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23H H™ | 15844 (50) | 820 (42) |4.3 (114)|23.6 (67)
100mg/Hl 1H Ei:m 7705 (46) 571 (47) 6.0 (150) | 18.0 (62)
230 H™ | 14623 (48) [1023 (31) | 3.0 (67) | 15.6 (56)
150mg/H 1H Effm 12845 (29) 958 (48) 6.0 (149) | 25.9 (36)
23H H™ | 42679 (48) |2384 (39) | 1.8 (22) |27.2 (33)
S (CV%)
1#2) n=3
##3) n=6
##4) n=5

16.1.2 BEFEMENEMHTOKE
M BTG D REITHE BH ICAFK 2 4% 5- L 72 & & O L
WERERAT DAERTIX, 2 T T ¥ AZOWTAKE, hE, PR

2 E KT Tl o722 WEATF—%),

16.2 BRYY

16.2.1 N ATNAZEUF 1
fERE N8B ARH & RGO NA T T XA T8 T 4138
59% & g E7zY JHEAT— %),

16.2.2 REOHFE
R A20BIc v a =7 & LC150meg# % (RN, &7
0 — ) HEREOHRG Lok, 2R GICR, mra =
TOAUCkATITIZ25 128 L 720 JEANT — %), [7.220]

16.3 2
TaF = 7RINETOT IV T I v el BRI E T LA
%o b MIBUDIMEEARE AL, 3.8ug/mLOEEIZBVTH
9% TH-720 T2y TNT7 7)Y RTET S 0— )V OIAF
12X 5> TOREROBILZED SN h > 727 (n vitro) o
I EF =T OMBBATEROF ML, ~~ 27 v 230,480
[E:34.2%CTdr - 72% (n vitro) o
Ff% T v MCBIF S, YC-mvuF = 7TRO%S-HORURiE
BAURR N LB D3RR 222 L 725, BN OBATIZ D o f_o
iz 1 i E ) E % O ALK O U R IZ 2 TR L G RR T2
FEJ’C“ EEAEOMBEICBWCERRAUT E o720 AR T

2B HYC-Tova T = TR 54 OB RE S i I B R

F ]‘ ICHBLL72AS, AT v aFEr &0l (7 FYER F
TR E) BV CHRETBEA E 225 729,

16.4 3
IuF=7ORBHIEEE L THFEPOCYPIA4NHFLE T 5 2
EHIRIE S AL, CYPIA20 - b 380 5727 (n vitro), T 1
F T ORI ISR TH D . F ) Y RAIBEOO-IH 2
FAb L EiTHE < A VR Y ENOFL, 7T L IO L
EFRUSHE L T ) IV VR L EEANONNK G &Zf7l:)v7’t
F U VB OFEHEARBAE S E S Y <‘/H‘l}\7~ 5)o &
R DO-Bi 2 F VALIC X B o RNBREIE = v e F =7
EHEML ., FoIMMAETEEIZ TV EF = 7 D10%L T THER L 729
HEANT—%), [10. 5]

16.5 HEittt
fERE I A4 A HMC-2 v 1 F = 7 100mg ! % H Al 1% 5-14 264
i (11HE) T, HF5HEHED 9 BR91%2S IS v, JRAIZ8%.

(5)

FPI83% DA RE PRI S L7z 7z, JREOEPIZHRIE S

fexvuF =7 EHEGEO%KMTH o720 GHEAT—4 ),

D) KRR S NS - AR MMRE I =Tk
L C150mg# 1 H 1M, J#ECTI3100mgz 11 TH %o

17. ERERRCIE

17.1 HMERURLMICET 2558

(D AfLEEEREREOIENARIGRE)

17.1.1 ERSE I HHE
LR ERGEFEDOECFR#EIZ T AR (Exon 190 K EZER 1L
Exon 210L858RZME) % A3 % AT AL TS D I/ NI ilifE % &
G& L AR Bl O NS ARG 3R (JO22903) 123517 5
H R R BI10260 O BifE & LR IR0,

FE/INKIINAE 2 6 5 & L 7z EIN A TAHIERR SR (JO22903) i

T D 7022903 (102f1)
ST A A ] Hp 11.87H
(95% 5 TEIX ) (9.7 H —HE5EAHE)
P 78.4% (80/102f1)
P 95.1% (97/102f1)
ZE5h i rp i 11.1% H
(95% I HIX ) (9.471 H —#EEARTE)

#D) sy A7 H 20114897 1H

i¥2) RECIST (Ver.1.0) #4 FJ 4 2k 545 (CR+PR)

##3) RECIST (Ver.1.0) %4 FI A4 2k %¥% (CR+PR+SD)
FEAEEHIR S 11036F 10361 (100%) (2B AT RS &7z,
FAEEMIE. 36958561 (82.5%) . THIS2H (79.6%). RE:
JR79%1 (76.7%) . JRBAZ68%] (66.0%) . Z 9 FERE66HI (64.1%)
LI 226461 (62.1%) S5 Tdh - 720

17.1.2 BHE MAEER
(LR LEARGIEDECFRB R T2 E (Exon 190K JZEF I IIExon
21DL858RZA ) % A7 3 Z3AT UL THIE DI/ M RHE % % 51 zt:%l
P 5B L AL BE A el L - S DM AR 38R (ML20650) 1235
VF %A% R R R BI153B DR & DU M IR T (BHEAT— %),

FE/INHIRAIE 2 33 B & U 7 S0 2 (LA AR IR R AAER. (ML20650) i

ST % [HR (hF— Fip) ™
H H iES) ﬁ

BT wnm | merm | roswsiEmiXm) pfi
BRELE 0 4np | 5208 0.42
FEH : : : #7)
{“;;‘EE) (7741) (7641) [0.27-0.64] <0.0001

T 5a5% | 105% -
FEh g iE2) — 1E8)
FIE oy | (87680 <0.0001

) LR VAT I F U+ RS FRVLIE VAT IF o+
LV FCY (VATITF " hNVKRTIFUOANERBLCHAE
)

75) v M7 H 201048 H2H
1#6) FLAEE L 22 W CoxIJFE T VIZ BT 21— Rk
1#7) JERE B Log-rankif e
TE8) A 25k
Ak 27 ] O Kaplan—Meier BH A%

1.0
. 82 —_— AR (77
g 07 |k g e (b2ERRE (T661)
o 0.6
e 0.5

0.4
7 03
0.2

0.1

0.0

18 21 24 27 30 (H)

0 34&5 d\ 12 15
9

Gl i)
CUAVEEDREE >

fbSy@EfE 76 40 14 7 5 3 2 1 0 0 0
AKIGRE 77 53 42 26 17 11 7 5 2 0 0
ARFNPLGHE O RIS R BIT5EI 6961 (92.0%) \ZEIVEH 252
OHNTz, EBIERIE, #4361 (57.3%). 38953761 (49.3%)
HEThHoT,

17.1.3 ERHRASEIL/ T#88 (RELAYRER)
(LRI D % WEGFRE(LT AR (Exonl 9D K 4% % X 1¥Exon2l
DLBS8RZEHL) [yth AT - FHFs D IE/ IR HG#E B & 44901 (HA
MNEBIIIBIE &) #MRIZ, TAVVIT+RFL TILR+ AR
Fl & & T 2 A EALZEER T T LR SR (B TAH S— 1)




FEMLZe T LY N7 10me/kg UE 7T AR (EICLE) A
#1150mg (1H1M) ZREDOEALEDFRD HN D T TG % ki L
720 FEFHMHH T 2 MEAGFHMICB W THERIERZ 2
7o VRS AEERIZT 52 V< 7 + KA GHETT1.9% (95%1E
HEIX[H65.1~77.6) 7"t R+ ARHH% 58 T50.7% (95%SHHEIX[H
43.7~57.3) TH -7,

BRI/ IARRER (RELAYER) it

FE/INHITENRE 2 5 R & U 7 MR 2 (L B E M8 IR SER (BR.21)
A

T LYV T + KA 75 bR+ KK
5B 5
HiE B EL 224 225
A RY BB 122 158
4 T A AT P v
g%?ﬂﬂ)ﬁ ok 19.35 12.39
(95%{Z HIX 1) (15.38-21.55) (10.97-13.50)
AN A 0.591 (0.461-0.760)
(95% 13 HFHIX ) P<0.0001

. ARH 75+t R |HR ON¥— Flb) # o
TH 1110)
i wow | o oo fmim] | P
S| 6.67% 3 | 4.70% B 0.73 0 001
(Fhofefi) | (488%1) | (243f1) [0.60-0.87] :
o | 312% | 21.5% B B
VA (488%1) | (24380)
MBS o | s.o0m 0.61
Jig (488%1) | (2430 051073 |00
(Fpgefiti) ) )
- 8.9% 0.9%
FEAeh &g 1E2) _ _
T 38 aommn) | 2/om1m)
ZHH | 34.38 | 15.04 - -
(Fp i) (3831) (261)

fEdd 36 A7 B O Kaplan-Meier i (RELAY 3(5%)

E_'.t
4
i
gl
i}
4
— SLLTT AR [ V. T
011 —eos TSR AR -
004 7 AEan
0 3 6 9 12 15 18 21 24 27 30 33 36
Y 2 7 %M (at risk#) 77 (A)
FLVITT+
224 196 170 154 133 103 69 49 32 20 10 1 0
ARG
TR+
A 225 196 167 136 99 72 52 37 27 15 4 4 0

RHN & T LY~ THEHES SN 7222160 (HARASEGI1056) %
Et) IBWTHB L E B ERERIE, BYE (80.5%) . T
(70.1%) . ¥ILE (45.2%). A% (41.6%). BEAWK (34.4%)
HThotz, [7.38H]

(DAL FEERITR CHEE L - FE/ bk )

17.1.4 EINE I 15
D7p & B RMLFERELL ¥ A ¥ DS ERN T - 72 I NI % 6f
G & L 7K Al o EIN S TAHERRRER (JO16565) (2815
AN ERFATRT R BI605] O i 2 DL T 1R 379,

/NI & G & L 7= NSRS TUARBRIR 3R (JO16565) Bt

#9) FERICoxIal)sE T NMIZBIT BT — it (EHIRT : ECOG
PS. BALFREEL ¥ & YL HLRREIC B B 77 5 A
EHOFM, BRARORBLEER, EGFREHFEBIRI)

1£10) FgHlLog-ranktiyE (RERIKF 1 ECOG PS. HifbZ#eiEL o x

YL LRSI BT S T S RANE R O A B, HEH

DI BENF EGFRE& FIZEHLIKIL)
EGFRE& A FEBURILIC B 5 2 & AE IR #8535 BIEAT DA% A 13
EGFRE&EMZEBIGE (RAIFELI7H). 77 £ KE6861) HR=0.68
(95%IEHHIX 1 © 0.49-0.94) . EGFR&EHZEBIENE (AAITEI3AI,
7 7 & RH48KI) HR=0.93 (95%fZHEIXMH : 0.63-1.36) . EGFR#&
FSSBIA (RAEE2786), 77 1 REE12761) HR=0.77 (95%(F
JEIXHE ©0.61-0.98) Tdh o7,

IFN %G BE D% A VEREA O R 148565 4816 (99%) |ZA EFHR A
BoObNIz, ERAERRIE, SHEBRLESOIE3666] (75%) .
THI26161 (54%) . EERAR. JESF 25060 (52%) HCdh o7z,
GRIEYIRRTEE % BERE)
17.1.7 ENE I #5458
YIBRANRERERE 2 0 R & L7z, BRI AT ¥ v OBt HREDHE
A AR 3R (JO20302/7021097) 123513 % R0 EHlliks 5 41
106FI DR H I IR, 2. AR CTIXECOG Performance
Status (PS) : 020 (FEBIIRG-SN/-BEDOPSIF0. 1TH-
7o)y EEMEREEO A UIBHFREO 2 WEE E R E L7,

JEE & R R & L 7 A4S TOABRRSBR (JO20302/J021097) 1Ak

JHH JO16565 (60%1)
P E ) 28.3% (17/60%1)
it e e R 50.0% (30/60f1)
Z2 3l 1 rp gl 278 H
(95%fEHEIX 1) (203H —422H)
A3 T ] o i 77H
(959% 15 HEIX ) (55H —166H)

HH J020302/7021097"1
GHEAF I vh e fiE 9.2371 A
(95% (5 HHIX ) (8.3171J1 -10.787 1)
I A AT ] rh i 3.4871 H
(959%fZHEIX [ (2.637 H-3.7871 )
P 20.3% (13/64%1)

LA Rl 6261 6261 (100.0%) (ZRIMEIATRD bitiz,
ELRIWERZ, 3856160 (98.4%). KHHIES06] (80.6%). T
4661 (74.2%). % 5 FEIE4SHI (72.6%) S TH o720

17.1.5 EINE 11EHR
A7 L EBFALFHRELL VX ¥ AR T B o 7o I/ BT % %
R & U 7ARH B E o EIN A THERRRER (JO18396) (25172
AR VERFAIRS S450460 O Bt & LU 1R 3710

/NI & % G & L 7= A ERS TUARRRIR 3R (JO18396) Hudi

HH JO18396 (46f1)
P e 28.3% (13/46%1)
JEE T T — LR 47.8% (22/4601)
Z2 3l I rp gl U,
(95% I JEEAE
A3 T ] o i 75H

(95% 15 FEIX 1H]) (56 H — HEEAHE

LA R G466 4661 (100.0%) (ZRIMEIASTRD bitiz,
FLRWERZ, 5654560 (97.8%). THI3LE (67.4%). % 9 HAE
3061 (65.2%). HIEEIE27H] (58.7%) ST o720

17.1.6 B E MAEHER
D7 LB EALFFIELL ¥ R ¥ 3 R T d o 72 ML HE73115)
ERRIAHSGRE L 77 ARG s L 7R L I E R
S MAREEARHER (BR.21) OB A L TIORTY GHEAT—4),

7:11) JO21097305712J02030234 5%k 0 ik fot st B
VR R BI10661H . 10561 (99.1%) IZEIEMAED S5
Too FREIWERIL. SEEZSEORZI0) (93.4%). £ I186%H)
(81.1%) . HIIMERIKA5HI (80.2%) . I/, EHRAIRETT
B (72.6%) . GFHRERIEATAG] (69.8%) ZETdH -7,

17.1.8 BHE MHEHER
YIBEAGE 20 R HT AT UL i R 56901 (BB E ) %X
SUZAHK] (100mg#k 5126161, 150mgik 5-#:24%1) Xix 75+
R (284%1) 27 av ¥y (GEM) LHEHLEEAILTES
Mg MAREE R B (PA.3) OB x LT ICR$7 (SHEAT—
7)o B, KARERIZBUAGEMOHE—F 4 7 VOG- A7 Y o
— VI ENCTHRE ST % HIE - % O A 45 T AR B 3Bk
(J020302/J021097) D - M &3 B a0 . R OSHERM 375
¥ LAKIETH - 72,

Wil 2 i R & L7 IR (L~ EEMOS IR ABR (PA.3) B2

KE+ | TR+ |HR OF—FIk) #9
IE E " " . p,ﬂé‘zlli)
GEM#: GEM# [95% (5 HEIX ]
G| 63778 | 5.914 1 0.79 0oL
Ll (28501) | (284f1) [0.66-0.95] :
MR 3750 1 | 3.55% 1 0.77 0 004
W R gefiE|  (28561) (28411) [0.64-0.92] )
.. 8.6% 8.0%
F2 5 s2#2ik2) —
by (23/268151) | (21/262f51) 087

#12) EPSLCARRE S L - R, BERE TlE100mg & 1 H 1]
Thhbo

7E13) EHICox)FE T VIZBIT LN — Fit (gylRT - ECOG
PS. EOHEITEE)



TE14) A AF I & M AR I O eBLd R Bl Log-rank e (FE 10) AAEH : EGFRERTZ R IR LI 20§ 5 —kif

FIKETF 1 ECOG PS. #EEDHMEITHEE) L L CoEING TR (J022903)
11) #WEHE 1 EGFRIER T2 5B IR M it | 209 2 — ik
ARAN100m g 58 D 72 LM R B125961 Fp 25651 (99%) 12 % L L C oIS AR R E: (ML20650 : EURTAC)
HENRO SNz, EAEFERIL, JEH71886 (73%). F85180 12) Nakagawa K, et al. Lancet Oncol. 201920 (12) : 1655-69.
Bl (69%). HL15561 (60%). FEAAIRL3ABI (52%) T -7z 13) Kubota K, et al. J Thorac Oncol. 2008;3 (12) :1439-45.
14) FEATHE/FRR I/ P A PRI N ATRE (o0 3 [ 45 TLAR R R

18. EERhEEIE

18.1 1EA#RE
yoaF =7 RN R EF Y v ¥ > — ¥ (EGFR-
TK) % @RAYIZIHE L 720 ICol 3R & EREGFR-TKIZ % L 2nM
THH ., MIEZREGFRANEN KA v oFuy v FF—Eixi L
InMTH o7, —H, oFas v FF—¥, c-sreft Vv-abllZx}
55 MEE IS &R HEGFR-TKD1/1000LL FTh H . & b1 ¥ 2
VBRI T BLA VA VR T2 AR O MBI R A A
Y OF S =LA B G IS NEGFR-TK ®1/10000LLF
Thotzo T2, TVOF =TI X BHBEMOGIIE LR T
R b= AFEEH DR S 72,
TaF =7 IEEGFRF O Y v ) YLD EE /L. Mo
WL 7 R b — 2 AOFFENHD ZPERIEGH 2 P 5 L HE5R

B& (JO18396) (20074E10H19H #&FE. CTD 2.5.4.3)

15) BRESR L) O AEAT Y /RS VR I NI x5 % dEd
AR AR RER (BR.21) (20074E10H 19H G, CTD
2.7.3.2.1.1)

16) Okusaka T, et al. Cancer Sci. 2011;102 (2) :425-31.

17) CIBEARE 2 BT HEAT SU SR PEERR Lok 37 5 8 v 7 ¥ o ff
H o s AR R (PA.3) (20114E7H1HAFE. CTD
2.5.4.1)

18) Moyer JD, et al. Cancer Res. 199757 (21) :4838-48.

19) Pollack VA, et al. J Pharmacol Exp Ther. 1999291 (2)
739-48.

20) Higgins B, et al. Anticancer Drugs. 200415 (5) :503-12.

21) Furugaki K, et al. Oncol Lett. 2010;1 (2) :231-5.

X
18.2 HEEMR 24, XEEKERVEVEDES
In vitrok 2B VT, TivuF=7id e bHkKREEMIBARDIF & PR S ATA IS Y T A=Y a v
OB A MRENS O 35 4 B L 72 [DIFifiiaik € D ICs : T103-8324  HHUHRH I [X H AAG 2T 2-1-1
100nM. HN5T®D100%FHE : 250nM] ¥, TERG -+ 0120-189706
b R BE SRR A AARENG, SRk A431. ARtk Fax : 0120-189705
HPACK OSR/INHH it e s bk (H460a. A549) % M7z bk https://www .chugai-pharm.co.jp/

WA RS X — v 9 A RIS BT, b = 7 AR

Y3k g
AR, §7:, BARMIHHPACE v 7: b HEHEITS 2. BERERES
BX— Fvy ARTRINTF TP LY 5 E YR HHT 52k 26.1 BLERRTEE

= 5 . R O RS & 72, M ot BYEEMR =T

19. HMHAIT 3 BLATE o BRI
—EBOARS TV e F = TR

(Erlotinib Hydrochloride) (JAN)
1b&4 © N-(3-Ethynylphenyl) -6, 7-bis (2-methoxyethoxy) ® LEireR

quinazoline-4-amine monohydrochloride

53 T C2HzN304 - HCI
i 1 429.90

oK e ~MECON R LIHOB LM ETH L, KDL Y
= (99.5) D THEITIZC L A8 7 = VIZEHETIC
ALy TEHFZ MY VRT Y Z7a~xH I3 EAERET

B\,

Fit
HC O N\W
e 00 N

A f231~232C

22. ‘a%
(Bt g825mg) 14%E (PTP14%Ex 1)
(Bt N88100mg) 145E (PTP14%Ex1)

23. EEXH

1) AR BRSO 2 85 T HEERARRER (JO16564)

2) BEOREFIZEY BT (20074510 19H &G, CTD
2.7.2.2.3.7.2)
RN Z R R L U723 F T XA T8 7 4 K OEY)ZA[E
SPEEABR (20074210 19H %GR, CTD 2.7.1.2.1)
BRER N Z X S & L 23BN 2T AF O (20074£10
A19H AR, CTD 2.7.1.2.2)
BEREA O vitrodHili (200745104 19H &2, CTD
2.7.2.2.1.2)
6) v MBI HHMASRER (20074£10F19H &G, CTD
2.6.4.4.1)
b MEREE A o 22T v o = T OHEIEY (2007421019
H&#, CTD 2.7.2.2.1.1)
BN TR S & L 72RE R O R 2 33 2 38R (20074E10
H19H %2, CTD 2.7.2.2.2.1)
TR AR Z R G L L2 R R G 0% etk 2%
T OSEY B e % Mot 3 % atB (20074E10F19H &F2. CTD
2.7.2.2.2.2)
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