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. LDHER wmANE | REER TRHRAE , BATE
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WRE BEh L
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?&gggﬁm REFBE LA DEEICRS TS L,
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(52.8%) . Tl B, BER,
(49. 1%, 0% BE, Bk
(35, 8%) . IRt

ERRTIE, BE (VX)) | BREERCEFREZED (T4F,
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8. ial%s
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() ERTEM LI Fe i+ xR & L EEHRERE (&5
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Status : 2-4, BEMEMEROEOIUIBEE, WEEIEDAHH UL
BETEA I e R B A B - R OAREF & L TR Ih ., (2010
5 A FRAHER)

@)MESMZ BT, (EBRIERIBROETHEIE/ M ERE 2 05 &
Lz 2 >OFMMBBFRBRER I, 77 FHHAE SR
B (FL ey RTTFY RURT ) EXENVINVET
FF V) EARBORBEGFRIC TRERNZEREI RIS hoTo L
DRERD B,

)M BT, NSAIDs & OO ARFICEHBHM A EE L7 & ofE
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RBRIZBNTEYALE VDIV o UV EBEREDOHEENBO LN T
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UGTIAIRRENET L TCWABE THE, ML YL ERENE
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EH O RTREM D 5.,

GYARFI DM & EGFREAFETRILE VEGFREGFERVF EIZ

=]

4



DUVTH A ZRBIEMITER S L TNz, FZFIORGICEL,

INEOREFERT D Z LILSETITR,

6) M X ERAVIERERORLEFERBRICBVW T, RAEDS50ng/
ke/ ABTRABEORE (RIE. BEH. BB, #1L) A8BHoH T
b

(NT v "PIA XEAVWEREROBREEUHARICBVCEE (8
DEMRVRIE : 7 v b, BREOME . 4 X) | TR (G
FE: Ty ), HEE (TH: /X)) | Bl (BLRAEERCREME
BUER: 7y PRUAX) RUSIR (FEfE: 7 v b) ~0REIH
HIhTWa,

(FmEiE]
1. iR
() <BHEAHTZRHE> "

B AE 15611 AR50, 100X 1150meg% HEIRAKE Lz s 2D,

Mmoo F=FRBEOHEZLUTORIIR L, HEHREIZS]
EHeE 3B BEHH23H B ETH0, 100X1X150mg% 1 B 1 EOHET
KERNESE2EE L FOENERE T A —4 2 HEIRE Ot
R TRIOR LTz, HRBRSROEDBE T A —F hb, T
aF =7 OENBEIC BRI N b,

8.

H

& = o 50mg(n=3)

v 2 100mg(n=6)

% = l 0 150mg(n=6)

N ~

tel [N

E - § ‘\‘“"\__-l\

5 & T

L‘”& i

'S J t—
T I

(I) ;2_ ;4—1 3I6 4IB
BF R (RRRD)

BERSHOMED 2N v F= T RERDS (FHEDFERZ)

HRIXNEREEEFOIADF =T DRYEIE T XA —F

AUCO_24 Crmax tmax t31/2
(hr'ng/mL) | (ng/mL) (hr) (hr)
50mg/ B| 1HHE™ | 3266(54) | 194(44) | 5.0(72) |14.8(71)
B 23F BB | 15844 (50) | 820(42) |4.3(114) |23.6(67)
1H A | 7705(46) | 571(47) |6.0(150) |18.0(62)
100mg/ A
23 B™7 | 14623(48) |1023(31) | 3.0(67) |15.6(56)
1E B | 12845(29) | 958(48) |6.0(149) |25.9(36)
150mg/ B
23A EEP | 42679(48) | 2384(39) | 1.8(22) |27.2(33)
75) n=3  {%6) n=6  IE7) n=5 FHIHE (CV%)

MABSN-AE - BRI, O HMMHE Ti150mg% 1 B 1B, Titoomg% 1 B
1ETH 5,

(2) B AFEMENRERRIT O ALK
<HEAIZH TS RHK>
MR W TR DB ERZ I AF 2B E LTz & & OFEMSE
HBERIT OB RETIHL, 7 Y7 S RITOWTAHE, KE, E3iX
BEERIETEF TP, ?

I FTRLISE) T4
<SEAIZE I+ 2 EE>
BERABFICARZROBEZEDO AL LI TRLSEY T 4138
59% & HEE I h o,

4 BEOFEY
<HSEAI=BITDRE>
R A0BZEAIL50meg % &% (BN, ®h ) —]) HERK
O#RkE L7k, ZIERREIck~, TAnF =7 DAUCIIEIE 2 %
[ZEmL i,

2. 3%

IAaF=FIMEPOTALT IR Ne l-BEHEALEST S,
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LIRS ROTRBD bR o7, Vs, TAuF=TOMKS
ITROFEMEIL, ~< 7 Vv F20.48DF34. 2% Th o 7=, ©
(BE BHER")

HAZT v Mo, "C-zaruF=7RAREEOKRREIL. &
AR HEERRIER R MC DA LT A, B~ DOBITI D o 7n, el
FER| &% OB OMSTERIER T L L, BRERTHER TILIZ &
AEDHBICBWTERBRUT 20Tz, BREZRT v MIEBITD
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B, AT=AERLSUEE (T FUBR, FREM) KBV THE
BEAEMN- T,

e
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Teo 2PN F2TORPRKIT T IBETHY, DXFFV Y
BRABEDOO-BL A F b & THITHE AR BE~DERML, 2) T F L
MBS DL & FITHIELS T U LI AR U BE~DIKSHE. RUB) 7
T2 VTEF LUy EBHSOEEFEKRKBALEDIHE SN
Teo WEMABBRBOO-B A FALIC X 2B OERNBIEIT =L 1 F
=7 EEL L. FOMBETEREIITATF =T DI0%UT THB L1,
1)

4. g0

<SEAIZE 1T D REE>

HEERREA 4 AITUC-= b 0 F =7 100mg* % B EIRE 0 3 542640 (11
AR T, BEHEHED D BHI%BEIR S, RFIZ8 %, EFIZ83%
OBEENEEE IR, £, REOEPRICHH SN2 A e F =712

BEBD2%RETH -1,
MABSN- A - AR, /MR Cid150ne% 1 8 LA, B Ti100me# 1 B
1ETHS,

(23559

<BAEANZHITZEHE> 2 20

1. JE/) R At 58

eI RR R SR L U7n . RF B IE O ENE T HERAR
(J016565, JO18396) (Ti3iT G ZMEFTMXI&B. Th 260, 464
DA & LLTICR T,

FE/HRARATE & b 5 & U 7 EIPN S I AR RR AR SRR

HER J016565 J018396
S 28. 3% (17/6041) 28. 3% (13/46451)
REo L ha—LE® | 50, 0% (30/604)) 47. 8% (22/461)

S B 278 .
i?ﬁ%ﬁ% (2038 —ilzz B) HETE
BB P RE 778 750
(95% 54X ) (55 —166A) (56 B —HEEAHE)

#£8) RECIST (Ver.1.0) # A K74 ik 5¥E (CR+PR)
E9) RECIST_(Ver.1.0) #A FFA iz X 5¥%E (CR+PR+SD)

2. g

IR A & L L, Bl Y L2 E v ol EECENG
IR BRFE SR (J020302/1021097) 12351 2 T 2L RT (i) S 4m) | 065 v B
Ll Tioad, Aeds. AFE Thl ECOG Performance Status (PS)
020 8F (PSS SN R EOPSII0, 1THh-7) o B
BAOEHUIREROLVBELHRE L,

JERE % b B 2o L [EPN S I AR A BB e

HA J020302/J021097%"
2 FHE T g 9.234 A
(95%(E#E X ) (8.31 7 A —10. 787 8)
EEEATHE PARE 3.484 A
(95 % B HIXH) (2.637 4 —3.78 4 1)
Epg = 20. 3% (13/64151))

E10) J0210973A8k 11 J0203023088 D kS FER

<SEANIZE 1T B RFE> 1210

1. ZE/1vRE At

P2 L bAMEERIE 1 VYA VU RERTH - 7k IR 73161 %
HBIHFREHE 77 R REH e B L BESL_EEREN
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fBEEFRAR (BR.21) OB#EEZLLTICRT,

EELC_ESREMMAERRER (BR.21) M
A# | 7R | HROW—Fm0 |
RE | gom | mse | roswmexm | PP
A 6.67THA | 4.707 A 0.73 —
o A (488451)) (24341) [0. 60-0. 87] ’
. 31.2% 21.5% _ B
VEERE | eem) | (243)
WIMWAF| 9. TLE 8. 00:& 0. 61 T
HAM PE | (48815 (243451) [0. 51-0. 73] i
EFURE 8.9% 0.9% B _
(CR+PR) | (38/4274) | (2/211451)
el 34.3% | 15.98 _ _
e g A (38451) (2f)

#E11) RRICOXEIRE T /MR D/ ¥ — K (BHIETF : ECOG PS. Ri{b¥&iEL ¥
AV, REEREC BT 2 RENAEROEE, iNFROREEYE. EGFRE

*12) égﬁiﬁﬁnkﬁﬁ:’ (BRI T : ECOG PS, R{LERIEL VA ¥, Bi{b¥Ekik
B2 BLNAEROLTE, SEORRME, EGFREARARKSR)
EGFREHBBRAICE T 2 24 FHMOMHEFMIT O/’ RIX.
EGFREASEEME (R¥Bn=117, 73 R REEn=68) HR=0.68 (95
%IEMXME ; 0.49-0.94) . EGFREARIEM (KH#n=93, 7%
R#En=48) HR=0.93 (95%{E#HXH ; 0.63-1.36) . EGFREARET
B (AFI#En=278, 7 5 = A #¥En=127) HR=0. 77 (95%{E$A[X 41 ; 0. 61-0. 98)

THoTr,
EELC-EERFMBELRRAE (BR.21) OXR2MTE
st &l 351F B Grade3/4DENEFER

K55 75 R B
(n=485) (n=242)
2 ES

Grade |Grade3|Grade4| Grade |Grade3|Graded

FER | FBE | EH R %ﬁ$ FEBR | BBIR

(%) | (%) | (%) (%) | (%) (%)

2EIERRBE| 85 20 3 51 5 <1
K |®Z 73 8 <1 15 0 0

d % ) FEAE 11 <1 — 4 0
KREEE 1 <1 0 <1 0 0
IR |FEME 11 <1 - 2 0 =
R 2 <1 0 1 0 0
B R M 2 <1 0 0 -
M | T 46 5 <1 14 <1 0
gé Bl 21 2 - 12 <1 —
REFR 19 2 0 13 <1 0
R 14 1 <1 7 <1 0
AW 14 <1 0 2 0 0
fE 4 <1 0 <1 0 0
HIERR 3 <1 ~ <1 0

& 3 <1 0 3 0 0
B AR H i 1 <1 <1 0 0 0

W | PR A 2 1 <1 <1 <1 <1
?‘é Fii {28 1 <1 0 <1 0 <1
Pififigi g% <1 0 <1 <1 0 <1
¥ B 5 <1 <1 3 <1 0
i:g Za—nsiy— 2 <1 <1 <1 0 0
%\ ;‘%’;fg{ Mg ] <« 0 0 0 0
g g 16 2 <1 7 <1 0
fit (MK 2 1 0 <1 <1 0
BN 2 <1 0 1 0 0
s 1 <1 0 <1 0 0
BEMREEE| <1 <1 0 0 0 0
e fiE <1 0 <1 <1 <1 0
;;%}}Eg/ <1 <1 - 0 0 -

!

FE13) AR SR 3500 C 2 BIEL e t‘nntéllf’ﬁfﬁéﬁﬂr
#72, GradetINCI-CTC (Ver.2.0) i

2. fEiE

)] 30 B ETAN S T S, 5 o T s 9 B 51|
(100mg#% 5826165, 150mgik GEE2461) XL 7 7R (284f5) %44
h ey (GEM) & UFR LSl R E RS IR (A 3)
DR AL TIom, el AREBRICH T AGEMOE— 1 2 L 05
A4 P a— VR EMCREE AN TV S L - AR ONER S B
Bi (]020302/7021007) OHE - HE L IR Y | B8R EIE TR
5, LERETHo7z,

EL (L EE A IR (PA.3) HGE™Y

K|+ Z7%R | HROP—FR)™ | o

Z8 GEM +GEMEE | _[95%{SHEXE] pff™?

LA 6.37 A | 5.91 4 A8 0.79 T

gL (285451) (284451) [0. 66-0. 95] ==

EWITALE| 3.75 08 | 3.55 7 A 0.77 FaiiE
M ofE | (28561) (284451) [0. 64-0.92]

EpHRE 8.6% 8.0% _ P

(23/268f31) | (21/26243]) - —

E14) ERACRBSK AL - AR, B TILI00ngZ1A1BTH S,
kL) @m_cox[uimw S }_imll ohvu'lt ﬂm]@*’ LCO(‘ PSI ;sa&muf;m

FHI] & JOET:
HBDETE)

[FExhFEE)

1L RESHE
In vitroR IR WT, o F=T7idt bEERBEMIREDIFIE
SESE ST EHINABKHNS O FE # FRE L 7= [DiFi#IAE#E TDIC,, : 100nM,
HN5TD100%PE%E : 260nM] ‘2,
b b L ST R R HING , A4S SR B A L, NS R RTIPAC
B U3k i e A it (H460a, AGA9) A FIv i o | IEVENREE R4

R—=Fv D RARIZRBNWTC, o)vaF =7 3EEEHmEER 2= L

18. 19, 20 - EEMMEBRHPACE AV o b P EMEESEX — K<
?xmfﬁ-‘ul pmF oA r AR A IR, EE
HETEIEER OB AR Hh iz,

2. (EFRF

A FoS 3 LEEEERTRERE(kTF e ¥ —F¥ (EGFR-
TK) #ZBIRAICEE L7z, [C iR MEGFR-TKIZ* L 2nM
THY, Ml ZBEGFRMAN KA A »OF a7 —EiIZsL 1
nMThot-, — 5. hoFunrorx+—¥, c-srek Kv-
abhZxt4 BEENEIIEEREGFR-TKO/1000LA T THY , & b A
VA) UERERVIRA R VEREBEFEREOHBA K A
A 2 OFF—EIoxT ZEEFEEITHIENEGFR-TK?D 1/10000LA T
Thotz, £/-, TAuF=F L 2HARAKOGHELRVT R b
— Y AFFEERANHER I REY,

TAuF =7 REGFRF v ) VEMLOEELZ M L, MIEEOM
FHEOTR = AOFEICESEEEBBE LM+ 5 LEESH
%,

(AP I YT 2 BIEEHANE]

—Med : mnF = THEE
(Erlotinib Hydrochloride) (JAN)

%% : N (3-Ethynylphenyl) -6, 7-bis (2-methoxyethoxy)
quinazoline-4-amine monohydrochloride
HiaE
H:C \O/\/O. N \\‘]
e 00 N i
=
HN__ / //
O * HCI
#FR @ C,H,N,0, - HCI
SF R : 429.90
% R AO~HEREOHRIIROHIHETH D, KRVUxZF /) —
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v (99.5) ICHRD THEITIEL K, AF ) =BT, 7
T h= hYAROBYZ anFHizig e A EET RN,
B M #9231~232°C

[ﬁ(nﬁ%ﬁ'—]

1 BUERR TR %, —EHOEFIRE T —F NEM SIS E TOMIL,
SEMENRIERARBREZER T Ik, KEFERSBSE
OERBREIBT DL & biIC, FHORLMROEEICETS
F—AEBRYICINE L, AR OBEFERICKLEREELHR LI &,

2. KK O BN, MBEOBE, (EERECEEL, FF0 ) X 7%
SNTHHHITEETE 2R - EHRELE - BHREXETOV 5%
DObETOMITPLNAL ), BERTICHI-> THELREBLZEL
5Tk,

QAR AR LR BN

1 BB e, —EMOERNIES T — 2 AMERE n D E TOmlE,
SAERI A ot S I AR e T A = Mo b . SRR E
OERRBPLRET D2 L LIz, KROEEMER OB ET S
TN A BNV L AR S TE o e A S L

2. AR OG-, BEROBNK, (LWEREICEBEL, FHO Y X 9%‘%
DT e R T X 2 AT - R « i FLERIAT 00 L
Db & TORTHIA L 5 BEEWTEI bi > THEAWE AT L
37k,

(2 ]

HZ )Vt EE 25mg : 1488 (PTP) X1 —h
& L 3EE100mg ¢ 1488 (PTP) X13— b

(€349

1) HANER : BEEEE T 55 [ HERRABR (J016564)

2 ) #NEE : BEOBEMEYEREST

3) #HAER  BEEAEHRLE LIEAASFITRATEY)T 4 RUEY
FHIRSERR

4) HNGEH  BEBRAZHRE LEEDHEBCRIETRAEORSE

5) #HNEE : MEAKEAHEERAE®ICE PET LTI VR a
I-BEMERR OO/ GICE T 5 RER

6) HLWNEF : In vitro TOE MIEEHOFKE SR OIS S IZETS
A

7)) #HNEE 7o MBI MBS MR

8 ) #HMEH  RKBHCEETBCYPT A V¥ A ADRKE

9 ) #HAEE  RBNCRIT B b CYP1AL R CYP1A2 D FEM: Hk

10) HENEHR  EERA TR & L-RBE RO 2 BT 28R

1) #NEH @ERABEEZNRE L-BRENREEOREME,. &2
R CESBIRE # i3 2 7Bk

12) Kubota K., et al. : J Thorac. Oncol., 3(12) : 1439, 2008

13) HER  EATH /GBI E T 2 ENE I8
ERFKERER (J018396)

14) Okusaka T., et al. :Cancer Sci., 102(2) : 425, 2011

15) fHPREER  EEERIREDOEIT/ B/ IR N S 1
SMENRERR SR (BR. 21)

16) fEAEE : YIRTFRER BETEIT I EBMEIC N5/ A4 v
VBEF OES S T AREEPR A8k (PA. 3)

7) Moyer J.D., et al. : Cancer Res., 57 (21) : 4838, 1997

18) Pollack V.A., et al. : J. Pharmacol. Exp. Ther., 291 (2)

739, 1999
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20) FurugakiK..etal. : Oncol Lett, 1 (2) :231, 2010
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(A 2)

<PEEREH >
1yuT®wfn#;&é¢5 &
DADFEEIRREE* . BEHERET
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