28t & ORGEt 21T > 72,
Z DORES, BRZIFIC DV TIE250mg & 500mgl[FERTdh D | AEMEIC DN TIE250mgD 3 L D BAFTH
<7,
F o, WA CHEM S RSB OSE T AHERRRER (IDEAL-2) ([2B8W\WTH, FEROMER NG LT,
XY, RFIOHELEMAEIT 1 B 18] 250mg 24 TH 5 & HFr Sz,

# 3 ERARRUSNERE THRERARICE T HIE/NERMEREICHT 2MRELUVREN

b — A =y br—E| BIER [grade3™ 9Ll Eo
==X

(CR+PR)| (CR+PR+SD) B | BWEMREE
E IR O AH | 250mg/ H 103 18.4% 54.4% 85.4% 8.7%
B AR R EBR D 500mg/ H 105%3 | 19.0% 51.4% 96.2% 30.2%
KES O AHEGR | 250mg/ H 102 11.8% 42.2% 72.5% 6.9%
B 2 500mg/H 114 8.8% 36.0% 85.1% 17.5%

M1 1~2 LY A DLFRIEREERW 7 &b 1 L2 R XA 2 5 Ee) O M TIE/ NI T B 03 % 42
1 2) 2 LY A L EOLFEFRERE RG] T AERA K O R & & 2 L OIRIRIE D & 5 4TI/ NI B 23 % 5
1 3) PRI BIE T 106 1
E 4) BIWERA ® grade 1. NCI-CTC(NCI @R UE)IC
) ARNOERENTWDMIEIL, FGFRE G178 B ﬁz@%fﬁ? IR IE N, s - AR
250mg 1 H 1 [B&5TH 5,



V. JBEICBIT % IEE

(5)IRFEHIEAER
1) BEALELITRERGHER

JOL

FREVEAER] DTS

2) LEEGHAER
i) ERFEMERERTEREEREER (V-15-32) ©

i)

1% 2 VA OALFEFEIRIRIE 2 AT 5 E1T/AsE (INB H/IVIE) SO #3580 FE/
Jifigee JE A 2 P RUTARH] (250mg/ A4z h) & X &t/ (60meg/m2x5) OEFHIM A kT 55

AR B AR e 1% B R iR (V-15-32) M Efi S iz, TORER, TERW TH 2 24AEGFHMICB T 5K
Kl RE 2ot T BIELMHIT R EN2 o T, BIREIEHIEE THAENRIZBNT, ¥ 7 4
F=T IR XX BN RBIZE ST,
k4 EEFJHEEB TTHY)

774'3::7\E$ }"E&'}\"E/I/ﬁ NETINE O o/ f= i
AR P YfE 115 % A 14.0 » H 1.12 0.89-1.40

R AE R L7\ Cox IR SHT
®5 BIRMFHEIRE (RRESNR xR H51)

74 F=TRE ReZXRARE NP — R (HR)| o) =
(n=200) (n=187) o < (OR) | BPIEHIER | p il
A EE AR TR ) .
FR s f ) 2.0 7 H 2.0 7 H HR : 0.90 0.72-1.12 0.335
TR 22.5% 12.8% OR: 2.14 1.21-1.78 | 0.009
ﬁfi%ﬁiﬁ?ﬁ;ﬁf”ﬁ BB EZE L Cox [BIFOHT
ZRE LRI OWTHTE L e n P AT v 7 BYRHT
H 1) WELBIGINTZETOESFO > B GCPIEK D 1% FR<,
1 2) IELMEITIAY — FLOEEXMO RN 1.25 LT THIUTKERMTIT A ENTEDEHDE Lz,
7 3) MIEABIMD MR L L BTy £ ToHM,
7 4) RECIST J:#EC X 5¥%E (CR+PR) .

E) AFOKR SN TWDIENEIX, EGFRER 1RGO FIRARE UL R FE I NIt Th 2.,

7 o7 EREREMAARKFER (IPASS) 7

HARZ G T V7 THME L 72iRBRTIE, BREE DB A2 H 325 UIIME T | DRI D i
Tod D, ALFRIERIEREOMEST - BRIl S 25t gic, AF (250mg/H) &, WART
TF LRy ) Z X NORRCFRIES R ST, EEAHMIE R T & 2 A 7 IR K O
FHE E Th D RAEFHIMOR RITFR 6 KO 1 D@ TH D,

7k, ARBRIT I EAGFHIMICE T 2L ERREA EE AN L L TER SN,

x6 2HMICHTHEERMERE CREBLEFHAR RUBIRMEE (£E£FHF) (TN

. e HNKRT T F o+
P 774 F=TH SO BFRARE | AP RH D (95%(E X
(5150 "
(GIE)
5.7» H (i) 5.8 » H (i) -
AHE 428 B N E 9)
14 A A7 11 (n=609) (n=608) 0.741 0.65-0.845' 2
~ 18.8 » A (Ffl) | 17.4 » A (houfiE) )
EEAF R (n=609) (0=608) 0.901 0.793-1.023
D Y — R Cox Wil — REF /I LY S LT,
ANF— RIS 1 &2 FE>TOWEHE, 77 4 F =T EHEHOMED 5V LED Y 27 BALVRT T F
Y ERY Y B X AR & L TR Z A ERL TV D
FE9) AT — FLOERRRED LIRS 1.2 Rl ChHEERIT S - L 5T 500k Lk,



V. BRI BId 5 HH

M1 £2£HICETHEEFMEE (BEEAFHRM) O Kaplan-Meier H#g

1.0 1

081 e

0.6

EREEGE

0.4

0.2 1

0.04

HIVKRTSF o +10 U & F w8

24

TI4TF=TH
ANKRTSF o +10 1) 7+t )LE

363
412

212

608 118

22
EN
TR 2 DY Th D,

%7 EGFREGEFEEDEBEAFHREUVCLEELHRATT

EGFREInT A5 (Exonl8~21 OAERBKGT S7z) ORI & 53 EHIMRT DR RIT#R

A H T4 F=THRE ANRTTFo+ | el 95%
(EGFRIEHZ 7% %) (n=609) Koy e | T EER L
(n=608)

TREAGIE | 95 48 (P9 | 6.3 8 (HifE) _
(Bpie) (n=132) (n=129) 0.482 0.362-0.642

TREAI | 1648 (P9 | 55 58 HRfE) _
(fatk) (n=91) (n=85) 2.853 2.048-3.975

Eatasveanlil 21.6 » A (FF9fE) | 21.9 » A (i) .
(Bpie) (n=132) (n=129) 1.002 0.7561.328

Eatasveanlil 11.2 v A (Ffi) | 12.7 » A (fE) .
(Fat) (n=91) (n=85) 1.181 0.857-1.628

) ~H— R Cox Hffil A~ — F‘:E?/l/ IOEH L,
A= RIER 1% FES TS
7Y 57**\'*311/{3?)%4!:%%&5%&%@« LTEWZ L&KL TS

X2 EGFREGFEEMNDOEBZELEFHRMD

1.04

Kaplan-Meier Bh#g

i Y74 F= TR
1 Ea‘ﬂ?ﬁ{:s?-ﬁig%f"
o8{ v v FIAFTH
i . EGFHME?Q&QT"
5§|. ! 1 ANETSF L+ U SF LB
wos{ " \ FGFR R F I RIBE
3 L Fhs ANKRTZF o+ 1o U S+ B
E 04 kY *'—1351‘ EGFRIBIR T REE
E ‘1 L
0.2 I _:“ |
e
0'D-r T T _________r1 '——————T.—-l“—‘—’—“—"—’——‘i T
0 4 8 12 16 20 24
EEABI D SORBHE (B)
at risk&g
BSRRBETER A ___ 0 4 8 12 8 20 A
S FoTH B 132 108 71 31 1 3 0
TFI4FZTH B 91 21 4 2 1 0 0
ANKTSFL+ROUSF LAY B 120 103 37 7 2 1 0
ANKTSFL+ROUSE R Bt 85 58 14 1 0 0 0

) AFOAKBINTVWDENEIL, EGFRE 5 R B F A6

BT T4 F =T HREROWBEL A WNIETDY AT BRIV RTTF oL

TR N E TH D,




V. JBEICBIT % IEE

IPASS B> EGFR &in 12 RIGIEBE (SR 5 M EA S K OB HEIT, AT
EGFR BR T ARGIERE # X G E M SN —RIBEE LTS 7 o F=7 L 2 FIFRFRIE
e Lbisd 2 PR AR S R RAFZE 2 3B (NEJ0028 KO8 WIJTOG34059) L RIEEDOFERTHY . EGFR
W TAERBIEICBT 2 —KIEEE L TCORBIOFEIMEEZ XFHT5b0EE2 65,

KR8 —HAEBRELELTOF I4F=JE2FHRILREELEZ LR T 2EMBRBRD
EGFR BEEFEEBHEHD T—2 DEH

R4 i HREE EGFR &i&¥ A 10 AR A AR D BRI =)
RGBS | A~V — R Q5% EHEXM) | (77 4 F =78 vs
WA (77 4 F =T BE vs | 2810 L2 ERE)
25 0F AL AR p fE
p fE
IPASS | HIARTSF o+ 261 HR : 0.482 (0.362-0.642) | 71.2% vs 47.3%
RVAE % 95 %A vs6.3 » A p<0.001
p<0.0001
NEJ002 |HARFFTFo+ 224 HR : 0.30 (0.22-041) 73.3% vs 30.7%
BVAR &% 108 » A vs5.4 » H p<0.001
p<0.001
WJITOG VATSTF o+ 172 HR : 0.489 (0.336-0.710) | 62.1% vs 32.2%
3405 Kt & &t LR 9.2 %A vs6.3 % A p<0.0001
p<0.0001

1) SERFIMNS TEE b L<k BEC) £TOMR,
7 2) RECIST J#(C L 24/ (CR+PR) .
) AROEB SN TODMEISIER, EGFRER O FIR ARG UT R NMEIE Ch 5.



V. JBEICBIT 5 IEE
i) SMEFEMMERKRSER (INTEREST) 10
1 X0E 2 VU A AL ERIEREER G35, TS (B $VIVHE]D U B8 0 FE/ N ke
Wit FRE 2 6P RIS AA] (250mg/ B 5) & REZ ¥t/ (T5mgm25) O % g9 % 5
VEZAAL S AR R SRBR AN M S 7, T OFER, FEAMTH 2 2AEFHIC BT 5 AK O R4 *
KT AIEL N TRENT, £, b9 1 OOFERNTH S EGFR &5 T a2 B —nL ik
F (FISH Bp) (2B 2 2AF R COESMEITR S ho Tz,
£9 FEEEH (FO ba—)LEHEM)
T4 F =Tk | N AR s o) [ ..
(n=723) (n=710) NYP— KR | 96%EHEXM T | pfE
AT )
s 7.6 5 H 8.0 # A 1.020 0.905-1.150 0.733
BEZEE LW Cox BRSO
#*10 FEFMBEEE (EGFRFISH Bt I1TT#2)
T4 F=TRE| FEZFRAR NS o/ =
EATTFHIRN .
e 8.4 % H 75 5 H 1.09 0.78-1.51 0.62
BEZE[E L7720 Cox [BIFESHT
z 11 BIREOGHEIER (RiEBNERFTMx%H])
FT7 4 F=TRE | NeEZXEvAEE N F— R (HR) o) f=
(n=659) (n=657) 4y A (OR) | OPPIBIXN | b iR
48E 18 7L A AR . )
il 2.2 5 A 2.7 % H HR : 1.045 0.929-1.176 0.466
TR E 9.1% 7.6% OR : 1.225 0.817-1.835 0.326
ﬁ%%%f@ﬁ S5 B & £ % L 72\ Cox[al IR 4o b
Bgha BRI OWTIHE LI-a P 2T ¢ v 7 BIRSHT
D FELEIF AV — REEOEFEXE O RS 1.154 FChiufEinftiT s 2 e N T2 550 L Lz,
VE2) MEVEAEI S U7 ER,
VE3) MEEAES S THEE] & L<IT BB £ ToHRM,
7£4) RECISTH:YEIC L 2HE (CR+PR) .
VE) AKIOAZE S TWAERIEIL. EGFREAS 25 B O FIF AR UL FE I Nl Cdb 5.
3) ZeMHR
BAY IS
4) BE - REERIGER
AV
(6);AEMIER

1) FARERE - BEFEAKERE FIHRE) - HER
ERIFRE (L HEE250 ' r 2~ T ¢ THE) BNEMINT,
2) ABEHELELTERFENDHNARXIIERL-HBOME
1 72032 VP A DL EOARIRIRIE 2 A9 2 AT £ 721 3Bt
Jifies AR 2 k5 & U 7o SR ARG St S 7z,

[G)REERIGAER 2)LLEEHER |) ENEMBRERTEREGRAR (V-15-32))

SERERARER (TERREREREER) 1V

DIE%E 2R

(B HASEIVI) ST AR/ Ml



VI S B3 5 IHH

VI. E3NFEE(ZHI HIEH

. EEZPWICEEHSILEMXRITILEYE
A=Y

. EIR{ER
(L/ERERL - 1EFRHER
77 4F=71F EGFR Fu v ¥ F—E2RIRWICHEL (EGFR Fr v o3 —FlZxfd 25 ICsold

0.027  mol/L Th v . ErbB2, KDR, Flt-1, Raf, MEK-1 %0 ERK-2 (2%~ 5 FLE(EMIZ2 0 100 530
BUT) | ISR ORFERE 2K S8 5 12,

FE72. DNA Wrh{b 139 K OHHERIEREFAIBLEE 100D X 74 F =T NT R b= AL HET 5 & O

ERH D, EHIC, MENLBEERNY (VEGF) OREAIFIZ0 L CEENOMEREZ2EETS 2 & bRy
ENTW5 1),

SIS 7 4 F=7 138 AR EGFR £ 0 2 8M EGFR (28 L TR VIRRE CHEEMZ R L 1D 7R F—
VAZHESH O L&Y EIEEG OEMINE S5 WITIB A S 2 EARE STV D,

M3 ¥IO4F=JDHEERIEE

>'f
EGFR®
BCUBR{ERE

ﬁﬁjdfmm
=F

BHEAY-RETR

ocknps  CyckaDl
wazw--é \

f - Fos
( c-fosRIRMH | mye

A [mEresaw
R 21
E p21 ;

T6F-o, FEF iz & D VEGF® .
5 BiH —| SBOE
BWREROWHA

ﬂﬂ‘ﬁﬂiwﬂlﬂ TR R

P21. PZIDRBEM |
1=k HodkEEOEE
MRE OGS 1

7
s




VI CHEZhREHRIC B4 2 IH H

(Q)E & E T2 HERAE
1) {ERERE E R4 T HEERIE
i) EGFRFALUFF+—HFHMEEMEA (invitro) 12

i)

77 4 F =70 EGFR I 1 v+ —FEL T EGFR-TKIZ X9 D EERIE ML EIEH % in vitro |2 T
Et L7z, EGFR D 7 /UARZEOF RIS S 2 ANEHR - EROmEMid A431 Ml 43 &
EGFR-TK OBE#HEIEM & LTHW, EGF F(E T, 74 F=THIRIML T, FHT 7 4 F=TIRE
2B 5 EGFR-TK &M ZRIE L, £ DORERT 7 4 F=713 EGFR-TK i&M: 258 7112 fRE L7z (F
#J1Cs0 : 0.033 2 mol/L [#i[H 0.024~0.059 2 mol/L], n=3) .,

EGFR B2 ') VERLBAEIEA (in vitro) 12

FE/ AR AT EEAIAD AB549, NSRS - bR MII KB, BNz AE AL Du 145, KA HT29 % U,
invitro\ZB 354577 4 F =70 EGFR H .V VERMEMLEIEM 2 Bt Uiz, TSk c &g &
T4 F=T UM 2 BEEIEM S 7-1%, EGF ICk20liz 5%, U ribF o vz it L
7=o EGFHIEANCY 7 4 F=7 2EMSE D Z LIk v, BEKRFH 7 EGFR B Y VB LBLEE
AR bz, At A549 & Dul4s @ EGFR B Y “ (b % 0.16 1 mol/L DT, KB K&
OVHT29 % 0.8 1 mol/L DS T o4z il Lz,

4 [EBHOEGFREBEC VEBIEICHT B 74 F=TDIER

EGF (0. 1pg/m) + #*74 F=7 (HRE pmol/L)

EGF
.5 0 0032 016 08 40 200 500

HT29
KR - - «~— EGFR
KB
OREEEEE . - <«— EGFR
Dul45 ' |
WS RE t |- ~— kR

A549 m
B L) - - «— EGFR

iil) BERBERE - 1BERFRRE

EEFRERM (in vitro) 12

in vitro R1ZB\WTC EGFR, ErbB2, KDR & U\ Flt-1 72 EZ AR F 1 o o % F—F O WEREL

(ZXtT HBEEEM A4 ELISA JEIC XV MIE Lz, £ O, AT EGFR-TK % /) ICHE L7z
(ICs0 : 0.027 u mol/L [#fPH 0.009 ~0.054 1 moVL]) . —J . A¥oD ErbB2, KDR KO Flt-1 (2%}

+ 2 BHEIEMEE EGFR-TK (S5 2 BEMEM D 1/100 BLFCThH»7-, F£7-. Raf. MEK1, ERK2 73

EHIRN Y 7T AREEZ I Y VAL A= FF—BIZ L ThIE & A EHEBEERZ RS 2o

77



VI, AR RE 3 HIEH

iv)

Vi)

K12 ¥I4F_TDOEREIRE

|
Foyrxfb—+¥
EGFR 5 0.027
ErbB2 5 >3.7
KDR 2 >3.7
Flt-1 2 >100
YAV =X —E

Raf 2 >10
MEK-1 3 >10
ERK-2 (MAPK) 2 >100

REEERFOERIZRIFTEE (in vitro) 12

in vitro FRIZE T, A FRBAFEN 112 L 0 FI% S 7= A N RS HUVEC ORI 69~ 5 AR KD &
Bt U, AKX EGF 12 L 0 il S 7= & N ERii HUVEC #8512 98 /)12 BAE L 7= (ICs0 :
0.03~0.1 x mol/L) 7%, FGF. VEGF 72 & EGF LA OHEFEA F-1Z K 2 HEFEfII 53 2 BRI
D T -oT-, ZHOHDOFERNG, KT EGFR O 7T VRER ZEINICHET S L &2 5

niz,

% 13 EGF. FGF, VEGF [Z & 5 #8IERIBIZHT 57 7« F=TDEEER (n=3)

Vv NS 77 4F =7 1Cs0 (p mol/L)
EGF 0.03~0.1
FGF 1~3
VEGF 1~3

c-fos MRNA FIRHNHI4EFA (ex vivo) 12

cfos a1, EGF & %\ TGF-a #IZ X 0 B CRENFE I N IPIELE OO0 LD
Th b, XX, EGFR ¥ 7 T NMBZED/NA A~—H—Th 5 cfos mRNA Il & X — R~ 7 ALK
T ST AR - BRI A431 123\ T, HEIRAARVICIRE L7z, AHKIZ KD c-fos mRNA %
Bl R I ARy 5 6 R 12 1O F R L~ i L. 36 BRI & Cloi@i L~ULicaliE Ls,
AAERD D AN EGFR 20§ 280l 7V D% n[ I LE T 5 2 LR E N7,

HRRE T B BB N 45 A (in vitro) 19)

R TIVE LA FE AN DCIS B X — R~ 7 2 A A 200me/kg/ H O R T 14 HRHESE4 5 &, 4
JatEsE D N T A —2 Th D Ki6T A BIE T L7,

HERa A A= L 4EA (in vitro) 20

in vitro % CARIE A NPER - EREML KB IC/EH &85 & cdk BRFR 7T 5 p21cipt/wall J (R
P27t DI P B AN CHE S iz, TSR edk2 FEPESINHI S . KB ofaE 5 G1
WciElk L,



VI BRI B3 5 IH

viiy 7R b—2 REEELEA (in vitro) 19
in vitro 5% CRIGHEMIAN GEO, UNHLEMAL OVCAR-3, FLEEMIAE ZR-75-1 21 MCF-10A ras % ;%%
L, AEEFBEEICBWT 4 ARMER S, ELISA LI X » A3 DNA W (bEH 2 it L7z,
ZFORER, T T OMIIT I T AFRIIT DNA B R ALAMERE ST, 7 O JERE- B 224G
BERAETD L, ABRICE 2 DNAWAKEE T R b= AFFEIC L2 b0EEZ 5N, ZOEAH
IAIEOGEE N ERBUCFHFE L TN D LD EEZ BT,

B5 574F=TIDT7HRF—IRFEER (EHYZEE£RFEE. n=4)

5 Oy
Ox%>F=7 0. 05umol/L
B527+F=7 0. lumol/L
I W57 5F=7 1. 0umol/L
GEO

OVCAR-3 MCF-10A ras ZR-75-1

.

DNA B i (#B313&E)
[+ [#%]

HERaFE

viii) [E ISR T E A NGIE R R I EH EHFI4ER 10
AH 2 RIGHEHI GEO 2B L7- X — K~ 7 A2 1.25~b5mg/ H O & T 2 #MEEEN&K S (7272
L5 H#G 2 AREE) 35 & Kie7 DI T 2 5 AREIKAR RSO MEI N A b, S HIT
&N TGF- o . bFGF & O VEGF OFEA D BRI S5 & & HIT, TGN ORI g
PR U, mMEFEOMBI DRI Nz, 2 bDEMIX. EGFR F 1 3 o3 —BiEHoflEZ
L= ER & B 2 bz,

= 14 b FXIFEHREGEO OEERFEARVMEHREICRIZT
T4 FZTDER (FHEIZERE. n=6)

F& i35 Yete (KR (%) B VI 1R85
(mg/~ 7 A/H) (cm3) Ki67 TGF-a bFGF VEGF | HURB M%)
0 0.92+0.15 | 75+10 | 55+8 | 45+10 | 50+4 19+3
1.25 0.68+0.08 507 40+6 25+3 35+2 8+2
2.5 0.44+0.05 40=+5 25+2 10+2 15+4 5+1
3.75 0.31+0.07 35+5 20+2 5+3 5+1 442
5 0.160.04 25+2 5*+1 5*+1 3+2 4+1

X BBGREDDALEIC SHOMERE 28N U, BEE 2 &1 5 B P oMM o EEE2 RS, 5112 31H
DOFEZOEE =R RZE L U OB R A2 RR Uis, SHVIIA 7B Hu R 51 oo MR £k 2 Rt PN s i 8 4k &
L7,



VI, AR RE 3 HIEH

3) MESHR

i) E MESMEICKY HIBFEIMFEER (in vitro) 12
in vitro RIC BV TARKIE, EGF (2 XV il S vz e b R KB o5 2 58 /) 2 BLE L7
(ICs0 : 0.054 pmol/LL) , —75, EGF FERIIH T (@E O MIGHRIMOREESET) To KB filaoi
FHIC BAE T AIROEEMITH 160 {55990 7= (ICs0 : 8.8 u mol/L) . ARBROMEFN D, AKX
EGF FIRMIC X 2 FEEHI AR 0O 5 2 R SR 2 D IR JICPLE 95 2 L 2VR ST,

iy EFMEBEX—FYHIRBERICETZEEIEER (invivo) 12
b MEG X — K~ 7 ABH RO T, AT 12.5~200mg/kg/ H 0 & CH/ N i Al A549.,
AISTARE AL Dul45, SMEER - ERE AN A431, KAZEHINL CR10, HCT15, HT29, LoVo,
e b R A KB, JRHLE AR HX62 (2% U C R nsIfE A 2 75 Lz,

6 A549 X— KXY IRABERIZETE2Y 74 F2TDER (EHEZERE. n=10)

A7 4 F =7 P 5

0.50 + - —

045 + o = —e—

0.40 —— 77 4 F =7 3.125 mglkg
,g; 0.35 1 —h— 77 4 F =7 12.5mglkg
S 0.30 4 IRV, -f:?‘: 50mg/kg
) —— 77 4 F =7 200mg/kg
i 025 + .
= 020 + v *P<0.05 FABLHHRRE L Mol LT
5 0.15 + HEZDHY (Dunnett 1)
= 0.10 + ¥

0.05 +

0.00 ~ f f f :

0 10 20 30 40

BhatimE (R)

iii) EITEGICHT SRMRSDOHR 12
A%E% 200mglkg/ H O CHMEAR R LBl A481 2RI L 72 X — R~ 7 2291 Hichlz» THS-
T% & AT L7 A431 A U CBRMEE 27 L, AZEOIERIZ AR TH 0 | (RRIC L - IO

HEDFEO BT,
7 BIEDEIT LI ABLIEBICKT B 74 FZTDER (BERT—45. n=7)
20

EH & (on®)

0 20 N T e 80 100 120
BE5MmEAR (A)

() FSETEERA - FGEEERA
gk L
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VII. EYEREICEET HIEH

77 4 F =T 250mg DSEP] (XZEMEIEEZEA 5 HZT D EMEHEROBRRAERZEERE L TULVELY,
AEICETAEHIFTA L YT 250 DA VB Ea—T+— LB AL,
1. mAEEOHTR - AlEE

(L)AE LA
LR L
(2) B o e B E B

AARNEEEE (n=6) ICAK 225mg™ ZHEHEE Lz & & RAIOWIIIAER T, B M5 A 2

RefElI 3 4 FFE CThH 0 . AW TEE) (3~12 i) MNH b,
) AAOERSNTHDHE - &L, 250mgl A 1[HE5TH 5,
QERRAEBR CTHEE SN -OPRE
1) BARAANEMREEEICESITHAHF 225mg" VERIE UV RERZROKRSHFOMDREE 2

HARNETEREREE (n=6) [ZAFA] 226mg & HEIRE A5 Lo & & AAORITFER T i 5%
FERIER A 4 B TH Y | BHERH TEE) B~12 ) A bNiz, ARMIZE Té{ﬁﬁi#ﬂﬁ;ﬁ ES

80 KffEl T o 7,

AHA 225mg % HEIRE O #5 L7c & & O PARZEMIRIREEHER K OB 0] & OB AE & G- D SR Eh e~ 7

A—=ZIZLLTDO#EY TH 5,

8 HAANEBEMEERZEIZHITSHAH 225mg EORGEFOMBHARELKREEER
(EHELFRERE. n=6. FXAHERT)

(ng/mL)
1000 3

100 ;
f hﬁ\f

O-l 1 1 1 1 1 J
0 24 48 72 96 120 144
$5-1% K5 (hr)

& 15 BARANEMEEREEICHSITHAKF| 225mg ZEORSROEYIE/INS A —4
(FHELFERE. n=6)

Comax Tmax't 2 AUCo-c te

(ng/mL) (hr) (ng-hr/mL) (hr)
Hi[A] 188120 4.0 (3.0~12.0) 4968+2125 30.1+4.6
Fi&E 3841194 5.0 (3.0~7.0) 1666010630 41.3+9.9

1D AFOARHEIT 250mg/H Th 5,
E2) hofE ()



VI SEWpEhaelc B4 5 IEH

2) REROKREIZETS S I7RE
AANEREEE (n=6) (ZAHA 2256mg™ V& 1 H 1[0 14 AMKERO®ZES Lz &, &5% 7~10 0
B CEFIRIBICE L, #5553, 7. 10 X' 14 A BORGRIO MR REAKRE (FT 7RE) %
PIFCRd, KE#GIZE Y AUCoe 135 2~5 8N L 7= 2,
F 72, BARAN R OWCK A FE/ IR it B 2ot g & U 72 ERS L RIS EBR 12 30 ) T H AR AN R OWCK A FE/)N
FU it B E I AK 250mg A5 L7 & & OEFERIER D b 7 7 AP ARRIRE L 264 £5.8 (FHIfiE
THEHEFRFE) ng/mL Tho7-,

# 16 BARANBEMEBEICAH 225mg zFOBESRO b5 7MRHRELCEFEE (ng/mL) DHFR
(¥ ERERE. n=6)
3AH 7HA 10 HH 14 HH
102+29.1 165+73.2 185+72.6 201+93.9
E 1) AFIOERAREIT 250mg/ B TH D,
3) BARARUBCKABEDEYENRE
55 T FHERRFABRIZ UV TH AN 2 K OWCK A 20 [ JZHE FE 2K &2 50~T700mg o ] & i CTHLAIRE 0 #%
B U7z & & iR RE(LARRREHERS K O EhE T A — 2 I ZEEI LTz, F72, HARARUBCKA
FE/ MRt R xR L U ERR IR MFEERARBRIC BT 2 A a L —ya vy 7y —va%x7 4
7 AfRHTOREF, AEBRAREZITRD bR oT,
4) FEESOEZE NEAT—4%)
Child-Pugh 73 8IZ K 8 o2 8 K OVERL S D JIFREZS 1 K 5 PR B IR A (FEHE B 3E) 12 L AR 250mg
ZHERE ARG Lz & & PEEROEEOIFHEERE BE CIIRE(LED AUC O IREFEYEERE O
3.1fFER LT,
Q)
MR L
B)BE - FRAXODEE
Rk NERRERAEE (n=25) 128\ T, ARAIZRBEZHR G L7z & & AUC &1 Cmax BZIE4 37% KT 32%
BN L7228, BRIR RARICHE & 72 2 2 b Tldle o 7z,
G)BER (REaL—Y3ay) @K YEHBAL-EMANBELSER
BME R L

. BEYRERI/ANT A —2
Vg AE
MMER R L
(2) W USSR B E 3K
HMEER L
@NAFTRAFEY T«
ROk NBETEEREE (n=17) (28T 24 A AT XA FZ VT 11X 59% Th -7,
@HKREEH
MBI L
GOV TIURA
Wk NEEERE (n=19) ICAREZFIRNERGE G L2 L2 0MmiEs V7 7 > 238 500mL/ 53 Th - 7,



VIL_RYyEhfeic B9 % I H

O)N BT

Kok N TR (n=19) ISR 2 SR Fife i 5 LTz & & OEFIRIEICI T 2 0 AFHIZ 1400L THh > 72,
(MHMFEBEEE

b MIBT 2 IEEARMERITH 0% Tholz, £z, MFET7T VT I kW a IMRIERFFERICH ST 5, Un

vitro)

3. |k I
BMMER L

4. 5

(1) % — MR P9 @B 1t
b TS ER R L
<BE . B}Y>
UC-T 7 4 F=T % Ty MIHERRAKE Lz & & MR 2 AT ReiR B IR R iR & i U TR < #E
L. ARFEITME—ABEF 3@ L2 < W2 &R STz,

(2)M &k — ke ARRAPTRIE
b TR ER R L
<BE . B}Y>
HIREM) (T > MR HF) (12 UC-7 7 4 F=T7 R AL Lz L & BT ICBEI R i &
NIZZ Enh, KR RO OREY OB IRBATIE MRS S iz,

QRETHF~DFITHE
b M CIIREER R L
<BE:B8¥Y>
BAROZ v M UC-T 7 4 F=7 Z AR NHE G Lz & &, &5 2~24 RO F3tH BOHRER B X
HHRERREE X 0 11~19 5@ o 7z, HI S RED K IR LIR (UC-77 4 F=7) Thoiz,

DBER~DRITIE
b M CIIREEER R L

(B)ZE DD~ DFEITHE
b FCIIREEER R L
<B%E:gY>
UC-7 7 4 F=7% 7y MNIHER ARG L, MRS EBNET A — oA 777 01Tk BEFL
Too WC-77 4 F =7 OWNUTHRL/ T, BOHRRITAR MR LTz, 1T & AL DMK TG 2 RFfHI# I
e BT REIREE 2 s U7e, TN, . . Wb TR W ESRES RIS e, E7o. IR, MERR L O
RIS D AR B W) T h @ WS REA R S 7z, Atk O U iR B TR AR AR T L7228, #& 5 96 HFf
BICBWT BRI SNz, A7 =Bk (IR, AEE) TiE 96 RfRIZks W Th ok s
PRl U CHUREDS @i BE IS HERR S AU, SREMEREFNC LK R BN K O IZ BHID X T = ~OFEG DRI S
iz,



VIL_EPEhieic B4 5 I H

5 # &t

(DA BEBEL R B B
b MSEFIZIE, 77 4 F=T D O-AF VR, ON-T VF /UK, BR{LIL T v KK O Ol 5 FED R
MR b, MFEFOEMREL O-BA T /UL THY | ZOWREEITIIRE AefB R Z B 237 D773,
RIEAVAR & [RIFLE D MAE IR E 2R LT-, O,N-Jit 7 /L2 AR K OV 7 244D i 35 o B 1 3R 2 (kiR o
) BRLL T CTh oz, TOMORBWITIZE A EEETE Do, REENDS Ol A FAAR~ORFHHT
12 CYP2D6 23R8 5- L, B0 CYP2D6 1523 KR8 U 7= g5 (Poor metabolizer, n=15) TiXin#E
HIZ O-fil A FAURIIRHE S e o Tz, E7o. 2 OMOREHRREE I3 CYP3A4 5L, B MFI /=
Y — bz Wiz in vitro FERIZIBWT O A FIULERD AR BTN TH Y . CYP3A4 FHFAIOLAF T T O-
i A T AR B < AREH O A RV EH & S L,
bz End, FFENRAERONRG 7 V77 0 ACBWTEHEEREE 2R LWL L0 LRI 5,

QQRBICEEY 58 % (CYP450 &) OHFiE
AFNOMAERO ERFWTH D O-BiA F/AR~DOREHIZ 1L, CYP2D6 235 L., Z DO OREHRE Tl
CYP3A4 1595,
[VI. 5. Q)RBIBLELRUVRBHRR] OHEZB]R

RWEEANENEERVZTNDEE
MR L

GRBMDFEENDEERVZDLE
MR L

G)EMHRBMDRERI/T A —4
U ER R L

6. ¥ it
(1) Bt BRI B DR R
MK NERESREE (n=6) (23 TR K O O R 3 1 ZF I g Zdu, JRFP PRI G- &D 4%
Th-oT.
JHE=a— V&l L7277 v NORBRND UCERYT 7 4 T=7 2RROHKE Lo & &, BRINEDK 80% 24
Y95 B REA IAH IR S D 2 E R E T,

(2)#kttt ==
T(L)HEMERCL R UHRER ) OHA SR

(3) Bkt iR

MEE R L

7. FSUARR—EF—IZET S 1ER
BN v A

8. BNFICKDIEER
(1)REREE T
M ERR L
(2) ML i Hr
MMERR L
QR)EEmKER
MMERR L



VIL.

et @ EorES) (BT LA

VII. £ (ERALDIESE) ICEHTH1ER

1.

[

HERABETDER

1. AANC L DI AR T DICH TV | BEITAANO ALtk BN FEORIVER ORI, B/

(E&

RO IR, At & A BRERI D D T LTSN TR L. RS A AR LTRSS D L,

AFIOBGAT 0 ARG . BEMIA A 5 NS T LA 50T, I X SRS 2115 i S
BFATAT, BE AR DRI AIC IR S A I L, EEARAERATS T L.

T Ak ORI 4 2 AR ORI R L, BOER RSN 12 L B HINS e, i
LB B 4 IR E - AU T SO FC. RIEMER S o B AR REEIC BT 5

Bk mcATH 2 L,

AL, RITTHENGZE. AN, HORMGZE, SORIMENGZ OB OHE, A 5P I L7 bk
W . RVRTHER S RAE 1 DRI 50 T JE LI o778 5 BB AR T Tl 5, =07, AANC LS
R BT 5 1T BT 1 | ABTEVEGRAEE | FIEEMERGZE, U AMAE, HUR G 45, SEAIMERTZ8 0 & DF 47 8
EWR L. TNLOAIHELAT 5 BBICHAT 55 EET 5 - L, (HERE) OEBE)

IS, BTG X % BORR 7R & 7 & % B2 2B R HE O BUEIC 2 B TS STV 5 78,
BT A RIEO B BT Y| £ ORBIR R OBET RS L7 HA5 b B, ARIOR A LTIRBH
ORIEABERICBET 57 8, HRCEET 52 L, (HERS OHESR)

L ARANE, IR R b OB HAT B & &b, BT LTI AR |-

ST HE
TEHEMEETIT O 2 &, ((MEEEREG) | TEEQEANER] KO TERZEWER ] OEZMR)

(fg &)

AFNIOTHIREE AN T, AHI & OBTEMEZ G E TE ROEEMEM K2 EOBEEZRMEENFKIEL, T
ICE S TEFI MG SN TR Y . ZOPIITEEBRMEE FINCAER B L, ST T 2 REGI 358D 4L
TWo, Fio, ARG K D 2MEMES - BVEMEMZ 0 R R O2H - I6RICAE R ®mEss 2 &
FEEHEME LT, HAEMEEZZAB L L (57 4 F=7 (1 Ly V8 250) ORMEMEE - Mm%
2B 2 MFE ) A L. S H A AT LTER (152 ) 2oV Tk SRR, T Thegs
PEMGRGAEE . FVEMEMIZE, CAMEE. BOR#RM%R, BHENR ] OEH» . AFIREGIZIT 2 avEiEE -
VB PENG R FEIE DfERK - Cdo 2 FTREMEN B E TE . FIEE OIIRIZIBWTITIETIT O3 2 EE R
KBz bNsd, EofmBsHInc,

Fo. [RERENEWVESE | ICOWTIE, MREBICHE L7RRfEE T4 Ly hEE 250 7r AT 7 47
A WIZEBIT DL ERMGHT ORGSR, SVEIRREE - MEVEMR OFIE & CHRIFIE I D723 2 fEIRIE 1 Th
% E BT HRRES L,

KRN 2 BRI THANEL 2D, A7+ —b Rarty MoHRBHROBENSLETHL Z L. -,
K OEEIRERO FTTHHA L TWe 2 ER S L7, RIEHE ZFE LT,

(5. EERERNBLZTOEHA). 2)) . 6. EELGEANIEL TOEARVLEAREAD). QRY
rs. BIEAQ) EEXLGRMEALMEHER] 0HEZIFE TSRO L, )



VIL 24P (R FolES) (B3 25HAE

2.

o
*

EERBEETDER (RARERZEET)

(23] (ROBEICEFEELGWLNIE)
AAND % LISBOE D BEEIED & % B
(g &)
RIS, AN L DT VX =& LI BB ISR R 2 B G Lica, BERT LV —4&# 24kt
PERDH D Z Enb, EEMEDIZOAREH 28R E L7,
AR OFEAZ LY BE PR SNIHEIZIE, BEBICAROREG 2L, WYRLEZITI Z L,

[RAIZEZ] CROBEICIBEELLGVWIEZRAIET I, HITBELTIEEICITEEICRSETLHIL)
PRI SUTAEAR L CWV D FTREIE D B D A ( Tikhw, Pk, BRFIRFE~OEKE ) OHESBH)

(f# Bt

TS BT DI RER N7 | BAMERHEL SN TRV Eh | BENRLECH S L ZE X AHEE 2R EL
7o

( M10. 13457, EiR. REAFBEADERE] OHEZZROZ L, )

. PRERIFZRICEET SFERALDIE L TDEH

V. BEICEAT 5EH] 2R

AZERUVAZEICHEET SERLDFE L ZTDERH
V. BEICET HIEBR] 25K

BERSAREZDER
1. BEHRE (ROBHEICITEEICERETSIL)
(1) SRR, FRFREIEMARMEE, MBI, CAME, BERMR, EHIMERMR 7213 2 6 ORED

SRR O H 288 [MEMRMROEE L, B850 & R EF P HRE SN TS, ]

(g &)

AHNDOHIREE NI T, SEFE A & OB 2 13 E T & 2R W HVEMEN R OEE R MMFEE N FEE L, LTI
o TIEBIMEE STV D, FHCEMEMBEE ., FRRVEMBRHERE, M, CAMGAE, BORIiZR, FEAIME
Wfige £7213 2 b DIRBOBEIERED & 2 B ~ O GIT AF 5T U 7 BN T ER OlRIF 2k
WT, I ORDB L EBEERERINFICR D LEZOND Z LD, EEMEDTZDAEE Z3%E LT,

(2) BFIREBOENEE [ IREOELE & HICEMEMETE, MEMEHROBBRK O CEN 7T L
a2 d %, ]

(fi# i)

TR i L 7= BB T4 Ly BEE 250 71 237 5 ¢ T4 WICET DL AR ORs F. 2N
PR « RVEMEIG 2R OFIE K CHRIFIE AN DR D D ERIK T Th D 2 ERFTICRIES N2 LD, EENL
LD DAREE Z7%E LT,



VI ZzeE @A EomES) (BT 2 HEA

(3) NTHEREREE Db 5 B [AKIE G HICHFHREREM O EFRAL TS ( TRITER] OEBH) |
T, AFOMPBEDO ERRALND EORERHD ( [EYyEEEOIERE] ) , ]

(fi i)

AFNZBWT, AST(GOT) . ALT(GPT) . LDH. y -GTP, ALP, v U /L &t D REMA L E 7N bz,

F o, WM D IR RERE A 12 X D Y Eh e R\ T, REE R OEE O X 5

REfEE A (Child-Pugh #%EIZ L D) TIEHARIOREAKD AUC O IEFESRHE O 3.1 4R L7zZ

L, EEYEO - HAIER R E LT,

6. BEELERMIE L ZTOEARUVLESZE
2. BEELEARMEERE
(1) 2EmibEE, BEEMREOEEREERNSEZ 22 E083H 0, BmieRilz =852 N5 DT,
ARENOEHAZ DTz > TE, BARIER (FFURIREE, R ORBEEDOF M) &+ c@isz L, B
XBRAEZATH Z &, Fio, HEIZE U T CT Mt BINRMEESRSE (PaO2) . i KBIIR L 5=
DERZE (A-aDO2) | MifE#EE/) (DLeo) 72 E DA ZITV, SENREDS, BIEMEMRE ST
LA, BEHICARANC L DiaHERIE L. AT a4 MBREOME R AEZTTH 2 &,
(fg &)
ARFNOHIREEE IO T, Jodh & OREMEE G E T R WEBR SIS, FEMEMRSARE L, 5L
CICE S IEBIAHRE SN TV D, Zb ORIWERZ BT R 5 720120%, BARIER (FPIRIRRE, %k IO
REEOFEE) O+4y B ERIN B X RREO IR A NE LB 2 AHEAZHE L, ok, LEIC
Jis U TR CT #ds, BIRIERSR L (PaO2) | Ml K EIIRINER 57 E8: 7% (A-aDO2) | flifk#AE /) (DLeo)
REOMEEFERMT DL, £, BVEMEEE ., REMERRESEONIZGA L, BHICARBIC L 15K LT
1L, A7 aA RIgREOMEUIRLELITY Z &,
(rgg) . Te. EEGEARWIEQ)) KU 8. BIEAQR) EXLEMERAEMEERK 1)) 0HAJETS
oz L, )

(2) AHIZ LT HITHT= > TE, AAIDEIWERICOWTERFIZHSICEHBT 2 & & bICEERER (B8,
RROR RIEE, Kk OREEDOAE) 2 +H0ICBI8 L. ThONREBLLIZGEITIE, O ERERE 2%
BT LECEEEREET L L,

(fig )

ARFAOHIREE I T, o8 & OBEM: 2 6 E C & RWEE 2BV E . MEMEMRERFEILL

FECICE S TIEBINRE SN TV D, ZRHORWERZ BRI RT 2 7-0I121%, BED TRV, PR,

W OFEE | OFERZ B LT25EI10, EONICEREMEZZZT 5 2 ENEETHD, 2O L EH

AL T2 BN S5 & B2 REEZRE LT,

(Mg . le. EELERMEEQ)] RU 8. BWERA(Q) EXGEMERLSMEERK 1)) 0BEA TS

oz L, )




VI zZzett (A EoiEEss) (Cd 5 HEA

(3) AST (GOT) . ALT (GPT) H0OH#EEREEDLENH O DOND Z ENHDH DT, AEIIKZEDHI(IE
1~2 HAIZ1E., HAHNIBEOKRREICHE L THEEEREZERET S NLEE LV, £z, EEOAF
WEREEEN R LNTBEAIITHREGEOT 2 EET DL &

(g &)

FEIBRIER 2 DARER AR AR (IDEAL-1) K OSME THEEARRE (IDEAL-2) (W94 & AH] 250mg/ H & 5-1)
IZBWT, AST (GOT) (5.9%) . ALT (GPT) (6.8%) FOMEEMEE EANALNTZ, TD I BK
R, B D PEEOEEREOIEERAE LT THY . BRIERZHEDTIHERERAME LA LTy
LDEZENRHDHTZD, 1~2 5 HIZ1EL H 50T HEE DRE ’f‘”li“(ﬂﬂ%‘é’**ﬁﬁ%%ﬁ@?‘é ZEMEFELY
LEZ, AHAEZRE L, 7o, BEOIEEMRAEMN A DNIEHEIZIE, HGOTEzBET L5 L,

(4) THRLOREDRMERNH LN 5EITE, BEOIREBITIE U TIREED 5 WITSHERE A i T 78 L
O uiEzAT5 2 &y

(fi )
E%ﬁﬁ%ﬂﬁ%%%%(ﬂ@Mﬂ)&ﬁ%ﬁ%ﬂﬁ%%ﬁﬁ(mEﬂﬂ)(Vfﬂ%$ﬂ2ngE§5
) I2BWT, SHEE TR LNZEWERIZ, TH (43.9%) BLUHE (44.9%) . £ HFEE (19.0%) .
Rz (20.0%) . 9 (18.5%) D EERTH o7T-, T D) HLRPLITWREN S PFEEDIERTH Y |
AHIOMGe e G-, XIIRFEIZ LV EE LTS

ZOD, THEOREORIERNS &b 5HEI1C1E, BE OWREIZIS U TRED 5 WIZEWER IR 5
SHERE AT 72 EOMBEBRMIEL E X m@a% RE LT,

(5) HERRIEZ: L3 LUMEH BRIRIEAS R4 2B TR, AA O i EEAME T LIEREE T 282 i d
5o (THEMEM) RO TR 2 BYL R ) OEHSH)

(fi i)

fRERER N &5 & L=RBRIC BV T, HilERA 2 VTR 6~T7 BifICh 7= BN pH & 5 LA L CTHERF L7 & =
A, AHID AUC 235 50%I Lz, SO Z &b, MERE 8% LWKEERIRE S Fift - 2R ETIX, A
O i P EANME T LIERSEI T2 Z LR S NS, AEH Z#E LT,

(17. ¥EER] 0HEEZZROZ L, )

(6) BRARRBRIZI W THRIPENRE SN TWD DT, AHHR G- 08213 B B H O EERE G R Z B
EEET OBRCIIERET D LR 5 2 L,

(fR2 70
[EIR L[R5 MAREE R B (IDEAL-1) K OVWEF O MK RE (IDEAL-2) (W3 b A% 250me/ H & 5-1F)
WICBWTEE (6.8%) NHRESNTWALZ NG, BENLETHLIEEZ, KEHAZHREL,

(7) FEERIRRBRIC BV TAFNC L D QT IEEDATREMEIVRIBEN T WA Z &b, MBS U TLERRE
PEMETHL, ( [Z0MOEE] OEEZBROZ L, )

(fig )

FEEGR BRI W T, AANC L 5 QTIEE DO AREMEDN RIS NT- 2 &b, MBS U COERRAE 2 Ehid
LR EDEBEITONRE THDHEEZ, AHBZRE L,

(15, ZMDFE] oWEEZRROZ L, )



VI 24t W EoEEs) 2B+ 5HEA
7. #HEEHA
in vitro W RBRIZIB W T, AT GRS T ~ 7 v — 2 P450 (CYP3A4) TSN D Z EAREBENT
WDHDT, REEFEOIEMEICEZ R THEA EOFHT 25610, EELTEET2 28, CYP3A4IGH%
P D 3EA & OOFHIZ L0, REIORBAFE S, AAOMAREN AT LR S D, £z,
CYP3A4 #FHEAI & OOFHIZ L 0 . AFI OB AMEME S P IREE DMK T 2 ATREME S & 5,
—J5 . AHIL in vitro#RIZHW T CYP2D6 2 [HET 2 Z L AVRBE I TWD DT, CYP2D6 (T & v {3
SINHMOFER O MHIREZEMISELAEEERH D (KRAlE A M7 — Lo TIE, A NFrr—L
® AUC [ F#)C 35%HE N L 7-)
(fi i)
in vitro FRERICE VT, AANTRD NIRRT & 7 10— 24 P450 (CYP3A4) TIEI SN D Z L3RR S iz,
DI, REEFEOIEMEIC B A R 3A] (CYP3A4 #E A% N CYP3A4 [LEAD & OFHT 2 5A 1CidE
BERMETHLEEZT,
—F . Invitro W BRIZBW T, AANEL CYP2D6 ZfHET A Z ENRERIN TV 5D,
FEBREEMBIZ, F 74 F =7 LOMRICRIT S A N7 aa—LiFEAikE (CYP2D6 (2 X 0 {4 & 5 3R4)
OEMEREE T L (X N7 oo — LilaiRfE 50mg HMEERE - 15 #l, 77« F =7 500mg® KA
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2 BlIFEAANESE 6 B, EGFR Bis T2 REMER] 2 Bl/fzrER] 3 1A 3 #) T, €05 LIRLTHNIT 3

FVEPEMG 2213 8 1 (1.3%. WIRRIZH AR NEE

Bl (TS IERANEE . WiRlE EGFR B TR SREER] 1 BIAE] 2 61) Th-olz,

BITERISESARE  (EA])

T 4 F =T HNKRTZTF o +37 ) 2wV
BIE Tl 5k S 61 5% 607 589
RITERFE BRI (%) 538 (88.6) 569 (96.6)
T4 F=TRE HNRTSF o +37 U Z xR LB
ks RIS GradeB 53K FEHBFIL GradeRI B
6 KL OIEAGE (%) 1 2 3 4 5 (%) 1 2 3 4 5
IMER LN o RREE
A il 19 (3.1) 9 6 4 0 0 | 144 (24.4) 35| 72| 34 3 0
A ifn BRI E 4 (0.7) 1 3 0 0 0 | 146 (24.8) 28 | 46 | 68 4 0
I BRI E 3 (0.5) 1 2 0 0 0 |221 (37.5) 14 | 25| 75| 107 0
QRAN T 4 (0.7) 1 3 0 0 0| 70 (11.9) 27 | 29 | 14 0 0
B Ik
{5l 16 (2.6) 12 4 0 0 0 |112 (19.0) 87 | 24 1 0 0
T 254 (41.8) | 183 54 16 1 0| 78 (13.2) 53 | 19 6 0 0
L 41 (6.8) 38 2 1 0 0 [249 (42.3) | 169 | 172 8 0 0
PN 70 (11.5) 55 15 0 0 0| 33 (5.6) 25 7 1 0 0
g i 29 (4.8) 17 11 1 0 0 |180 (30.6) 96 | 70 | 14 0 0
EHEEER LU
W TT 58 (9.6) 48 9 1 0 0 [211 (35.8) | 146 | 55 | 10 0 0
FFARE SRR
SR RE S 53 (8.7) 25 10 17 1 0| 23 (3.9 13 5 5 0 0
JERYSER X OV FAE BUE
NGRS 76 (12.5) 42 32 2 0 0 0 0 0 0 0 0
B R AR AT
TS T I RTUR
7= 7 i 57 (9.4) 17| 19| 19 2 0| 28 (4.8 8| 8| 2| 0] 0
TARTX BT ) b
VA7 =T —EBHIN 48 (7.9) 15 21 12 0 0| 17 (2.9) 13 3 1 0 0
R X O s
BERAR 59 (9.7) 44 10 5 0 0 |221 (37.5) | 138 | 68 | 15 0 0
B R B L O SRRk RS
RA i 2 (0.3) 2 0 0 0 0 [103 (17.5) 67 | 31 5 0 0
7 P 3 (0.5) 2 1 0 176 (29.9) | 101 | 65| 10 0 0
PR R P
R 13 (2.1) 13 0 0 0 0] 19 (3.2 16 3 0 0 0
SRR 0 0 0 0 0 0 |152 (25.8) | 118 | 27 6 1 0
KM= 2 — R F— 4 (0.7 4 0 0 0 0 | 97 (16.5) 60 | 26| 11 0 0
KIEMERE = 2 —a /35— 4 (0.7) 4 0 0 0 0 | 140 (23.8) 82 | 50 8 0 0
FEfe b
RERE 14 (2.3) 11 3 0 0 0 | 40 (6.8) 36 4 0 0 0
Rk X OV Tk b
=Y/ 66 (10.9) 41 24 1 0 0 2 (0.3) 2 0 0 0 0
WiBAE 35 (5.8) 34 1 0 0 0 |343 (58.2) | 158 | 185 0 0 0
N W) 143 (23.6) | 100 43 0 0 0| 10 (1.7) 9 1 0 0 0
% 9 FEE 102 (16.8) 79 19 4 0 0 | 54 (9.2) 41 | 12 1 0 0
95 302 (49.8) | 179 | 106 17 0 0 | 90 (15.3) 51 | 35 4 0 0

X1 {ERETEMEIC LV RERERDL Y LHESNT-AERER (WTNOORHCE W THEARTBETORIENI0% L, ETH -7
ERBTL0% U ETH 72 D EBN,

AEFR) ICHARANERANR, Bi5T
X2 : %% - AL, MedDRA &NLHFE TRBKORE] |

CRLBEtERE ) . TRB) 27— fb LT,

TSP . AR TRENER ) |

(R J&sc) . THIBLESEZ ] |
Grade X, NCI CTCAE ver.3.0 (232 X311,

(MedDRA/J ver.11.0)




VIL 24P (R FolES) (B3 25HAE

7 o7 ERLARENEERKRRER (PASS) IZHBIT5EIEARIEE (BAABEBAARD

77 4 F=THTITAARNEEENT 982%., HARNEHLMNT 86.4%, WARTFF L+ 7 1) 2%
TARETITHARNBEELERT100%., HEHARANBEELEHTI5.8% THY . MHEIZIBWT, AANBELEH
(2B D RIWERFEBLRDNIE B AR NBE LR & ik U TaEy M b7z,

FRZZOBABBEE CTho7= b O, i, TH, BO%O HEEE) | B2, KELE, WEED (K
JE ¥ L OB THRIEE | Th o7, 2B, ZNHDRIEHDZLIZCTCAE 7L — 1 $£72132 ThoTo,
—J7. BRI E SN DRERIZOWTIL, BANBEEMAEIFARNEELEH L CRERETA DN
o Tz,

BIVEMZEBAE (A ARAER AN

74 F=TRE HNKRTZTF v +37 ) ZxELRE
HARNBH FEARNBE HARNBH FEARNBE
RIVE RTS8 114 493 118 471
RIVERZ BB (%) 112 (98.2) 426 (86.4) 118 (100.0) 451 (95.8)
=R NE | FIAF=T Rk HINRTFF o +7 1 XL
B LOEAKGE ERNES FERARNBE AANBH B R INE
MR LY R RREE
A i 3 (2.6) 16 (3.2) 17 (14.4) 127 (27.0)
5 i BRI iE 0 4 (0.8) 23 (19.5) 123 (26.1)
I BRI E 0 3 (0.6) 54 (45.8) 167 (35.5)
I RIS i 0 4 (0.8) 13 (11.0) 57 (12.1)
B IGhE
[ 9 (7.9 7 (1.4) 58 (49.2) 54 (11.5)
T 58 (50.9) 196 (39.8) 23 (19.5) 55 (11.7)
L 9 (7.9) 32 (6.5) 73 (61.9) 176 (37.4)
mlabS 35 (30.7) 35 (7.1) 18 (15.3) 15 (3.2)
M - 7 (6.1) 22 (4.5) 38 (32.2) 142 (30.1)
EEFEER KOG RATRRE
W55 13 (11.4) 45 (9.1) 67 (56.8) 144 (30.6)
FRNHGE R bR
SR RE S 31 (27.2) 22 (4.5) 7 (5.9) 16 (3.4)
JEIHE R K O F A BUE
RS 33 (28.9) 43 (8.7) 0 0
R RS
TS e T I RTUR
T = 5P 5 (4.4) 52 (10.5) 3 (2.5) 25 (5.3)
R L O pEE
BRI 14 (12.3) 45 (9.1) 79 (66.9) 142 (30.1)
I EHR I L O ARk E
BA&i 0 2 (0.4) 53 (44.9) 50 (10.6)
i P 0 3 (0.6) 48 (40.7) 128 (27.2)
TR RIEE
B R 11 (9.6) 2 (0.4) 17 (14.4) 2 (0.4)
RS 0 0 32 (27.1) 120 (25.5)
K= 2 — X F— 0 4 (0.8) 20 (16.9) 77 (16.3)
R = 2 — /8 F— 2 (1.8) 2 (0.4) 43 (36.4) 97 (20.6)
FE bR
RHRAE 4 (3.5) 10 (2.0) 14 (11.9) 26 (5.5)
FRE R KO Tk
S 12 (10.5) 54 (11.0) 1 (0.8) 1 (0.2)
Wi E 11 (9.6) 24 (4.9) 100 (84.7) 243 (51.6)
S W) 42 (36.8) 101 (20.5) 3 (2.5) 7 (1.5)
D PEIE 10 (8.8) 92 (18.7) 9 (7.6) 45 (9.6)
s 88 (77.2) 214 (43.4) 34 (28.8) 56 (11.9)
X IBBREMTIEAIEIC XV KRBRD 0 LHE SN HHE, HBHIE (%)

WA DOREICB W TEAGETORBEN10% U L ThH o 72RBEMZ R Lz,
Grade |3ZNCI CTCAE ver. 3.0 (23 & i, (MedDRA/J ver. 11.0)



VIL.

et @ EorES) (BT LA

7 o7 B LR EMBEERRER (IPASS) I2HT2EIERXIMERE (EGFREERFLEER) M

EGFR Bfx AR ORWERRBRIT, 77 4 F=7 B CIIE BRBHEELEN T 97.0%., EREMENT
92.3%., ZERAFHEMT 84.9%, WIVRTTF L+ U Z X URETIIERFHEM T 100%, ZER[E
PEEEFC 97.6%., ZRAHERT 952% ThH Y, WfCH T, EGFR #1574 R3] CRIWERFEHEIC
R&ERBEIHRDNIRD ST,

RIVEFEHRME (EGFR LT 55])

P74 F =T HNRTSF o +57 0 ZXv)LEE
EGFR #c¥ | EGFR Y&iz¥ | EGFR izt | EGFR st | EGFR @&t | EGFR Y&z
25 FLRG I Rk R 25 FLRG Rk R
FIVE T R Al 0 S5 132 91 384 129 85 375
RIVERFE BRI (%) 128 (97.0) 84 (92.3) 326 (84.9) 129 (100.0) 83 (97.6) 357 (95.2)
SRR 774 F=THE TVRTSF o+ "0 B xR
) TR EGFR #fs¥ | EGFR st | EGFR iz | EGFR &z | EGFR &+
BLOEAGE 75 B 75 R a 25 AR 75 R 75 BparE 25 R
liIRESEYON
U LS RbEE
2. 5 (3.8) 0 14 (3.6) 35 (27.1) 22 (25.9) 87 (23.2)
A 1 Bk iE 0 0 4 (1.0) 32 (24.8) 17 (20.0) 97 (25.9)
I P BRI SiE 0 0 3 (0.8) 54 (41.9) 29 (34.1) 138 (36.8)
M/ MR S 0 1 (1.1) 3 (0.8) 17 (13.2) 8 (9.4) 45 (12.0)
T IGhE
[EE A 3 (2.3) 2 (2.2) 11 (2.9) 32 (24.8) 14 (16.5) 66 (17.6)
T 64 (48.5) 35 (38.5) 155 (40.4) 17 (13.2) 13 (15.3) 48 (12.8)
L 7 (5.3) 10 (11.0) 24 (6.3) 55 (42.6) 35 (41.2) 159 (42.4)
BIaES 17 (12.9) 13 (14.3) 40 (10.4) 13 (10.1) 3 (3.5) 17 (4.5)
[T 5 (3.8) 6 (6.6) 18 (4.7) 39 (30.2) 23 (27.1) 118 (31.5)
EHEEER LU
B h R pTERRE
WTT 14 (10.6) 14 (15.4) 30 (7.8) 53 (41.1) 31 (36.5) 127 (33.9)
JRYSER X OV FAE BE
INEEDS 28 (21.2) 5 (5.5) 43 (11.2) 0 0 0
R R AR AT
z;;:;_\t{%;; 16 (12.1) 1 (1.1) 40 (10.4) 6 (4.7) 7 (8.2) 15 (4.0)
T AT R
7/ FT A 15 (11.4) 1 (1.1) 32 (8.3) 4 (3.1) 6 (7.1) 7 (1.9)
7 = 5 — PN
£ ik L O EREE
BHAIR 8 (6.1) 14 (15.4) 37 (9.6) 52 (40.3) 27 (31.8) 142 (37.9)
BRI LD
it a2
] 0 2 (0.5) 25 (19.4) 14 (16.5) 64 (17.1)
5 P 1 (0.8) 0 2 (0.5) 52 (40.3) 37 (43.5) 87 (23.2)
R
RN 0 0 0 40 (31.0) 18 (21.2) 94 (25.1)
AP
o — 0 0 4 (1.0) 19 (14.7) 17 (20.0) 61 (16.3)
KA
= o RF— 1 (0.8) 0 3 (0.8) 39 (30.2) 18 (21.2) 83 (22.1)
T pE
RIRE 2 (1.5) 3 (3.3) 9 (2.3) 13 (10.1) 6 (7.1) 21 (5.6)
Rk L O
B RRRRE
B 23 (17.4) 12 (13.2) 31 (8.1) 0 0 2 (0.5)
WiEAE 12 (9.1) 1 (1.1) 22 (5.7) 88 (68.2) 54 (63.5) 201 (53.6)
S W) 48 (36.4) 11 (12.1) 84 (21.9) 5 (3.9) 2 (2.4) 3 (0.8)
% 9 e 34 (25.8) 8 (8.8) 60 (15.6) 12 (9.3) 5 (5.9) 37 (9.9)
W5 73 (55.3) 47 (51.6) 182 (47.4) 26 (20.2) 11 (12.9) 53 (14.1)

X IRBEAREASIC L 0 RRMEGD » LHE SN A ERE,
WENPOREIZIB W THEATE TORIEN10% U ETH > I2mIER 275 Lz,

Grade X NCI CTCAE ver. 3.0 (22 & 5F,

(MedDRA/J ver. 11.0)

FEHHIE (%)




VIL 24P (R FolES) (B3 25HAE

G)ERER. GOHE. EEERUVFHOAEEERIIDRIIEAKEEE
FrRRE (4 Lo WEE 250 7 u 2~30 7 ¢ 7R WIS 2 BEE, FFREE R O RRMEE 2 5 0F L
TWDIEFNZIS T 2 BEWERRE B RIL, £ 62.09% (113 1/182 #1) . 56.37% (230 #1/408 1) K& T 83.33%
(25 f51/30 f5il) Th-olz, FIEFNCI T 2 ERAERITVN TN LIRS, IFHERE . MTHETHY ., 2ok
P GE R THEBL L 72 BIVER & AR OB T o 72,

RS, TR R ORI ARAEIE 2 5 0F L CO D IEFNC 31T 2 SMEMBE S - B MERZ ORBIEIX, £
2 8.24% (15 B/182 f) . 8.58% (35 /408 B]) K1 26.67% (8 41/30 #]) TH -7z,
O)EMT LILF—Icxtd B RUHERE
(2] (CROBHFIZIFRELENI L)
AHND R Txt UiBBBUE D BEE R D & 5 B

4. BIfEM
(1) EX7%EIEA
4) PEMRKRIEERAESE (Toxic Epidermal Necrolysis: TEN) (1% kiE) . KRIEFEREREE
(Stevens-Johnson fE{EEE) (1%Ki) . SWHBE (1%KRME) : PErEREBEIEAARIE, FRREIRIR
FEWERE, AN D LoD Z ERHD DT, BIEE 7TV, BREXPZBD LA ICE. &S
Zk T 5 EEUREEZITO Z L,

4. Bl1ER
2 FnhonEER

1%k i

BEE IRERED e A2

9. BRE~DEE
5. BEE~DERE
AFIOEGRABRAAE D D 65 LA E L 65 mA C i i EE & OBIVEH S B NS 2 OFREE I 21T A
LITVRY, LovL, —RICHEEE TIEABEBENME T LTS Z ERENO T, BEOREEZEIZL
IR BEBEICRGT 52 L,
(i B
AR OSMENCE T D8 1T HHRER, 55 1/ TSR & ONEESILE S TR (IDEAL-1) ROCKES T
BB (IDEAL-2) (22T, 65 kbl k& 65 Al TRl Lisat L7z & 2 A, RIfEMRBIRITIZIERE
EThotz, F7o. EEEILFAE DHEEKRRRIC (IDEAL1) BIA2REal—var7yr—~vaxx7r 47
Z (PPK) it OFER, Flis & EWERE L OMICHBITRO b oTc, LALARR L, —RKIZEE#E T
FAEFBEMET LTV ZENZNEBEZONDL LD, EEREDOAEE 4% E L,




VI ZzeE @A EomES) (BT 2 HEA

10.030%. Eim. RILEFEADRSE
6. WEim. Eim. RIE~ADRE
(1) 0 SUFIEHE L TV D ATREMED & Dl NI, 1B EOR RN ERIEE LR 2 &l S 5561
HEGTHZ L, RUE/TEEGTLH5E1E. AAFRGEIZLD ) A7ICOoWTEREICHHNT L 2 &,
it S O FLIR 2 31T 2B R ERIT 722 v, BB CRRIRE R ORI (74 F) | AFHAERBOR
b (T v b)) KOHAERORHIEC (v ) BRBDLNTND, ]
(fig #i)
HWERRERBRTIL, 7 v RO FOWNTIIC O ERTTENEZ RS 5T RIER D S RnoTehy v
FRIZBWTREEERBDPARBO O, 7y MBI 2B AN, EES R O A& G38RTIx, £47
HAE IR ORI, 20mg/kg/day (RFEMW) OEMER &) FGRHZB W THIARER S 72V B4 R o A7 303 B 12
KT L., bmg/kg/day #:TH. B9V R LIREROFER DG B, T b OEMRERAE R KO, AR I3
F ORI T BRI 72 < | BEWDPHENL SN TWRNWZ ENOARIEHZHE LT,

Q) AP OIF AN ET 5 Z L3S, SC2SETRS T HAICIRL eI Es 2L, [EWER
(7> F) THHF~BITTDHZENRBOLNATND, ]

(fi# i)

F v MIBIT AR T, KEIOHAHF~DBITRROLNTWNAHZ ENLARIERZHRTE LT,

(3) AAN B G- DIy NATITIEIR A RET 5 K O 4RET5 2 L,

(¢ &)
7 v b & O TAEURET R OSEAR 9T 42 5-3808R 12 3oV C LB S B R B NS AEAFIR R DA 03380 BTz,
£l2. 7y PROUIFICENT, AROKRBBATHENBO N TWVD Z b ARHE ZE LT,

11 /NREADEE
7. INREADERE
R AR E N, FrAE ., FLR, SR ST/ NRIS KT 222 M i3 SL L CTuvZeny (BE R 72vy)
(fig  #)
A KEN, #FrAaR, LR, S SUNRICB T 28 RN EN D AREE 2% € Lz,

12 AR ERRIC RIET 8
BT L



VI zZzett (A EoiEEss) (Cd 5 HEA

13.BERE
<BE>
EWNE 1R % BERE A4 50mg~T700mg #45) 2°ClL, BJE - BE MR K OV b2 DO RITER
IZHEHINCAENBBE DS BRI 2RO b, £, REIZ X0 EIE T M 23580 b7z, 700mg
BehBNT 6 Bl 2 fillc CTC 7' L— R 3*oEIWEM (FH#i 161, ALT (GPT) EF 141 233D 5i, Y%A
BEERKNMHREE L,
¥ BIYEA @ grade 1Z, NCI-CTC (NCI Hi@arEHue) 2k 3
<XE PDR>

ERIRRBRIZIIT 5 500mg £ TOF 7 ¢ F =7 OattmtEiHiRr - 72, KRR TIX, 7 v M7 280t &E
I%. 12000mg/m? H[A#G (mg/m2#a CHESEERR F &K 80 %) Thotz, v T RAZBNTE, ZOHED
FETHCHNIR D Do T,

T7 4 F=T7 OmEREG KL, WMEREGICE VB L D DIERITT DRI AR WL SRS L TRy, T AR
ERARRRBRIC BN T EI72 235 1 H & 1000mg £ CTOHE G074, A HEFGORBUEECEEE O
HHIL, EREZIITHERERE ChoT,

B G BHET 5 EHGA~ORMUTIERITIG U TV, FRCEER FAIXEYICERT 52 &,

14 BALEDEFE
8. MALDIE
FRIZATEHF : PTP R OIHEANL PTP > — bl L CIRAT 2 Ko fE+22L, [PTPv— D
RRERIZ L0 BOBLA A BIERE A~ L, EIZIEZAL 2R U CHERRIRAR FE0 EE LG IHEL 0T
D ERHEINTND, ]
(fig )
ITFEREED [PTP v — M OHEFZEY HEF, 58I L7 PTP v — O F FRAIATe ) FREKEHI T, BAaL
& % B D IEGI DB 8 D720, FEEME DO 7= ARTHH 2 3%0E LT,
(BE) FRrL 8 43 A 27 A B HKHFEE 240 5 [PTP ORAHKKRIZ DU T

15. ZDtDEE
9. ZDOMDEE
(1) Sk CHNE S AT AL FRIERE D 7o WHETT IR MR B 2 x5 & L7z 2 SDOBIKRBRIZIBW T, KAl
LB LBV EDPFRICE Y FEIED 4R ERBUORBWELF R BRI A B AL, BRI IR &
oo Fo. BRIZBNTS, AFIE B LA E Y E O CTERERG PRI, AmERED .
DPRHESNTND,
(f# Bt
2001 4% X 0 BdG S L7 ESN T 2 DOERIRERER (L FFRIERE O 72 W T IR A e B 1C 10 5 777
AT =T L LV EABEARBEIH) 1T\ T, BIED L P ERBUECT BT P ERIRAD B3 A BT 7o
BRIRRBR S b S dufc, 7o ERNICR W T, milkig O EE 24 P EKBUME, BILERED | MR 53 )
HEINTWDHTEDARHEEZHIE LT,




VIL.

et @ EorES) (BT LA

() EWNTEM LI-ERFHE T L oW 250 71 227 5 ¢ THA) WIC T D2 BN O 5, BLE
JEE ., REREOBNEE | KRAIEGREORVEYEMIZ% OG0F, AL RIERA DS SIS, B2
DFEBK A& LTRESN TS, £2, EFIREOENEE . BHENTERARK- EIFEL) &L
THESINL TV,

(fi i)

FellFAA T Ly EE 250 70 AT T ¢ THid] WIZET 2 ZE BT ORER, WA, S REBoE
WRFE . RBIE GO MMM OG0, ALFREREA N A MEMikEE ., MEMERRORBR T & LTS
NTW5b, £, 2FREOEWEE . BUERATERARK T (BREL) L LTHRESNRTWDLIZ Enb,
HEEME OO, REEZRE L,

(3) EWNCHEME L7 I/ NlBIERF IC BT 57 7 4 F=7 85 R OER 5 ToO2MEMEE - MEMEMZ%E O
FAxt U 27 R OMERRIR T2 et d 27200 ar—  Nr—Aar ha— L xX27 1| (V-15-33) 22k
W, ARANOSVERRES « BB RIEIEOLFHEIE KT 2885 U 2 713, IRRIEM O BEE RO
0 BRI A Y Xk (%A~ X)) T 3.23 (95%I5HEX [ : 1.94-5.40) Th-o7-,

(fi i)

ENTEMLZ 1 LY A L EOIRFRERER L, 77 4 F=7 & 2 WIHMEFRIE L 20 T2 1T/ IR
HERE i B S 72 D DI/ NEIRNE BSR4 7 ¢ F =T &G R OIER G CoRMMEE - MM
RKOFx ) A7 J OERIN T2 et 27200 ak— Nr—Zay ha—LAZ T ¢ (V-15-33) | 204k
R, BEBHLAE 12 BRELIN OARFNS K 5 ErEmEE - MEMRZ% (ILD) JIED Y 2 71X, eRIER OEE
HERORY 2 Lz BT GRS > Xt | ABPIREDR) 323 fFmW 2 RS T,

AAER L0 ET/AEIENIMEEFRICRT 5 ILD BIE Y X 7 2oV T, BEEQFRPEGEONZT-0, K
HHZRE LT,

(4) EWNTHEME L7Z 1 3% 2 LY A O ERIEGRIEZ G35, EI7M4M (B HIVED) UM% B
DI/ IR TS B 2 et RICAH] (260mg/ H# ) & FEZFE/L (60mg/m2f5) OAAFHIM 2 Lk
I 5 FH AR RSB GE % R RER (V-15-32) 2B\ T, AR oPREiX, ALy PRET11.5 5 A,
K& %R /EET 14.0 7 ATHY (=R @ 1.12, 95.24%(EFE X : 0.89-1.40) . 2AETFHIIC
BT DARFND K& X MKHT D IFHMEIR SR o 72,

(f B

EWNTHEM L7z V-15-32 3Bk (1 T 2 LA o OIWFRIERRIEZ A3 5, ETMEBME (0B H/IVHE) X
VAT BT DI N it R A R R ICAA] (250mg/ A5 & R ¥t/ (60mg/m2iks) DOALFHIM
e S 2 S A RS IR 2 B RARR) Ol D\ T TERR 20 4RSS 2 [B] 354 - mdnfidsiane RIS
LIRS ZAatRas] (2008 4F 8 A 1 ABHE) ([Z381T DMt RIC IS & . AT/ I/ it
FERIEIC DN T O EERMEHR T H 2 EPN G MR RIS R 564 AR RBR O FE RICHOW TIE IR 572, AH
HZE LT,

(TV. BEICEY 5I8E 3. ERIKAIEG) RIIMRER 2) LEER oHEZHOZ L, )



VI zZzett (A EoiEEss) (Cd 5 HEA

(5) WEAHh THNiE Sh7e 1~2 L ¥ A L OALZEFREIE D & 2 P56 A THELT I/ NI it B 2 x5 & LT e
77w ARG IR T EE MBI EGE (ISEL) 2B\ T, JEEHE/ MR IR 2 EEZD’RO b
e, dgEFEeE (HR=0.89, p=0.09, ¢%ﬁ56;¢ﬁvs51wﬁ> e B8 (HR=0.84,
p=0.09, HRAE 6.3 » H vs 5.4 » H) THEFMMOIERITHFFII2HEZITRBD Hivizinoiz,

(i @)
MEshCHENE Sz ISELDRER (1~2 LY A v OLSEFRIERE O & 5 P58 ST HEA T IR R 25 5 & L
T BEAE AL 7T T Ak IR T RO A FL R R RBR) 290 C AR B4 2 B R MG S e 7o
ARIEE ZRE LT,
1) ISEL : IRESSA Survival Evaluation in Lung cancer

(6) FEEGIR O —IEFEER 23\ T AR L EX A T QT MROLER 27T AlREEO & 5 Z L BRLL T O X
IR ENTND, A X T F il 2 W T2 R ERER (n vitro R) ITHBWT, RIEITREK
TN TG 2 IR S W72, F72 hERG (b NEMEFED VT LAF ¥ 3D o BT 2=y b
a— RT5BE ) 2RIt MREMIEEZ W in vitro 3 UBRIZ W T, ARSI TBIEREMED U ©

LB A RN IHE L, D OBSMmEZRET HRRBGE LN, S DI XDOT LAY
— kB IR O BRI ENCA B 2 2T O e o 72y, BIRBIINC QT RkaE O£ 5-mifi & #%
54 2 Bi OE &2 et L7 ks R, bmg/kg 58D 6 F 1 5], 50mg/kg #5-8£0 6 4 2 B2 10% %
2% QTc B DIERENED b,

(fi )
BED L ZA QT EE ORI FIEIFMENL SN TWRND, — T TW\b 3 DORBREZFEE L 7=, 1
X DT NF AR W TERITREERER (in vitro ) 128V T, ARIEITIRERFAIC R e ] 4 I & S
7=, £72. hERG (b FNEMMKFMED VY VAF ¥ o FADa VT 2=y b a— T 558G P ERE IS
b MR HIIEZ VN2 1n vitro SRBRIZ 30N T, AR TR IERE e T 1 WAEE{}IL’E/)%rﬁETHﬁ TR L. Lo
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