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R7E4 2V NGE25mg | #LE/8EE 100mg | # Lt 3E 150mg
43 At~ A
(T (1) (T
i & \tos) \150)
b N 7 N
B s () () L )
- N N4
i = = Ei
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PRIFSAME RAFIERE RTEIIE IS
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OUIRARREZR T8 « HEATIE T, DS AALSIRIEA T I U 7o IR/ N s
O EGFR &5 12 BIGIE O UIBRARRE /2 356 « HATIE T, DS AALFRIERIGIE O IE/ N ha i
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[5)Lt/38E 25mg - 4 JLtz/\&E 100mg : (EhEed@E))

5.1 FE/ KRR e B OB L2 9~ A IR A B b ik & U CARBIZ R L7256 O 2R Y
LAV L TR0,

[4 )Lt/ 88 150mg)
5.1 i bii: & UTARRI 2 L72ma OFRIME K OV LM IMEST L TR,
<>
WAMZ I T, FE/ KR i X O (2 k3 D IR s A B AL IR S 88 1T D AF O[30 R OVE
AP STV R0,

[4 )Lt/ \8E 25mg - 2 )Lt/ 8 100mg : (FE/NMARaRHTE))
[4 )Lt/ 8 150mg)

5.2 EGFR &G TAEREEOUIBRAGE/ 2155 « EATIET, DAALFERIERIBE O IE/ N it o
Braid, BRERERICHAAN DN BE OBB T AROFRSECOWT, N7TEREE] ©
HOWNEEIIN L, AFOGRNER L2V o3 B L7 B¢, @isBEOBIREITH =
L,

SR>

(LRERIBIE D EGFR B2 % (Exonl9 O/KKZER X% Exon21 @ L858R £ H) #4574 %

HEAT U6 DO FE/INRBRAE 2 k1 52 & U 72 M8 2 AR ER AR AR (ML20650 #8R) e ONENES 114

ERREER (JO22903 3lR) 12 W\ T, ARANIOAHMEDRZEO b7, UIBRANEEZREIT UL D

e/ NBARE O 5 b EGFR &G 28 B LIAN O BE I — AL FIRIE L L CAAIZ M L2546

DA IR OVZEVEIIHENL L TV 728, BRE LT,

[ )Lt/ 25mg - & )Lt/ 88 100mg : CAEYIBRT ez ]
5.3 MI7EEREHE) OHONEZH L, ENBERRERICHAAN LN EBEE ROARFOF
IE M ONZ2 e 2 A IS FRAR U T Ol R ORI A EEICITH 2 &,
<>
R U CEF T 258120, AR5 & LR RBRICHEA AN b - BEY R, AF
DHIMER NEEPEIZONWTHZICEE L, VAT « XX 7 4 v b aEFE 2 THRERIRAZEEIC
17752 &,

3. AERUVAE
(1) RERUVAZEDMEHR
<HZ)Ltz/\8E 25mg, A JLt/\EE 100mg>
(FE/INHRRa )
Wi AICIZT e F =74 LT 150mg 2 &FO 1 BRRILL BRI &% 2 BRRLIEIC 1
H1ERO&ELT 5, b, BEOREICL Y EERET S,
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BRI R R
FAUEEEOHRIZBWT, @, RAIZIFETLrF =7 L LT 100mg = RBHD 1 FF
MLL R UI R 2 FEILIRRIC 1 B 1R N#ES53 5, o, BEOREIC XY EERE
T 5,

<A )Lt/ & 150mg>
WBHE L, RACIZT= e =7 L LT 150mg Z & FD 1 ReELL LRI A% 2 REFLIBRIZ 1 B 1
FREO#ET 5, 7ok, BEOWREICL Y EERET 5,
(2) AERUVEAEDHRTERE - 1B
[V—5 (3) AERIGEHERERE ] 21

4. RERUVRAEICEEY HIE

[5 )Lt/ 8E 25mg - 4 JLtz/\8E 100mg : (EhEed@E))
[4 )Lt/ 88 150mg)
1.1 BWEHORBIC LY HEAET 3 5541201%, 50mg 3 omEd 52 &,
SRR

HEFEREDHRONIIEGNZIW T, FE/NIRIE 2 x4 & LI ENE DFEERHER (JO16565 7
Br. JO18396 #BR, J022903 i#BR) 12T 50mg = & DIE AT O Z & TIRIEN R TE TIERN
BOLNTEY, /2, BIMNIBWTEH 50mg Z & OEIZE > THREMTORLTWD Z L b
HE LT,

X 5T, ZIK%IJ&EL L HUEE R B DS HERF S HL, OB IR E Ak L TV 7201iE. BIE
MFBLRFIZ 3 1 éxﬂ“ E LT R RE T RIS ETH Y, FEDHIEE CIX 150mg—
100mg—50mg/ H £ TOEFER 2RI T, W TIE 100mg—50mg/ H ORI TAANC X 5 Rl
TERRar fe—LEndbotBz b,

[Z )Lt/ 88 25mg - & JLtz/\8E 100mg : (ZhRELE)])
[4 )Lt/ 88 150mg)

1.2 &IEN;. mAhu ) —OBBICAR ZRE LIZ5E. AUC 38T 5 L oWmERH D, BF
DRBEZRET T2 ORFD 1 FEFFI D% 2 H#Fﬁif@?ﬁ@ﬂ&ﬁﬁ T D 2 b, [16.22 %
R

<PRFL>

WA TR SN TR A Z R E LT-REOREZIMET 238 V¢, @B, @n ) —0f
HDO% & ZEERFCAB O MAETRE DI 21T o 7o fE R, BFIZE D Cunax LOVAUC OFE 72t
MARED BN, —FH, BN E &G EZRE LR (248-004 #8r, JO16564 A5R)
R OHENME 2 e U=l BR (BR.21 Br, PA.3 i&ABR. ML20650 ikBa) 13\ 94 b Z2fiE
HBTCHEBINTWDZ D, REIOERG 2 2E8R L% E LT,

F 7=, EWNE DHEERRER (JO16565 R, JO18396 atlt, J020302/J021097 #kbr, J0O22903
RER) 1%, HIERTORM TEmE S -,

[ 4 )Ltz/\8E 25mg - 4 )Ltz /N8 100mg : (FE/NHERGRHTE)]
[4 )Lt/ 8 150mg)
1.3 MOHEMRESER & GHHT 2 85A 0. TIT R R OY T15.1 BREREE IS < 1HHY
DHEONFEZRM L, BIRTHZ L, [15.1.2, 17.1.3 B3]
<fian>
IE/J ST (2 B W T O FUEMERREA & 0P 235813, TIT.EREGE) KO 115.1 B
WZESER] OBHORNRZRAF L, BWUNIOFHEZEIRT 5 Z & NI\ T, (LPRIERTE
FEOMETIEIE NI BT 2 xt4e & LT, AR EbFHE (F AV Z L+ AT TF U bbb
WNIRZ U HE X'+ HNVRTTTF V) O LR L . ALFRIERMEE CIT - 7= . H 5Lt
FRER SN S T2 ARH L RS L FREIEOOFHIC L A AR OIERITRO v ho T,
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[%#I)Lt/38E 25mg - & )Lt/ 88 100mg : GARYIBRTREERE)]
1.4 KK %25 L Z LS OFTEMIRER] & O T L 7= S0 H 2 AL F i R s 1
&L TR LIZ35E A R OVZ RIS LTV,
<S>
S Tl &7 b 2 B v LIS O BT NS Ao B TE & O ORI & 2 iR RBR 3 S C i
ENTWDEMN, Ak, BEMICHOW TR T 2T — X3S0 TV RN DRE LT,

(2 Lt/ 38 25mg - 2 )Lt/ \8E 100mg - CREVIBRT R EERE)]

1.5 T17ERIRAGHE ] OEOWNEZ /0 CHfiE LT ECABIZEHT 52 &,

<>

s iR B (PA.3 #BR) TlX. A% 100mg & 150mg* D EHREGREZBW T, 7 Ay ¥ B Hil
FE (77 A®RE) I U CHEHFIIICA B AN OIEE AR LTz, ZOREIT 150mg
HEO R ERTOMETHD L & BT, 100mg BEEFICBW T HIRBEOREN G SN, [H
NG PR 5 BR Gl s g PR BR & RIRR O RS 5T D b O D, KA 100mg 5 OER THh -
b, FAvE L OENENBERRRE PASRBRE TR 5 22000, BRI L TH A
EEUEOAIC L AR RS T AEE. T17. BIRRE) OEONEZ o g+ 5 M
DD ENBLRELE,

KRS NEHEROCHEIR, FEE T 100mg 2 1 A 1 HTH D,

[Z )Lt/ 88 25mg - & )Lt/ \8E 100mg : CREYIBRAEETEE) )
7.6 EWNE DK (JO20302/J021097 #RER) DOHUEA A2 L LT, R, a3 T d ik
EEETDH L,

HEHE GBI ke & L 7= (PN 5 TLARBRASBRIC S 5 RSB RLIE e (—Hhic)

BIfFf | Grade ™V PRI 1 5 RO S 0
FEMEMAIE | Grade 13 | DI B RERASTET LI- By Tid, | B 00\ T B A e
DA | EBICHEE, 2% CT Rz an | &Rl Shies o -5
P R T L, ERAICH | Ak, W R TR
BERERS B L HINE L7 A 3 G | 5

Mk
y=il /S 2 2 BRI Bt 254815 Grade 1 | A—H&CTHB, =72
PLFIZ72 % F TIR3E L. EIREHIW T 50mg
WU E L CFBE T RE,
3 Grade 1 LA FIZ72 5 F TR 50mg CHEH
T 2 ZTORERNP AR TE WG AIT | A—HETH, 7K
Grade 1 LA MIZEIIE T 5 £ TIR3K L. E{REYW C 50mg
WU E L CEBE Rl EE,
3 Grade 1 LA FIZ72 5 F TR 50mg CHEH
w5 (SEISIE 2 ZTORERNPERTCE WG AX | FA—-HETHM, =7
=) Grade 1 LA M IZ[EIIE T 5 £ TIR3K L. E{REYW T 50mg
WU E L CEBE Rl EE,

3 Grade 1 LATFIZ72 % F TIREE, 7272 | 50mg THHA
L. EIRED KGR G- THe &l L
7o a VA — & T 5l EE,

AST X% ALT 3 Grade 2 LA FIT72 B F TR 50mg THHd
EFLS D IE 2 4 AL Bk L 7-855 1% Grade 1 | 50mg T
1% 7 UTIZe £ TRE, =720, Eilg

= 3 ke - T RE &I L 7= 85601
[A]— H & T 5- 7] HE,
3 Grade 1 LLFIZ72 5 £ TIREE, 7272 | 50mg THHH
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L. EIRED KRS G- FTHE & ik L
B E A & TR G AT,

ECOFME| 4 | RGO =
A
i A 4 | Grade2 DUFIC/% % CIAK A C A

¥ 1) Grade (% CTCAE v3.0 (2 & ¥V #FAff,
E2) WThoBHA Y 3 EMLL Eodig LR TEIE LaWEAICE, #5225,
7 3) AANEZ O RIIIT D2,
E4) 50mg TR L 7= ICHUE S AIER S O L 2B &101E, 52 HIET 5,
T 5) HEE ITESEN & 7 D ATRENEDN 2 & HIRENHIM L5 A 2 R,

R

FEREIZXT LT A2 B E DRI K O AFIZEH T 556, BEORIEHZEOERICED .,
T R S E ST IR YW A T B 7 25 L L CEWNE DHERRER (JO20302/J021097
B CTORIKEILUEL FLE LT,

5. ERPRALIR

(1) BERT—2/1\v5—2
[HIBRAAE 72 I3 » EITIEC. M ARSI TR ISR U 7= FE/ Vil liiE ) 1%, 2009 4F 3 A
PIRTORETH D055 L,

DREUIRTRELL R (2 )Lt/ \§E 20mg, & 100mg) | [SHFHERKT —2/\v7—2

"ff)ﬁ (if%) S 0 R T O FFA ek
248-004 I Legl : A%l 25, 50, 100mg (po). FH BT IE B R #I[ElH
CKIED 5z 3 HIEAA, 3 M % 4 HE FHRFIC
Leg2 : A% 50, 100, 150, 200mg (po). M
1H 1[E (1, 4~24 A)
Leg3 : A% 150mg (po). 1 H 1[El#A
JO16564 I AF) 50, 100, 150mg (po). FH I B R e
(HAR) (E@ge) |1H1E 1B, 3~23 H, 31 H~) FEREIC
e
OSI-774-155 Ib A 100mg X% 150mg (po) . FH R I Rk ERE(i]
CkHE) (Wegsl | 42711083 BLEY 1B 1 EER
B FHE)
GEM 1000mg/m? (iv)
<P A1 1, 8, 15, 22, 29, 36, 43 H
H/8
ANV 2LKE 1, 8, 15 HEMABY A7
V%
J020302 I A% 100mg (po), 1 A 1[EEH IEE R R
(HA) (E3s) ATy 713V AI7V1IDO3HEBLED, A | (FA 71 8FT)
Ty 2T A7 NL1DO1IHALY 1H1MHE
HA)
GEM 1000mg/m? (iv)
-1, 8, 15 HBE/M4 WY A7V
J021097 Il A% 100mg (po), 1 A 1[aEH IEE R R
(HA) (FER) (JO20302 Dk 5
GEM 1000mg/m? (iv) wREr, YA 79 LK)
<1, 8, 15 HHM B A 7
PA.3 I AHKII7Z A 100mg X1 150mg (po). 1 H | MAEZH(T Z ARSI | 0
(Frx (3s) 1 [E#E B GEM 1000mg/m?2 (iv) CEE R
th) YA 711, 8, 15, 22, 29, 36, 43 H
H/8
YAV 1, 8, 15 HEMA WY A
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(2) B

(H4)

H
SSED)

SEF > K O &

FTYPA

ot

s

GEM : Ao Z e

) ARSHEHEL ORI, FMEMRETIX 150mg 2 1 H 18], BEETIX 100mg # 1 H 1 [HTH 5,
[V—3. HELUHE 2]

TEGFREGFEEBGHEDUIRTRELGCES - EITHT. NALPEERAEDIE/NMEREMME

IZHITREBERT—R /Ny r—3
ﬁ%%% ‘4-2 N N =N — N Y ey
([54,) H AN O HEL O & FHA &Rk
ML20650 I AHl : 150mg (po). 1 H 1 [ml# H miEAfb, FEEM. 28 | PHMm
(AL ) (k27951 - CDDP+DTX or GEM WA THER] H
% CBDCA+DTX or GEM
NP18716 I Schwarz Pharma #18¢* : 150mg (po). Hi[E] | ME{EA{L, JFEEM. 28F | FHM
(77~ Roche #L:84* : 150mg (po). H[A] (7 1 AF—r3—)
)
J022903 I AHAl : 150mg (po), 1 A 1[EL#HH FHEM, H LR
(AA)

CDDP : v XS FF |

¥ ORHFHIHWERBR T, BRI LA ORESHE N R D720 AW FRIRIEEEZ T LT,
1@;(%%
< El ZISA BT 25 B>

% [ tHERPREAER (J016564) 29

AT A v RS, RERA&RES, —7 3Bk

RIS B B 15 6

575 mynF=7¢ LC50, 100, 150mg/H & #5-,

FHla—A ;1 HEICHEROKELG L, 2 HBIXMAIE, SHE XV 21 AfEAAZOE
LU, 7 HEMRE L7,

52 a— AL B ERO®RE L, WBOMEITI A SR WS I3 kR 57T EE
L7z,

FEMIEE - EZEFMEIEHE ; 22t (Grade : NCI-CTC (Ver.2.0) 2k %)

BIREHMIE B ; 3EEhRE, BN T REAE ] C OIESHE/ R (RECIST ) 7E 2 e CTH
i)

PERAE IR - 2FNT S 0 ORIER R IR 218 L TR bivle, EREWERIX Gradel~2 ©
&ﬁﬁ*(mn5m)&wa%ﬁ*(wn5m)f%ot0$%%111mmgaf
HEHIRENE (DLT : dose limiting toxicity) & L CHIEMEMZ (Gradeb) 73 1 )
ROLNTZHOD, 150mg/H £ TOHE T, BEMMELSLO DLT 1580 i
T KAME (MTD : maximum tolerated dose) (ZIXE L2007, £72, BEZE
THRIERA GIRD N o772, 150mg/ H O HFK 51T AR REE & 2 bz,
X512, 100mg/ H & O 150mg/ B (2B W TIE =B 3 el S 7=,

PLEDOFERN G, 5 TNHRBROWHESE A EITWA COREH ERK, reF=7°L
L T 150mg/ H O H # A G- &l L7,
E) KGR SN HER ORI, BN TIX 150mg 2 1 B 1 [, BB TIX 100mg 2 1 B 1[ETH S,
'V—3. HIEKUHE ZH
<571~)\ BT D kR

2% .

E b EH: AT R
KGRI - A B 51 1

CBDCA : hVRTTF o,

I*E EREREXER (248-001) ¥
.ﬁﬁ%’ﬁT*)‘%/ EWE, HERE ARG, BER, 77 2R
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gH Gk e F=7LLT1, 3, 10, 30, 100, 300, 1000mg/H (34 i) XX 7 &R
(17 #) % H[ERE O # 5,

FEAMIEE - EEERHIIEE ; ek, AR, EpEhRE
2l YKEMEEIEE s A FTT ATV T«

ARG @%%ﬁ BWTEARARMEZ R L, FRICER EFEE 2 5T AIEERD 5
ﬂ@ﬂotoi&hk®ﬁi$%i%ffhotﬂ\ﬁ%%%@%ﬁ%&@iﬁﬁ
IS BT U7z, AHI 300~1000mg/ H % 65 L 7= ¢ 5 Tl 90 L OV R P
NRD BN, EEOAHREFST 1000mg/ H A G5 S/ 1 4] §E8%) Thoi-, ®H
BRAERZINTNOHERICBWTHRO b ol

1) AREIN T AELOCHEE, FE/NAIEME CTIX 150mg 2 1 H 1B, HE¥ TiX 100mg 2 1 H 1 [ETH 5,
[V—3. HELUHE &K

55 I b tBEGEREXER (0SI-774-155) 9. ©
ﬁ%7ﬁ4/.%iﬁﬁ\ﬁ—7/ﬁ%
32 i [H o KE
RRBFE  UIRARREOEI., RPEIT XUTE L < XIS BE U7 Ly 2 BTz T
% AIREMED & 5 [E T3 B 26 151
BHIE S A2 e AT A7V 1O 3 HE LY = reF =7 L LT 100mg Xi% 150mg
EORFAES 1A 1EEARO®ZES),
BERETL AR (o F=7L 1L T100mg+7 Ly ZELV) 94
TRIERET ;BRE (maF=74L LT 100mg+7 L %) 34
CHt (moF=7LLT150mg+7 LX) 14
(ERPILENUET SNAMEFRIEPRER S LIL 1 LY RA U ThHEEELE
IMUT=728, SETRIORIREBE ZIRFRE T | TR O RBE ZIBFEHEDE L,)
T ATHEE 1A 1000mg/m2 & LT DA Y 2 — WS TER IR G-,
YA o1 1A, 7R S
HA 72 LR 1R 3 EM&RG 41 EEIASK
* o EPRRAER O RS ITRRD
SR E - FEAMITER ; 222 (Grade : NCI-CTC (Ver.2.0) (12X %), AR, HKNIHE.
SEYHhhE
BIREEHEER ; 7 Ao % B0 X D IEEHE/ IR (RECIST & &4 ¢ E)
ARERAE R - JRIRRE 1 © AST/ALT #4/ DLT 78 3 BB L7z, & D%, BEIRELUEDNKET 21T
VN, TEERET TRRET L 7RSSR, DLT (3580 Hivie o7z, AR GICBEE 3 5 £
ﬁ%%%uﬁ%\%%\T%@%otoﬁﬁ% K DR O MEDOFERIT BN
. [R#I150mg/H., 7 A3Z 2 1000mg/m2] #51ZZAATH-T-,

1) AREIN T AELOHEE, FE/AIEME CTIX 150mg 2 1 H 18], B TiX 100mg 2 1 H 1 [ETH 5,
[V—3. HELUHE &K

(3) AERGEFERAR
GMENIZ T D AlfE>
% [ 1BEGPREAER (248-004) 79
AR T A 2 R, RERORE, A—7 kR
FE e [H o KE
KGR LTI E R R 56
WEE TR 3 O0EERICT, 1 a—2 4L LT 1 ARAHEZHEE,
WIRE, = lunF=7%L L T25 50, 100mg/H% 3 HEAE ROy (3 EMEKEE
+ 1 ERHE)
B2/, A F=7L L ThH0, 100, 150, 200mg/H Z % N5 (1, 4~24 HH
#e b5+ 1 HEFEIAEK)
WHE I 2BETHE LN/ MTD (muF =74+ LT 150mg/H) % 1 H 1[aE#EH
BOs
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MBI E
AR A

LatE, A, SEpEhie, PR

PR D 61% T TRINFRD B, 1T & A ENBE I EETH -T2,
200mg/H ##5- L7z 3 /i DLT O FHINB D b= b, ZettErn 774
W%@ﬁ?étby%%%%ﬁmﬂﬁbfI&Wﬁﬁgf%é1%mQET@@%%
BINL7ZEZ A, 150mg/H 285 L7= 3/32 ] (9.4%) 2 DLT O (kifEsk

IR %ﬁ%1ﬁ)ﬂ%®%nt_k¢% TrF= 71mmg@1a1ﬂ&5%
MTD &PET 5 & & b, # TAHRBR OHESE & & flkr L 7=,

) ARSHEHEL ORI, FMEMETIX 150mg 2 1 H 118, BEETIX 100mg # 1 H 1 [HTH 5,
[V—3. HELOCHE] &1

% [ FBEGEREIER (A248-1007) 9+ 10
HERT WA v A —T B

SN RNES
SRR

5 T51k
D FEEHEEE ; 22205 (WHO & O RECIST ] HE CHE)

FEAE

RS A

(4) REERIGER

KH

4 5K &G b SRR DN C & o 7o b R B IR 152 SRR B 5 0 FE /N it
Sz B 57 il

TArF=7LLT150mg % 1 H 1H#H (8L E, &k 52 ) KOs,

RIREEIEE ; pigh =y he— s i, EEAGEIN, 24RO
FAFHE, QOL, Zatk, ke

TR 12.3% (/57 H)) TH-o717,

LZEMEIZBE L TX, BELX O THIORBUBEE Xm0 - 7225, kg X h & T

bV, HEOWESCKREZESTHZ LITIFEALE RS T,

PLEn e, BRI % 5T b FE D 50 C & - 7= FB/ N R i B8 O Va1 kT L

KENIEH ORI 2T a7 v ANVERTDH I ERRB I NI,

1) BRPEREEAER

CINESPNIT

BAERILS

B % A

MAEEEERAER (ML20650) 'V

BT VA v RSy, JEERR, WATHER LR

ESNy S
;d-%f%%

551k

A IE H

AN, TTVAAFZIT
(LERIERIBIR D EGFREIEFER (Exon 19 ORI F X% Exon 21 @ L858R 24
B AT 28T T FEIR O IR Nt B 153 61
AFIRE ; =/rF=7L LT 150mg/H% 1 H 1B H KRS,
TITRREE UTOWThng, 3EMI LRk 4 VA 7 vETHRE,
O A7 ZF 2 7bmg/m? (1 BH) + FEZ¥kE/L T5mg/m? (1 HH)
@QvAFTF v 7bmgm2 (1 HA) +47 L% 1250mg/m2 (1. 8 HA)
VAT T F N TRWEZIZIL, LTOL YA RN,
@ANKTZ7F > AUC=6 (1 HH) + KX Ft&/L 75mg/m2 (1 HH)
@HINKRFFF o AUC=5 (1 HH) +4# L% EL 1000mgm? (1, 8 HH)

D EERHMEE ;BRI

RIVGHIEE ; 230%, 24N (1L EAFRRD 2 FAEFREET) ., FishET
A, FeAebE, T EGFR WA TAR, QOL

16



ARBRAER AR

SE/NHlIREAMIE Z X R & L - B AL E AR

FHER (ML20650) Ri#&

HR (n#— L)

THEM ARHIPEG-HE ls==-3E s 3 (959 {Z R ] p &
M TR A A 0 T 9.4 71 A 5.2 71 H 0.42 <0.0001%
(Hrgfi) (77 B (76 1) [0.27-0.64] ‘
e 54.5% 10.5% B .
R (42/77 1) (8176 1) <0.0001°?
¥1: % v hA~7H 201048 H 2 H
*2 : RECIST (Ver.1.0) #A R A iz L 5¥E (CR+PR)
*3 : JELREE L72 W Cox [ERET /VICRIT 51— Rk
*4 : FEE R Log-rank &

*5: A 2 BRIE
i T A R O Kaplan-Meier BhfR

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

= iF

-

Sl

# Jt

—_— R (7T
{Lofsahie (7640)

e

%l?lﬁ
q

9LffD) (o)
YA EOREES

21 24 27

30 (H)

fbefEmeikle 76
AR 97

14 7 6
42 26 17

11

2 1 0

iP5 2

0
0

224 ; ML20650 78R TIIAKIRET 96.0%, (LFHIERET 98.6% DA EF G HL
L7223, Z OWNEIZZNZN O AN 2L DO TH Y | AFIRETIIRE
(RASH) & T, fLFRaERE IR AL, A PERBE, /M AE S D
MHEFEE DB S @ 7o 7,
KA GHE O 2RI G675 B 69 il (92.0%) IZRIEAHARD &
Nz, ERBEWERIE. TH 43§ (57.3%). %35 37 #il (49.3%) ZETh-

7=

m i A - EERE IAEEEKRER BGR 21) 21
RV A L MBS, 7T BRI E SRR

F—=ARNZVT HTFH, RAY ARTZ)N AVz—TFT v W77V N, =a—

V=TI RAXTa FUVTITVN NI =T | VAR A A TR
yFrL OKE, PE OGEB) . ¥V v CIE1T VE)

TEGHEHEE ; aEA IR

Hipd EHRHEFRIE 1 LY A NN T H o T IR N T B 731 61
e F=7& LT 150mg/H (488 f3*) XX 7&AR (243 41*) Z# 1 H 1 [EEH

R L SIS RG2S L)

BIVGHEERE ; QOL, MEHEAGFHIR, R, 20, e, EGFR &A%
i LR OB, HKEhRE

%= f [
SHREE
k551

(Y=
FEAmIE E
PR

IRENCEZRD & DIERNFRO Hiv, AFOAMEN RSN,
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SENVHRERME Z R & L-BEACZETRE MABERKRER (BR.21) MR

HR (~#— Rk

7 H e | 77espsn | RV T p g
SRR AR 6(‘?;871;?? 4(272371355? [0681%87] 0.001
LR (188 ) 245 1) B B
mumsEmme | G0 s ) ‘051073 | <0001
R=3% (CR+PR) (38?4307/0% ) (2/(;3;/0{% ) - -
R TRAR taa o) e - -

*1 : Jghl Cox [AIE T /MICHIT H - — R (@HIE T : ECOG PS, BiLZEREIEL 2 A V¥,
HIL SRR 5 75 F A O A 8, BiTAHRORK B%%E, EGFR & HRIRN)
*9 : J& 5] Log-rank #iE (EHIE - : ECOG PS, L #HIEL ¥ 2 V¥, A ARIEICET 57

5 FFRFIE A OAE, BAEORKBZE,. EGFR & A% Bk
EGFR & AZBBURBUZ BT 5 A O LRI Of5 R 1L, EGFR

B ARG (RA&SEE 117 4, 77 v R %58 68 #5]) HR=0.68 (95%
FHEXH ; 0.49—0.94) . EGFR R B2 (RFI&R 58 93 ., 77 &

N H-H#E 48 i) HR=0.93 (95% (5 X[ ; 0.63—1.36) . EGFR & A3l

R (RFE 58 278 i, 77 B AR GRE 127 1)) HR=0.77 (95%{5#HX

M ;0.61—0.98) ThH-o'=,

Ve KR EREOZRVERH IG5 485 I 481 #1 (99%) (ZA EHRNGR
BTz, ERAEFRGIT. SEREBEDORE 366 6] (75%). T# 261 4l

(54%) . BERARIE, K54 250 i (52%) & THh o7,

BAEREL-ETRFEMARERKHER (PA3) -
AR T A v SRR, BER, 77 BRI E SRR

E g EH: TN TF A=A T UT, X —

SR
551

FEAmIE E

PR

TV, ITHE TV

RAY AF

DA, XV vy, FE (FH), ATV, A ZVT, AXva, —a—V—TF
K, R—=F v K, V—~=7, YU AR—=, KkE (LIL 18 HE)
BN RE 72 R EA T S TSR M s R B 569 1]

TAUVEE AT EFH&RS QB 1EEARORS),

100mg 54 ; =/unF=7L LT 100mg (26141 Xix77 k&R (260 )

150mg #5-8f ; =/eF=7L LT 150mg (24 f) Xix7 7R (24 )

AT E 1 1R 1000mg/m2 & LA T O A Y 2 — W CEIIRN$E 5,
YA 7017 0 1B, TS
WA 702 LI M 18], 3B BE+ 1 B EIREE

*1: ERNARAELOHE L TR D

TEGHEHEE ; eI

AR AR H ; AR A 285038 0 1i# . EORTC QLQ-C30 % M 7= QOL,
e, EGFR %381 2RO RE /e &

A 100mg B H-HEIC W T, FEFHMIEE Th 2 24 Ao P REiL s L
AEHARFNEE 647 WA, LB+ T 8AREE B9 HHT, A

VA E A ARIRECHE R EE (p=0.017, /&5l Logrank 2 E) &/~ L7,
RG22 ICB T ORI TO LR,
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*9 : 100mg B 5-Ff+150mg #% 5-1%




EEERRE L-BEAL-_EEREMBERKRAER (PA.3) miE"

HR (~FF— FH) ©

IH H A +GEM F 7' 7R +GEM #i% L0502 X [ ] p fiEr*e
N 6.37 7 1 5.91 % A 0.79
AT IR e f (285 i) (284 f3i)) [0.66—0.95] oont
3.75 7 A 3.55 71 A 0.77
i
s 8.6% 8.0% B
T (23/268 fil) (21/262 f4l) 0.875
*3 : RECIST (Ver.1.0) A T4 2k 5¥E (CR+PR)
*4  [FRNACHEAR SN AELOHEIZ, BB T 100mg = 1 H 1ETH D,
*5 : J&H Cox [FHFE T /LTI 51— KiE (BRINT : ECOG PS, BIBOHEITEE)
*G . A/ AE IR & MRS F AR o0 FList 138 R Log-rank M E (JBRIKF : ECOG PS. ZHEOHEITEE)

et ARH| 100mg B 5-8E D2 MR R 55] 259 fild 256 i (99%) ([ZHEFHG:
DR BTz, ERAEERIL. Y 188 4 (73%) . 9% 180 # (69%) .
L 155 1) (60%) . BAKAR 134 5] (52%) ZETh o7,
100mg B 5HEDZE BVEMAT R SHER] 515 BN T, Ay ¥ B v +AKHA
BT AV A+ T T BRI _NGHEEICRE L AEERER IR,
TR, REECD . RRYME, DR, RERLEE, B, BRRERE SR 6

%

R GHE2 DL BV GIER] 562 BBV T, 7L Z B+ KA

T LVEE U+ T T AR ASEBAEICEE LA EFRIIES, T
I, AREBAD, BYYE, DONK, SRS, SHnAETohs,
*9 : 100mg B 5-Ff+150mg #% 5-1%

100mg 5 BICBTARMENTLLVZE L+ TZ7RELY WWEBVWVEEER

g T hv e+ ARAIRE (259 1) FhvE e+ 7T ARRE (256 )
= 4 Grade Grade 3 Grade 4 4= Grade Grade 3 Grade 4

EAERR 256 (99) | 124 (48) | 56 (22) | 248 (97) | 123 (48 | 40 (@16)
il 188 (73) | 35 (14) 5 (2 | 178 (70) | 34 (@13) 6 (2
W5 180 (69 | 12 (5) 0 O 76 (30) 3 0o O
T 125 (48) | 14 (5) 1 (1| 91 (36) 5 (2) 0o O
IRED 101 (39) 5 (2 0 (0) 74 (29) 2 (<1) 0 (0)
FEEL 93 (36) 7 (3 0 (0) 78  (30) 9 4 0 (0)

JEYE 80 (31) 9 3 1 (<1 | 62 (@24 | 15 (8) 2 (<1
H N 56 (22) 1 (<1 0 O 31 (12 0 (0 0o O
5 Y 50 (19) 5 (2 0o (O 37 (14) 2 (<1) 0o ()
LR 43 (17 2 (<1) 0 (0) 34 (13) 1 (<1 0 (0)
Ik 42 (16) 0 (0 0 (0) 29 (11) 0 (0 0 (0)
BIEpE 39 (15) 2 (<1) 0 O 26 (10) 0 (0 0o O
Za—a/NF— 34 (13) 3 (1) 1 (<) | 25 (10 1 (<1) 0 (0)
537 33 (13 0o O 0o O 22 (9) 2 (<1 0o O
e 31 (12) 0 (0) 0 (0) 22 (9) 0 (0 0 (0)
Fe & w5 24 (9 0 O 0 O 7 (3) 0 (0 0o O
S i 18 (7) 0 O 0 O 2 (<1 0 (0 0o O
J¥a5E 17 (D) 2 (<1) 0 (0) 9 @ 1 (<1 0 (0)
M S 16 (6) 0o O 0o O 8 (3 0 (0 0o O
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FBUEGIE CREBLEE%)
43 : MedDRA ver.6.1 Grade : NCI-CTC ver.2.0




2)

(5)

(6)
1)

EREHEHICBTARBENTLVIELV+T7RELY ULEVWEESRR

AU E s+ AFIRE (n=282)

FhT A+ 7T REE (n=280)

AERS 4 Grade Grade 3 Grade 4 4 Grade Grade 3 Grade 4
PHERG 279 (99) | 135 (48) | 64 (23) | 272 (97) | 135 (48) | 46 (16)
I 57 207 (73) | 39 (14) 8§ (3 |197 (700 | 38 (14) 7 (3)
FIB 200 (71) | 16 (6) 0 (0 79 (28) 3 (1) 0 (0)
TR 144 (51) | 16 (6) 1 (<1 | 102 (36) 6 (2 0 (0)
R 113 (40) 7 () 0 () 84 (30) 2 (<1) 0o O
FEEN 102 (36) 7 (2 0 (0 89 (32 9 (3 0o O
YT 92 (33) | 12 (@ 1 1) | 70 @25 | 19 (7 3 (1)
RIRDS 65 (23) 1 (<1 0 (0 39 (14) 0 (0 0 (0)
5 PR 63 (22 5 (2) 0 () 53 (19) 3 0o O
9 DY 52 (18) 6 (2 0 (0 43 (15) 2 (<1 0o O
LR 47 Q7 2 (<1 0 (0 38 (14) 1 (<1) 0 (0)
Ik 46 (16) 0 (0) 0 (0 32 (11 0 (0 0 (0)
BIEPE 45 (16) 2 (<1 0 (0 34 (12) 1 (<1 0 (0)
BB e 41 (15) 0 (0 0 (0) 30 (11) 0 (0) 0 (0
51 36 (13 0o O 0 () 24 (9) 2 (<1 0 O
e 35 (12) 0 (0) 0 (0 25 (9) 0 (0 0 (0)
B R 33 (12 0o O 0 (0 10 (4) 0 (0 0o O
S 24 (9 0o O 0 () 3 () 0 () 0o O

) AGES N MIELR O EZ, B T3 100mg 2 1 H 1[I TH 5,

[V—3. HELUHE &K

RLAEHBR
LRk L

BE - fRRERI
BN

AENER

ER

HUERIEE GEHLEY%)
43 : MedDRA ver.6.1 Grade : NCI-CTC ver.2.0

FERARERE (—REAFGAE. BEERARERE. FRARKBLERE). HERTERT —2

N—RHE. BERTRERABRONS

MR Z MR & LR EERARERE (£FR%)

A IR, FEFIEL - 2007 4F 12 A 18 H LY 2011 4F 3 A 31 HE Tlz,

BERIEFI & LT 10,601 BINEEESNTZ, Z0 ) b ERIASBERERF] -
T BB D RIMER Z RN 9,907 Bl 2 L atEftratg s L, £7-F 2060
JAMER] & BN T2 9,661 51 2 A W AT ST SER) & L C. SR - BT 2 5 L 7=,

Par

SRMM - 12 0 H
4 M BEVERRNT R SIER] 9,907 B 7,835 %1 (79.1%) IZEIVEA NGRS LT,

Vi— 8. BIfEH) 2RO Z &,
LR BT ORGSR, BUERE . 25 RERE (ECOG Performance Status : 2-4), [
EMERE B OE OO L., FRYYE O A OF SUIBEE. Bl U S8 P B FE M it

BOBOFUIBEE, SREMERR AR - HEOfRK T L L TRt S,

R

p=11{l}

A TR R & 72 D
REJEDI,

R

T, WEMEMEARNRE L-BEEMA 2R E LTS EEMITOR R, 25 R0E
KRE (ECOG Performance Status : 2-4) . 1IE% i 5AROMBKAE, EEMMOOEH M
BEYEMREO PRARRE Y (RFRELE) & LTRSS,
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Cox bl — FETILERAWRHEMMEERRICHEHI S ELEERTRER

¥ =T o/ f=

BT el I B R T
EEMERTR B o0& OF AT BRI fiis A |55.341 | <0.0001 | 3.186 2.348 | 4.323
WPl fius A |34.175| <0.0001 | 2.247 1.713 | 2.947
5 X X COPD O&0F SUFBEEE | A |20.647 | <0.0001 1.859 1.423 | 2.429
W GIE DA DF X F BEAE R i A |6.2273| 0.0126 1.539 1.097 | 2.159
EHIRERNR
(ECOG Performance Status 0.1 2-4 | 8.9205| 0.0028 1.430 1.131 | 1.808
(PS))

fENT F15 : Cox BN — RET L E2 WL L BT (Stepwise 5. A B /KU 5%)

SIRIED « L EVERRAT S RIER] 9,907 D 5 b, EMALEET — 4 % HT 5 7,835 i

HESL : BV MEME BB A 1

FRBIZES  YERI. AEEn. BMI, AR, FE/NMBRNTE OWIEIZE H 2> b & 5-846F COWIR, A0
BEFEIE /i H%X ¥ COPD. A OFUIBEAIE /EVEPERGE B, A O UTBERRE /B e |
RS OF, BREESHE. LMERE0E, 7L AX—FF, BUERE. PS. HUREE () .
#% 5.5 LDH., J?f* THTDEMEIEL VA U, AT B ETREIE, 7T 4 F =T IRE
Ji&

ODRAT4 v EESHTERV-RESEMEEFPRIRAFICHT S S LERITHER

ES G4 o/ f=
I I I
PS 0.1 2-4 2.520 10.715 | 0.0011 | 1.449 4.384
FRAF AL 3 il 50%74 50%LL T 3.079 8.6925 | 0.0032 | 1.458 6.503
W BRI il " 6.591 5.3421 | 0.0208 | 1.332 32.62

IRV« Y AT ¢y VRO & FIV 12 S A RARHT (Stepwise 15, A EAKYE 5%)

KITER « BRI RIER] 310 Bld 5 b, EALRT —% 2695 276 i

HAZ%  ILD #iRste

BOIZER MR AEMD . JBURSHL. WRMEIE . PS X4y, MR, WIEhHIRE, 7R R

H & M MR SER] 9,661 i, AAEHIR OfENTE Lz 9,660 HIlZ I B AT

HIRI PO 277 B (95%(EMEX ] : 264-291 H) | MRS A 2 W O T4 & 72
729,651 BT 5 MR A AW BT 67 B (95%(E#HIX /] : 64-70 H) T
HoT,

fEEzReE LEFEFERARERE FEEBRKBIZEIT525158ZE. TART101)
A BB - BB R E R E O DY A S HE LR B U TR ERSBEIR BT 3 1 2 ARK| o ffi 5
REF CLLFOHREEZ AT D,
(1) FEVEMERTR B ORBURBLOHE L O, FEMEMEERBICERE 52 5B 25
A5 B Ot
(2) MVEMEMR B LA ORITERZBURILOEIR K O, ZaMICBE 525525
A5 ER O
(3) AN KX O IMEIZ DN T OREFT
TAAHAM,EGIREL 201147 H 1 HX 0 20124 8 A 31 H £ TIZ, FHE ARG L 72 5%
ﬁf%&bf%ﬂ%ﬂ“ﬁémto_09%#&ﬁfm FEAIER] - ERBEIEG] & bR
VT2 846 Bl B AAMEMRTRIR E L, 7222 b AV X EUOEH L LOSER] & Bk
UNT2 844 B & A IMERRIT R SER & L CL BEEE - fRAT &2 S5 L 7=,
K 28 B ET
D REVERRAT G GE ] 846 IR 704 5] (83.2%) ICEITER AR Hivi-, ML VI
—8. RIfEH] 2D Z &,
ZAE BT OFE R, MR E OB O UIREE, FUR B O NRaER 5500 f - ME TR R
Bl - BB OERK T & LTRSS,

R
G

A2
ﬁﬁ
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Cox tbBINY— FETILERAWVRHEMMEERRICHI S ELEERTRER

= " [ " L 95% 15 FH X i

E VNS AN QRN

LA 2 FEMEIRET | G| o2 P |, BT e
MR B oA P IIREE Bl H 4.9985 | 0.0253 2.292 1.107 | 4.742
TR liaa £k 2MELLT | SfELL L | 18.8377 | <0.0001 4.275 2.218 | 8.239

fEHNTT5 © Cox LAY — FET NV ZHW =L E BT (Stepwise 15, A EKYE 5%)

SHGIER] « 22 VERRNT TG B 846 Bl 5 ., RMBIERT — 4% 2615 832 fl

B2« 20t BB ) B RV M SRR B £ T oo IR

BUAASK MR, GRS, OO SUTBEEE i, BRI, PS, JFUR IS 2 EMRRIE L Y A LB (2

AN oA T
7 %h M AR R GER] 844 BN IS HAETFRIL 8 # 95.35%. 16 #H 85.10%. 28 i

68.30% T > 77,
TIREHIEIC S A LFERIT 8 71.01%. 16 ¥ 42.56%., 28 # 23.37% CTH
0, R SR HAR Tl 92 B (95%[EHEIX ] - 85-100 H) Th o7z,

fEEEzRE LB EFERARERE (BEEBRBBUMNZEIT525158ZE. TAR1401)

A BB - JEAESE RE R E O DY A RE LR B U TR ERSBEIR BT LI OFER% (235 1T DA
Kl FERE T T, MEMMEE L O OMOEIVEHRORBIRN ZHET 5,

TR, EGIEL - 2014 4E 5 A 29 HXL W 20154 5 A 31 HETio, [EASBREREDOMN
AR IFBLIE L SO B XA R ERSRE R PE ) IS OREEX I\ T, SR ZE R G & 72
BBERIER & LT 29 I BER S NT-, T D 5 HLIEE GREN & R\ T 28 il A 22
fEMT RIS & LT,

BRI - R 28 E C

7 M R EVERRNT R SUER] 28 B 18 5] (64.28%) IZEIER RO Bz, FEMIE TVII—
8. RIEHI oz &,

2) ARRBEFHELTERFENOARXEERL-AE - HBROUE

MOIBRANREZ2 B8 « EATIE T, 23 AALZERRIEREA TR (ST U 7o IR/ N fitiges | ARGE I O KRB A
(ZHEADE NI 2 xR & U Te EReRrE S  paA (efiE) 2% L7z, (& T)

MR EIBRARE 7R EERE | AAGRINF DGRBS IE S S ol 2 k5 & U Te BRI ki A (42
Blidr) z% L7z, (F&7T)

(7) Z0fth

1.

AR UVREMHICET HHER

DS AL RIEARTBIR D IE/ N it

CHARNMNZIBIT 2 B>

ERE IHEERRRER (J022903) 1@

(LFFRERIGHRD EGFRELEFEE (Exon 19 ODRAEEE YT Exon 21 O L8R EBE) %A
T A HELT ST O IE/INRREIfHE 2 % 5 & U 72 AH BMEIE O [E NS TR ER RS (J022903)
BT B A ZIEREm RS 102 Fil D plEE 2 LL T ISR,

SE/NHERaRE Z R & LI-ENE THEERKREER (J022903) AiiE

TH 1 J022903 (102 i)
HEH R AR I Ul (96% 151 IXH) 11.8 # H (9.7 1 H —HEETRRE)
ZERhEE2 78.4% (80/102 f51))
JRE L o — LR 95.1% (97/102 )
FENIRI R YL E (95%(SFHIXH]) 11.1 75 (9.4 B A —HEEARE)

¥1: Ay MAZH 2011 9H 1A
*9 : RECIST (Ver.1.0) A KZ7 A4 12X bHE (CR+PR)
*3 : RECIST (Ver.1.0) # 14 KT A4 2L 5HE (CR+PR+SD)

A PERHm TS5 103 619 103 51 (100%) (ZEIER B O bz, EREWEMIZX, 382 85 #i
(82.5%) . T 82 f5l (79.6%). FZfg#zIEE 79 ] (76.7%). JNPHZK 68 5] (66.0%). < 9 FEAE
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66 il (64.1%). HINK 64 (62.1%) % ToHh -7,

CAHARNKOSMNENIZ I 2 Blifs>

ERH£RFESE b/ M58 (RELAY 5HER)

{LERRIEE D 7oy EGFR B2 R (Exon 19 DRAZAF XL Exon 21 @ L858R &) [tk
DOHELT « TR OIE/INIIEITERE 449 61 (HARNERF] 211 flzETe) 25U, T AV~ T
+ARFNE T TR+ AR L BT D EEAL T EER T T B AR R GEIIES— 1) &
Ehi L=, 7 LI b~7 10mglkg XL 7 7R (2RI 1[H) &AHK 150mg (1 H 1[8]) %
WREDEALENRD O D F TG 2kt L=, FEFMIIEE CTh 2 T EAGFHMIC W T
HERIEE AR, 1 FEREAGERIIT L3 L~ 7+ ARKFFEERET 71.9% (95%(EHE X[ ;
65.1—77.6). 7T R +AKFHEGHET 50.7% (95%EHEIX[H ; 43.7—57.3) Th-o7='7,

EfR4L RS [b/MAAER (RELAY 5XBR) mUf&E

T LI T+ KK 7R+ AK
PRt BehaE
JEBIEL 224 225
A R MR B 122 158
AR IE (F) 19.35 12.39
(95% 5 #E X ) (15.38—21.55) (10.97—13.50)
NP— Rk 0.591 (0.461—0.760)
(95%15 #E X [#]) P<0.0001

i A 2 HARA D Kaplan-Meier gi#E (RELAY X&)

AKHNE T Ly~ T RO S vz 221 6 (HARNGER] 105 filzETe) ICBWTHB L-E
A EREGT, RYYE (80.5%). FHl (70.1%). it (45.2%). ALK (41.6%). EHEIRK
(34.4%) HThoT,

CHARNIZEIUT B RkE>

. DSAACFHRIERES TR S HE I U 7 FE /N g

EANE I BEERERER (J016565) '

e EBEMESIRIE 1 LY A NS T H - 76/ NI 2 652 & L 7= ARH B E 0 [F
WNES TFEERIRERER (JO16565) (23517 2 A 2hak it 261 60 Bl ORkAE 2 LL N IT R T,
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JE/hERaimE Z R & LI-ENE THEERKRER (J016565) AiiE

HH JO16565 (60 i)
R 28.3% (17/60 #i)
Pigha L ho— LR 50.0% (30/60 i)
FENIRI R Il (95%(ZTHIXH]) 278 H (203 H—422 H)
IR T JE (95%(EFEIX ) 77 H (55 H—166 H)

*1: RECIST (Ver.1.0) A FZ A ZX2¥E (CR+PR)
*2 : RECIST (Ver.1.0) #A FJ A X 2¥E (CR+PR+SD)

LZEMERnT S5 62 iR 62 1] (100.0%) ([ZEWERERD bz, EREIERIZ. 32 61
(98.4%) . FZJEwzE: 50 B (80.6%) . T 46 %] (74.2%) . & 9 FEIE 45 B (72.6%) ZHETH 7=,

ENE O +EEEEREAER (J018396) '
Wi L HEMEEEE 1 LY A U NS T o o 7= FE/ NS 2 x4 & U 7 AH S E o [F
W T FREGRFRER (JO18396) (2351 5 ZhMERHm I 545 46 5] D pliE % LL T IZR~T,

JRNRERTRE Z R & LI-ERNSE TAEERKRGER (J018396) RufE

THH JO18396 (46 f31])
R 28.3% (13/46 #i)
Pigh o ho— LR 47.8% (22/46 f)
FENIRI R Il (95%(ZFHIXH]) HEEARE
IR Il (95%(EFEIX ) 75 0 (56 H —H#EEARE

*1: RECIST (Ver.1.0) A FZ A X 2¥E (CR+PR)
*2 : RECIST (Ver.1.0) #A FJ A X 2¥E (CR+PR+SD)

LEMERnT 55 46 B 46 1] (100.0%) (ZEWERERD bz, EREIWERIZ. 32 45
(97.8%) . T 31 % (67.4%). % 9 FEIE 30 B (65.2%) . Fef&wzli 27 5] (58.7%) & ThH -7z,

. IREUIBRARE R (X L NEE 26mg. & /LB 3EE 100mg)

CHARNIZIUT DRk

ERNE I+EEERKER (J020302/J021097) 20

I ARRENE R 26t G & Lz, AFIE XLy 2 e L off Ak ENS I EEE R R
(JO20302/J021097) (Z351F 5 A hHFRm x40 106 Bl D pkig A L N ISR, 72ds, ARBRT

1% ECOG Performance Status (PS) : 0-2 0 &FE (ERICEEINT-BEEZEDOPSIL0. 1 ThHo

72) . EMEBOAI IR T O W BE 234 & LTz,

B R E L-ENSE THERKFER (J020302/J021097) FitE

THH J020302/J021097*2
AEEHIE P IE (95% (5 X H) 9.23 7 H (831 #H—10.78 B H)
MR AT AR P (95%5 R X ) 3487 A (2.63 W H—3.18 7 1)
RS 20.3% (13/64 fi)

*1 : RECIST (Ver.1.0) HA KT A X BHE (CR+PR)
*9 : J021097 BT JO20302 B D ke kB

MR 2451 106 iR 105 1 (99.1%) ICEIERZ RS bz, EREIERIL. SIEREK

IZEEOFRIE 99 B (93.4%) . Al 86 B (81.1%). HMERED 85 B (80.2%) . ML/ MEL, £
AR 77 6 (72.6%) . LFHERED 74 B (69.8%) ZETH o7,
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VI. E3hFEE(ICEH T SIEH

1. EEFPHICEESHSILEMXIZLEYE
T4 F=T
HE B O H 2{LEMDONEE XITZRE L, KOE LS NTIHCEELSHRT L L,

2. FEIBER

(1)

(2)
1)

YEFRERGL - EFRHERE 2V

R IGEN T2 B (EGFR) 132 BRI F oy o % —F (TK) Th 5, LEEHKE T (EGF)
R FUAT 4= TR Ao (TGFa) 72 ED Y T ROMEIC X o THERGMRD R
WK F2 kT n v % —8 (EGFR-TK) 2MEMbEind &, EGFR o7 ¥ 7% —EH
SHC (srchomology and collagen protein) % & #ekk 4 2N E 28 Y b S D, 1EMEL
L7 EGFR O 7 F)vid, 2o X9 iilaNAAE ok 72 ) ViRt ~A Y= a >
o7 A% F—% (MAPK) 7074 %) —¥ B (AKT) 72 EDOiEMHE{LE N LT~ E
EEINDHLEEZLNTWS, BNTIE, 127 VU UEEESF—F (Cdk) BHER 0 p27KIP1
DOIBANHL RB & H (pRB) OV Vb2 ENRF & S b, 2 b OENE - O NG
X, MR A GL IS SEIN B TS Y, MROEEE L7257,

EGFR #H b MEz AW —EHOIER KRR ICB W T, =/ F=71% EGFR-TK % R
WZHET 2 Z L2k, EGFR ¥ 7 BRI 2 BRI PHE U, S &2 o~ 9
RS T,

HEMEET T+ HREBEAE

EGFR-TK (2349 %5&iR 1t 2

£ RE EGFR-TK 2313 % #IRMEEEA

EGFR-TK (Zx]3 2 B4R 72 LEEEIL, 2K EGFR K U¥IaNtEIK O EGFR % V- in
vitro AR CHiFt L7=, =/ rnF =7 (CP-358,774) IX. EGF CT#HE I n/-2E% EGFR @ TK
151 % 1Cs0 i 2nM CHEERAFAICFRLE L=,

100
S0
80
70
60
50
40
30
20
10

0% ey ™ ) T o)
00t 01 9 10 100 1000
[CP-358,774] (nM)

SRV EGRICHTHTLAF=TOFOL X F—EHEEA

— . FEZRAEBFa T —EBTHD csre KON vabl BEElckT A5z 1ruF=7 (CP-
358,774) DOMHEIEMIL. Wy EGFR-TK (2% 5 HEEM D 1/1000 LA F Téh - 7=,

Mean=S.D.(n=6)

% of Control (+ S.0.)
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100

80 B EGFR
—- ® c-src
<]
E 60 A v-ab/
B 40 Mean=S.E.(n=3)

20

0

) o -
> ©
g ©

[CP-358,774], uM
B c-sre RV v-ab/ 129 5 T)L0F = JD:EIRMBEER

éﬁ’ﬂ EGFR-TK (29 2 T)LOF =T D ATP 5 &M HE/ER
FilickBiF A2 v F =7 (CP-358,774) DOFHEEAIL ATP EDOMINIEWEAD T2 Z &
5. Ki@ﬁﬂi{”ﬁﬁﬁ TATP BiARITH D Z LR ENT,

Increasing
z [CP-358, ?74]
c
2
]
=
[
c o~
= I)LEF=7: O OnM
8 (CP-358,774) A 0.3nM
£ O 1nM
D 7 T T ml A 3hM
0.0 0.1 02 0.3 @® 10nM

1/[ATP]  (1/pM)
BHESREREGFRIZHTATILAF =D AP BEMFOL X+ —FEEER

MR RNSEELD EGFR-TK (23t 9 58 IRpUEE /£ F

In vitroiRBRIZEB W T, =/ F =7 (CP-358,774) O#idN EGFR-TK R A A x93 5 ICso0
fElL InM T, 2K% EGFR-TK [FERICIREKRFOREMFEHAZ R LI, £72. EGFR &FUC
REENSRAEAT e X —BThEHA A KT ey X —F (IR-TK) FONT A
A A RN T R AT e v o x—F (IGF-IR-TK) OffaNT o v —F R A
AVNIHLT, = F=71L 10 MOERETH, 12EACHEMERZ RS R 2T,

140
120
100
B
-g BO
O o B EGFR kinase domain
B @ IGF-IR kinase domain
40 A IR kinase domain
20
0 Mean=+S.E.(n=3)
5 53 5 5 ~ o
Eg3ss c
= =

[CP-358,774], uM
EGFRMIEAF O o X+ —FIZwT 2T O0F=JOBEEHRA

2) EGFR ¥+ IUmERERIC %3 5 &R 1E 2
EGFR ¥ 7 F /BRI 6t 2 R 22 BLEIG 1L, EGF % & T4 Y 5H A 1 CHIIHEE X
17 FRE (Fischer rat embryo) MfuOHEFAINEINEH 2 F515(2 in vitro (2 THHM L7, £ 1H5H
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3)

KFIck->C#FEESN% FRE Mokt LT, =/LuF =7 (CP-358,774) IZ. EGF T
P XD A5 A TCs0 il TOnM CHIBEIRAGIZHNH] U 72, o FEMERRHE ZE M I 5l K+ (bFGF) |
IGF-T } QMR i R HE5EIK - (PDGF) T 415 FRE ORI %3 2 JfilEH I
595<, 1u M UL EORETHHEHWER N A b,

= 150 7

2

b=

2

=

S 0]

&

@ E

g @

=

< B 05ng/mL EGF

2 ol A 15ng/mL bFGF

Z O 50ng/mL IGF-1
O 50ng/mL PDGF

50 m

001 .01 1 1 10 100
[CP-358,774]  (uM)

FRE #Efal<xt 9™ % )L O F = J OBIRAIIETEMNHIE A

EGFR IR b ~EMRaIZ & 1+ 2 i INHI /R

EGFR %Rt MEMILICXT B /n vitrotEFEINH 1R 2

In vitro i RERIZE T 2 =)L F =7 OMBUEFHNEIEA 2. EGFR %3t KMk DiFi
A N SRS A IR RE HNS 2 TR L7, AR3E1E, DiFi & OV HNS Wfiaic 3o TR K
R 72 BE5EHIVE 27~ L. DiFi fifd To ICso fEi% 100nM, HNS5 il Cld 250nM O E T
FERTRYETEIHIER A A b7,

2001

g 150 IAOF=J: W 0uM

%‘ ] ® 01uM
E A 024M

cc:z— 100: ® 04uM

S ] O o6uM

~ 504 O 12uM

x ] Mean(n=2)

0123456789
Days

T)LAF=TJ@DiFi Mg sEnHI{E A

EGFR IR bt MEMEKBIEX — YD XIZHEITHEBRETO /n vivo EEETEINH /EFA

OIn vivo BRICE T D=V v F =7 OIEGEFEMTEIEH 2. EGFR 38t b ISEH Mk ©
& % HN5 W ONZAM Mk A481 BAE X — R~ o 2 & FV TR LTz, ARSEO IESHIEAHE
MHERIEZ, EBEREORE IRRRD 2 SDOBEHEBE X — K~ 7 2E7 /L : [Growing
tumor (JEEFE 2~4mm OHJHAEE) | &Y Large established tumor (FEEEE 1lem L EO
) | Z W TORET L7z, HN5 X% A431 fifid Of Growing tumor A X — K~ 7 ZAE T
ST, AFITIEGHEFEE ILE (L00%IEFEPLETEME) 2R L, £ 100%H5HERH % H
&2, HN5 a2 Tl 12.6mg/kg/ H . A431 IR AE R CTliX 50~100mg/kg/ H
Tholo, o, AL HN5 KON A431 MR HCR OIFEEGEZ . 211241 EDso A
Tmg/kg/ H & O 14mg/kg/ H T HEAKAFEZHNH] L7z,
—F ., =/uF=71% HN5 #EE AR R O Large established tumor €7 /U2 T H &
BHEEIE I ER 2R L, 20 100%H45HH % FH &3 11mg/kg/H T o7z, Growing tumor X
O Large established tumor O WFEMAIMEKB X — R~ U ZETF /B WT, HEPIEEZIC
G DO PRI A DAVTZ D3, Z O IR HREE L U b o T, 29
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@t R AEAL H460a XL e NIE/NIRAERE AS49 Z M L7 X — R~ U7 A& T
b rF =7 ORESEHETEIMH 2R A ME Lo, b RIE/ANHIRutERL H460a BAEE T LIZB W0
Tid=nF =7 (6.3. 12.5, 25, 100mg/kg/H) ® 21 HFEEAROK 5LV, & FEN
R HFERR AB49 IZB W Tl b uF =7 (25, 100mg/kg/H) @ 21 HREIEHREO&ES5I1ZX
V. BRI ISR T S v, 249

1600 -
—— Vehicle
. 14004 = Erlotinib 100 mg/kg
e —e— Erlotinib 25 mg/kg
£ 12007 & Erlotirib 12.5 mg/kg
g 1000 4 —— Erlotinib 6.3 mg/kg
3
S 800-
£
5 600+
§ 400
=
200 |
0 . ; ; ; ;
5 10 15 20 25 30

Days post-tumor-cell implant
E bIE/NERRRnERE HA60a X — FY DU RICHTHTILOF =T DESERENHER

@8 Lt MMk HPAC B X — R~ U XA & 4 BRI T X LIR30l = F =71
MBEOT b2 & OUFHMRZHE LTz, © MEmiilatk HPAC BHEE T Mz N T, —
aF=7 (50mgkg/H) O 21 AFE RO EGIC X0 SRS A Bl Sz, 7z,
FhvAE Yy (20mgkg/lH) O 21 AREERNES GF 3 BEfE) (IZBW\TH A B2 EE M
W RR A LN, =heF =7 (50mgkg/H. #AO#E) I[ZF LV XY (20mg/kg/iH,
BRI E) 2032 2 L2k 0 BEEHI O BEFER G A~ TR B R BEEIHI R R 035 5

ni-, 29
1,000
1 O Vehicle(control)

A I)LAF=T (50mg/kg)
~ & HFLUEEL (20me/ke)
= A T)LOF=T (50mg/ke)
.E +7 LS BE L (20mg/kg)
5
S
[

g
E
=
=
Mean=+=S.D.

a:P<0.05 vs control
b:P<005vs T)LAF=T
c:P<0.05vs ¥ LIAEY
(Wilcoxon test)

1 8 15 22

Days after treatment started

E FEEEHRA% HPAC BHEX — FY D RICEBF5ILAF=T /T LV 2 ECDOHRAME

4) EGFREZ Y VERILPAE/ER
In vitrolZH 1+ 5 EGFR B ") VERIEFRE/ER 2
In vitro REBRIZB W T, —=/veF =7 . EGFR ¥t MEESEERE ML HNS5 o EGFR B &
U U FE{b % 1Cs0 fl 20nM THEEEMAFAIICIHE L=, EGFR #E bt N R MlaLk DiFi & O
JEAIARE MDA-MB-468 Oz LCH, AL EGFR ©HC Y Vb & FHLE L=,
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EGFRD 74 74 —&R SHC (Zx{3 5 #IRAIAE/EAR 2
EGFR (%, EGF ##%iz £ v EGFR-TK BNEMEfbsivsd & . EGFR 7 ¥ 7% —EHTH 5 SHC
(src homology and collagen protein) ZNEEHANC U Vb SN D Z ENMBN TS, -,
EGFR ¢t R URE@S KT o o —BTHD IR-TK I, A AU VHIlIZ L D IR-TK
DIEMHALEND EIRDOT X T X —EATHDLA AV UZFRIE 1 (IRS-1) 23:E MY
Vi ENAZ EREmBENT WA, In vitro 12T, HN5 fildizi\W\WC EGF #lpgcEmL 7=y
Vb SHC EH&EIX, 1uM O /vu F=JHBEORMI L > T L, —FH, £ RV
VRS TCEIIN L2 ) b IRS-1 BiE, 1M o buF=THEBEEORINC X - TR Lk
Moty LRV | AIEN EGFR-TK v 7 URE S H T X7 X —&EEHD SHC DV ik
b2 BN AE 5 2 E R ST,
Invivol2E1+3 EGFRBC ) VERELIEE®ER D

In vivoRRBRIZEBWT, =/LuF =7 (CP-358,774) L. HN5 EHIMIEBIE X — R~ 7 2 DJf
Bk o EGFR @ A 2 U bz &K FIZIRE L, EDsofd 9.9mg/kg Th -7z,

1005
] 8~ CP-358.774 po

god | -+ crass7r4ip

EDggip = 9.2 mg/kg

po :Mean®SE.(n=28)

EDgqpo = 9.9 mg/kg
50 ip :Mean*SE.(n=22)

. — .
1 10 100
Dosage (mg/kg)

Inhibition of EGFR Phosphotyrosine (%) = s.e.m
3
1

HNS [EB#RRICHITA T OF = JikE5 1 BEED EGFR B2 Y VERLAEER

btk > HN5 IR AR X — R~ 7 2D Growing tumor (JEEES 2~4mm O#HE) 12817
7 NEEHENHEER (TVI— 2 (2) — 3) EGFR 8t MEMIZIs 1T 2 HGEENHEIER | 28)
EEGHERET O EGFR OB C Y U EEILEERICIETEWVAEBENRD bz 2 Enh | REONE
HHEIEAMHITEA 2 EGFR O H 2V VEEBREZ M L72ER CTH D Z L aVR Sz,

f(x) = 1.368619E+0"X + 1.047061E+1
140 RA2 = 9.160709E-1

0

Tumor Growth Inhibition (%), Multiple Dose

0 10 20 30 40 50 60 70 80 S0 100
EGFR-PY Inhibition (%) @ 1 hr Post-Dose, Single Dose

HNS fZHRE M BHEX — RY O RIZHITHTILAF=TD
EGFR B2 ') VER{LIEE/ER & IEZ 1B HNH /E A D ERE T

F7-. T/ rF =7 92mg/ke %5 24 %O EGFR O H &V Vb= ER L. BT
WZEBWT 26~40%5% 7 L T\ e Z v h . AREFEGHE IS W CEEH ORIt L H L
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TWD Z LRI,

g —8— EGFR-PY (% Inhibition)

]

g 100- 140 <

e 90 N

2= 120 o

T 80 r

s 70 00 ¢

g 9 80

o 504 °

T a0 60 o

L Fa0 S

S 20 g

° -

c 10 20 2

=] o

s 0 T T T T —1+-0 o

S 0 5 10 15 20 25

= Time (hr) Post-Dose
—&— Plasma [CP-358,774] (M) O [ESMAHEPD EGFR B2 BEBREE (%)

] A MFHRT)LOF=TRE(4M)

—o— Tumor [CP-358,774] (umol/kg) & BB T LOF=TEE (4 mol/ke)

HNS fEZ#RRi R ICH 5 T/LaF =T D EGFR B2 ) VELHEFROEREL

5) MEEAMELERRV 7R b= RFEER
In vitrolZ® 1T 2 HIEE#AEIEER 2
In vitro \ZB DT nF =7 OMKEEMICKT 2228 %, EGFR RI b | 5ESHER Mk
HN5 K OVKAGE A DiFl 2 AW CTRET L2, A3EiX, HN5S KON DiFi ifififao G1 #oi
faDEIE Z M, SHOHIgOEIS 2D ¥,

DiFi #ifICH T T OF=JDOHMEREALEIEER
Cell cycle distribution
(% of cycling cells)

Treatment Gl S G2
Control 64 8 28
Erlotinib (1 x M) 77 5 18

DiFi il BT, mraF =34 7 U AR T —F (Cdk) PHER T p27KIPL 238
BFEE L, GG SHI~OBITICEE2&EH 2577 RB&EH (pRB) 0V Vgt zfH%E
L7, LEORERIZ, =AnF=70 GLHEIERAZFE T 52 L2 "L TW\W5b, /0, £
OIERIZIX, p27KIPL ORHFHE K N pRB O U BRI EIEH B G L TV 5 ATREME S R
hi-,

In V/'vol'&(‘fé"fﬂlﬁﬂﬂﬁ\,qr.ll:1’ﬁﬁﬁ 29

In vivo \ZB\T D= aF =7 OB LTI 2T, 5 FIEO e MEiiark (H460 JE/

m@%F\AM9#d%w%ﬁ\&ws#%ﬁ\Gma%%E&wKBﬁ%&ﬁ)%%X~Fv

T A& W CREIN L7z, ARZED HLERE 0512 L WDWFROEEICBNTE -7 rET %

7Yy (BrdU) OV A& DA D3RR éﬂto Z OWAIT—ERFFHE% ., & 5RO

Hﬂ@ IAHEIZEIE Lz, BrdU BV AAITHIRE O S HINTHE Z 25 Z LB ARFEIHE faJE 1]
HEATICR LPBSEEH 27732 & In vivo 06 BB S 7=,

FTRbE—SRFEERD

In vitrolZBIT 2= 1raF =T DT R b— AFHENER %, EGFR FELE N KGR DiF

Z W TG L7z, TUNEL{EIZ X 2 8E Tl AE 1 M AT LY | TR b—3 ZMifa st

FREED 2.3%I2%F L 17T%IZHIN L=, F7-. ASK 1 M AL ;DDNA7&~@%% 2XT

b\é END, RERT RNV AFEERER>Z Enmasnz, 7a—% A hA MY —
WCEDBFHZBENTH, GL LV & DNA G EODRWHIIER (sub-Gl) DO A S,

AIEDOT R b — ZAFFENEH DR STz,
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(3)

6 FRSTRERRT - FHRERRS
BB L
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VI. EMENEICET HIEE

1. MAPEEDHR
(1) AELEDLGLDEE
AER R L

(2) BRERHABRCHREIN-MFPEE
HEKkE REES?
B RE 15 FllczinF =7 LC50™, 100 XX 150mg & B[k &5 L= &0, M
Fho o F =T BEOHBEZ L TOXIZR L, BElEEIZ5| <& SHENH 28 HAE T
50 . 100 X% 150mg % 1 H 1 [BIOHECTRER NS 2% L7z & & OERYERE T A —
X HEER G ORR LI TRIOR Lz, HEERGREOIEYEE ST A —4hb, =T =
7 OIRNENE I TRIEE TR O iz,

8_

N

—

LE‘

iE

s - ®  50mg (n=3)
% A 100 mg (n=6)
g@% m 150 mg (n=6)

=7
600
1
/
) 7
—
—

H\
§§ KA ’\\\\\\L\\\\
%8 EIJI\\\\\\ L\\\\\l
“1 1 T
b [1] l\L\I\j

R (BERE)D
BRES#omERT )L OF - JEEHE (EHEFIZERE)
BRXEIREREBFEOIILOFZIJDEYFHE/INT A —4

AUCo-24 (hr-ng/mL) Cmax (ng/mL) tmax (hr) tye (hr)
50meg/ 1 1L HAE™M 3266 [54] 194 [44] 5.0 [ 72] 14.8 [71]
23 H B 15844 [50] 820 [42] 4.3 [114] 23.6 [67]
1 HB™ 7705 [46] 571 [47] 6.0 [150] 18.0 [62]
100mg/ A "
23 HH*3 14623 [48] 1023 [31] 3.0 [ 67] 15.6 [56]
150mg/F 1 HB™ 12845 [29] 958 [48] 6.0 [149] 25.9 [36]
23 H B2 42679 [48] 2384 [39] 1.8 [ 22] 27.2 [33]
*1:n=3 *2:n=6 *3:n=5 SEHIE [CV%]

) ARSHEHERLOHEIL, FNMERETIL 150mg 2 1 H 1[5, B TIE 100mg 2 1 H 1 B TH 5.
[V—3. HELUHE] 2]

(3) &=
AR L

(4) BE - ftEEOTE
1) BEOFE
'V—3. HIELAOHE] OHEZBROZ &,



2) TLVRAEVDFE
HNENDT—H 20>
UIRARRE 72 B8 ME, RPTEST U O /B BF Ic= e F =7 & LT 100mg XX
150mg # 1 H 1 [EfEA#EE (3 HEMNGHEH), AT ¥ B 1000mg/m2 208 1 [5], 7 @K #
RN G LIz L&Dz aF =7 OERYEE T A —4% (8 HH) &M#EITHEBEIEEE 2 x5 &
LicmmF =7 B X 58 T HBRRBER R L2 2 A, 22Ot
NI aTF =T OEYEREICEEL RIETAREETIZFEA RV D EEX DN, 12, 7
LU HZE L OEYEENT A—% (1, 8HH) LA, =T =T OFHNT A
VB OEYENREICEE S LT TAMREEIXIZEA RN b D LB 2 b,

) ARSHEHELOHEIL, FNMRETIL 150mg 2 1 H 1[5, BERETIE 100mg 2 1 H 1 B TH 5.
[V—3. HIEROHE) 2]
3) HHRENEE
VIl— 7. fHEEH) OEESBROZ &,

2. EYMEERNS A -4

(1) A&
SEANDT—5F 28>
BILIERI D BH N OAF 2R AR GROME T v uF =T RENET —F 2 VEL, 1—=a
NR= I A MNETNVERGEL, NONMEM 7’0 7 Z A2 50 fiffr LTz,

(2) RILEETEL
B R e L

(3) HEREEEH
RE B L

(4) DY752RD
e/ R T Bl F =7 L LT 150mg OG- Lzt &, AT s V75
A (CL/F) XL Fo#Ey) Th o7,

ENERMEREE~ARORE LEEBORMNNTODS ) 75X (CL/F)
E¥JE+S.D. (mL/hr)
HEEER (1 BEH) 1 5486.8+2095.2
KEEER (28 HE) *2 3787.1+3334.7
*1:n=7 *2:n=6

(5) PHBRE
HEANDT—% 30>
fERERR A 18 flicm /b F =7 L LT 25mg & I EHE s RN G- L= & & | ERIRRES M A
H (Vss) 1%83.84L*17.56 (CE¥E+S.D.) TH-ol=,

) ARSHEFELOHEIL, FNIMEE T 150mg 2 1 B 1 BFRO#S, FERE T 100mg 2 1 H 1[5
Brofschs,
V—3. HEEAOCHE] &K

(6) Zith
NAFTTRALASEY T4«
SMENDT —# 30>
Rk N 18 filic /v F=7"& LT 150mg Z X & GH DAL 4T XA Z V7 1135 59%
CHEE S T,
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3. BEE (KPal—a>) @i
(1) BRATAE
SRR 1 38— | A v NET LR T R I B AT

(2) NI A—FEFHER
HEANDT —2 32>
B 591 BlCAR & 55 Uiz & & ORMEMEM BRI O R TIZ, 7 V7 7 RITH
WTNTE, AE, MR L B LT TIERroT,

4. YR
HENDT— 5 30>
Rk N 18 filic /v e F=7"L LT 150mg Z X HH DAL FT XA Z VT 1135 59% &
HEE S, HIRE DS OWIUT IR BAF T 5 2 & DRI S L7z,

5. 2
(1) mi%— K@
MR L
<BE Ty k3
HERT v Mo uC-mrnF =7 (mrnF=7L LT bmgkg ZHEHEAKLGLIZE X,
FHHEDIMA~DOBATIEIIR D > T2,

Z v F~ERRORSROMHERE

FEAR e 1hr 4hr 8hr 24hr 72hr
ilt 0.107 0.140 0.087 ERRRLLT TERPRFALLT
i 45 0.930 0.806 0.642 0.011 ERPRFRLLT

BN : pgequivi/g

(2) mi#%—iRREF BB
MM ER L
<BE . 7 v b3
HIR19BEDT v Mo UC-marnF=7 (miuF=7L LT bmgkg ZHREREO&KE L
& & BB K ORI M A O REIR 13 544 8 W[ £ CIIREM) O AR IRE & XX RIFE
Tholzh, Hh5% 24 K TIEIRE O MBEHFIRE D 2~4 5L o7, BRI TIEWT ok
FUZB W TH B HEED 0.2%FRE R 1 IEH 7= 0 IT(FE LTz,

(3) Eit~nFiTHE
M ER R L
<BE . F v ks
% 18 HEORH T v Mz uC-mvueF=7 (mruF=7 L LT bmgkg) % HEHRE MR
B L E &, i E I m g (0.5 BfE) X0 BN THRS 4 FEHEIC Cmax (T L,
T DOBREFANA U223, mSEFIRE D 10 [FLLEOEWRE CTHER LT-, HHeo mifEd
AUC Izt 25 AUC 1T 14 5 TH Y . At ~DOEWBITIERTED iz,

(4) BEEADBITHE
e L

(5) ZDDBRA~DIBITH

kAN ai]
BN -y AP
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<&HFE T v k3

HERT v Mo uC-mrnF =7 (mrnF=7%L LT bmgkg ZHEHEAKLELIZE X, M
FHEEIZ ARG U, A LIS CIIFIR, e & LB @ WO B RE D3RR 8 &
NTZ, B fERE (B5% 1~4 FE1%) % OMERT OREEITEC TR L, #5144 72
e CIRIT & A EOIRRICB W TERRAUT &2 o7,

HAFRT v MoUuC-mrnF =7 (mrunF=7¢ LT bmgkg) ZHEHFRAKE LZE XDk
FEESMITAART v MIBELL LN, AT = AF2 a0 (7 RS, AE)E) 10k
WTEWWERREDS GRS BTz, T H ORFRIC I 2 B aeid & 5% 72 FEH T3 iR E 0K
V4 IR L7,

MmERFITIE
<H%E : In vitro30)
TN F =T OMERBITREOHRMEIL, ~~ 7V v "R 048 DE X 34.2% Th o7,

(6) MIFEAFKEEED
TaAaF=TFMFEROT VT IR N 1-BEEER LHEEGT 5, B MO T 2 MEE A
AL, 3.8ugmL DEEIZBWNTK 95% Th-o7z, £/, VAT 7V U KOTarT ) o—
IWDHAFIZ K > THREEROEILITRD Lo T,

6. it

(1) RBEPALRCRBRE
fERER A 4 1l UC-m v mF =7 100mg ZHER ARG L7z & EREOCFER P S iz
NaF =T REMRTBG RO 2% R TH o722 &b, TAaF =T RIS N B AT
% Z L DR S L, SR T CIE M11 2 OY OSI1-493 BN EE 2R Th - 7o, iEh iz e
o EMRIEALR L UTIAE LA, B 0SI-420 25 4 FEEOHW A FIE S iz,
(GMEAN DT — 4 3D)
R OREIZIESE . T n F =7 ORFREEIZTITLLU T O 3 #E L HEE Sz, 37
OFF 7V BRMAIBED O-fit A F Ak (0SI-413/420/943) & ZiUTHki< LR g (M11) ~

DAl

Q@7 F L MO & Z UK T U VAV B (0SI-493) ~D K5 i
®7 = =T BT L ARy DI ERAKERE (0SI-356)
FACHFREE D O-Ih A F /AT X 5 (0OSI-413/420) OIEANENEIZ= L rF =7 LHEEL L,
ZOMAEFERE T L0 F =7 D 10%LL F THER L7z, 39
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0] ‘ XN
O N/)
0SI- 493 \
\o/\/O
/o\/\o
\O/H NQ\
O ‘ NN
(@) N/)
o/
0S1-413
=
(@)
(o)
oS

M11b

//; o

FOB S
/O\/\O N/)

/" 0OSI-356
Nﬁk

SN
7
erlotinib \
O
° SN
o ‘N/)

o
/ 0SI-420

N&

~N

LA

0SI1-943

B

(o) N/)
o/

M1la

Ek. 41X, Sy FZHITHITILOF=ITOEFERBRE

(2) RFICAE5T SEE CYPEH) OHFE. FE5EXRY
In vitro i AR OFER., = F=7OREHITTE L THFIET O CYP3A4 N EET 25 Z L HAR
S, CYPIA2 5 1380 bz,
(3) PEEBAHERDEERVZTDEE
AR L
(4) REWMOFHEOAERWESL, FELE
REMOFEDEER UL O
In vitro R OFER, BET LR O ERETER = /¥ ik Fr v ¥+ —8 (EGFR-TK) FH
FEVEMIIRBR L RIRRE Tho72, Ll b MIUIER TIHITE A ERREBIIE L U TIEE
L. EEHY 0S1-420 & OSI-413 O AUC I RELIK AUC O 10%FEETH D Z Lk,
t N TOEMECKH L TINOORFFUDBKRELSHFETIHLOTIIRNWEEZ I LD,
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7.

10.

11.

3814 0S1-413/420/943 0> EGFR-TK BEEYER (1Cs0)

zluaF=7
EGFR-TK OSI-413 OSI-420 0SI-943 STk
e i) 1.4nM 2.5nM HRME 2nM
b 3L AR MDA-MB-468 SnM 14nM 924nM 27nM

EHERMHYMOEERNZ A —2
B RS 15 Fllic/lunF =74+ LT 50, 100 Xi 150mg ZHEHFAKE L, 51X#ix 3 H
H25 23 HEET1 H1ROHETRKERAOERG 230 L7 & X0 (0SI-413/420%1)
DIWENHE /X T A — X FLA T O#Y) Tho 72,

HEXIIREZSEORKEY 0S1-413/420" DEMENFE/NS A —4

AUCo-24 (hr-ng/mL) Cmax (ng/mL) tmax (hr) tyz (hr)

50mg/ A 1HH™? 135 [41] 7.9 [34] 5.0 [ 72] 23.1 [35]
23 H B2 826 [41] 43.4 [27] 4.7 [ 99] 31.0 [63]

100mg/F 1LHA™ 479 [45] 38.5 [42] 5.8 [156] 22.5 [96]
23 H B* 1090 [53] 70.9 [37] 3.8 [ 60] 15.1 [44]

150mg/F 1 HB™ 790 [38] 62.7 [66] 9.7 [116] 27.0 [41]
23 HH*3 3971 [66] 205.8 [59] 2.5 [ 70] 23.5 [43]

*1 : OSI-413 & OSI-420 ®#Ff1 *2:n=3 *3:n=6 *4:n=5

FEfE [CV%]

1E) AKREINTHELOHEZ, FE/NHIME CIE 150mg 2 1 B 1[0, BB TIE 100mg 2 1 H 1 [ TH 5,
[V—3. HELUHE &K

Bt
SEANDT—5

37>

fERERC AN 4 i 4C-m /e F =7 100mg ZHEREO&KE L= L &, 264 FFiE] (11 A T#HS
HEHRED 5 B 91% 3B S 4v, JRHIZ 8%, HHIZ 83%DMSRENHE S /=, F7o, RED
FrhiZHE S v e F = T RERIT R 5 ED 2% K ThH > 7=,

<BFE Ty )

JHE D=2 b —va &Lz v M UC-mrnF =7 (mnF=7% LT 5mgkg) % H[n|
RO&G Lz & &, Bh#% 48 Wl THREHINEED 9 BIRFIZ 19%., AEHH1IZ 60%D bt aes HE
i,

S U RKR—2—IZE8T B 1EHR
AL MDR-1 (v k MDR-1, 7 A Mdr-1) XUOBCRP (= 7 % Berp/Abeg2) OREE L7025 2
LR S, AREOBIERA~DEERENRER S TS,

BB L

. EWMEICKDBRER

BENDERERILESE

AR L

Z0ft
BB L
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VI. &t (EALDZEESF) ICBEJI SHIER

1.

Z2ERNBLETDER
[%Z Lt /\8E 25mg - 2 JLtz/\EE 100mg])

1.1 REF, BEFIZTHRITHETETLIERMBEICENT, PALEEEICTHS TN - 25
FEHOEMDEL LT, FMIXEEZSRL T, BUELHEINSEMCOVTOAEET S
L, BICBEOERIZH->TIE., AFRUVHRAEFORIXEEZSBLTHRITEET S
&, T RERBICENLS., BEXIEZOREKEICAFIOEMNERVOERYE GFIC. FEH
fEEDMEER. RATOIEFE, RTEICES-EMANH S Z EEICEHT B1EHR) . FEN
MpafhE. BEROABEEZICOVTHRIIHBAL. REZHETHLI/RETHI L, [8.1 5]

[4 )Lt/ 8 150mg)

1.1 AFNE., BEBFICHRIIHIGTELIERERICEVNT, NALREEEICTHSEME - B
FEDOEMMNDLET, RANEEXESHL T, BUELHEINBIEHNICOVWTOAEET S
&, T ABEBRICKILL., EEXIIZOREICAFIOFEDER AR FFIC, FE MM
EEDVHER., RATOIEZE, RTICESEHNNH S Z EHFICET 21EHR) . JE/ME
FAEDBEEZICOVWTHRICHEAL, AEZHTHLEETEHI L, [8.1 8]

SR>

FE NIRRT (CRIBIRCARS) xR & U RREM H R AE (FIFRA) (2T, AAE DB

HPENGRE TE RWEMEMER (ILD) HEFROREBRIT 4.3% (429/9,909 ) TH Y | FELH

23 153 il (1.5%) #ME ST\ 5d (2013 4F 2 HEEGRHRE) . E 72, FE/ MRt 2 x5 & L7 [EN

BERERBRIZ 35 1T B AHK & DBEMEN S E T AW E MRS (ILD) BEHES OB RIT—RI(LF:

L (JO22903 iRAER) Tl 103 B 6 %1 (5.8%) ., —IKIGLAE (JO16564 iRER, JO17134 ik

B, JO16565 7k, JO18396 illik) TIiL 4.9% (6/123 ) TH Y, D 5 LI THNL KL TR

ET 26, RIBIRLIEET 3 B HE ST\ D, & 68 & U Re i kEHRE (2

) BV TR, AAE ORFEMENSE TE AW EMEMEE (ILD) HFEROREIERIT 6.2%
(52/843 f3i) TH v, FETHIN 2 4] (0.2%) MEINTIEY (2014 4F 8 AR | w4 x5

& LZENEERRBR (JO20302/J021097 ikBR) Tk, AHI L O REME NG E T X 72 OB MERiE

B (ILD) HEHELORIIRT 8.5% (9/106 #l) Th-olz, ZDi=d, BENGATRER %2 B

T NAALFFEEITEBE LZEROL &L CHEIEICHFEHAINAOMERNH D Z ENLRE LT,

5T, BEIIEOFERITIT, AEFEGIC X DMEEMRERIEDO Y 27 (fGkRME) L% Lo

NRET7 4w b (\HE) NGO THRTHAL, REEE2Z ETRETILERD D,

1.2 XEDHTEIZEYRERMEELAHOHONDEZ ENH SN T, FMEER (B¥ih. FIRE
. ZER., REE) OMIERUVKHET X SREOEESE. BIRE+2ICITS52 L, EENED
ONHEICIEREEZDLEL, BULGNEZITS I &, F-. ENEBRRARICE T, MEH
EREICEYRTEICESERNHZ e D, BEVNBIFIARIIEZNIZET ZEEDT
T. FMEUMEERZEOEELRMERRRICAET 28R +2ITT5 2 &, [Z Lt/ 8 25mg -
A )Lt/ EE 100mg - 8.3, 9.1.2, 9.1.3, 11.1.1, 15.1.1 8] [4 )Lt/ 8 150mg : 8.3,
9.1.1, 11.1.1, 15.1.1 B8]

SR>

MZ &k OEGRESI LD HoBE8E2 I 52 Lok, MEMEMEEO T2 W Al §E

720 FETz, MEMEMEERIERICIEL, AFORGHIELRIFREAT oA FHIEE (A7a A K

PV APEE) F OO IR AE NI L e D TR E LT,

S BT, IR/ 2 e g & U 72 [E N PR R M OMIE AR TEZ 1T TL ARHKI & O BN T

ETERWEEEEEBICL D2 EHNFEINTHWDZ ENnD L, FrICIBEOEII AR T Z

AUCHET 2H O T CHEEICBE L 2D ORE5THILERH D,

[% )Ltz /38E 25mg - &2 Lt/ \&E 100mg]
1.3 BEZNRELEERBIEST LA EL EDOHFRAEEOENERARICES T M E EMEE
DERBFE (8.5%) . BEFEARBARCH ITABEEMEEDORITR (6.2%) (L. B EMIE
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SHER (3.5%) +°. JE/MHIREMNE X R & L= AF BEREEZDOERNERRRER (5.3%) RUZRAE

BLUBROHEFERARERE (£HA7) 4.3%) LHERTEWVWIEENL, BEICHERT 515

Blzix, M. EBKAE] OEOERNERARIZBITA2HEEELESRBLT, AFOEIMER

VRERMEZEZ+7ICEELIZLET, REOUBZEEICHE T L L2, UTORBIFET
B &, [8.3.9.1.2, 9.1.3. 11.1.1, 15.1. 1 BH]
L31$ﬂh%ﬁ%%kl@%ﬂ@*&uﬁ 2%#ER L. BMEMMEREDESFHXIIERFEENE
CLEHRALIZLT, BEOUBEEEICHT S L,

L&ZK%&%%&&@~w%CH%E&UM%Xﬁ@ﬁ%%h%hi%%t%ﬁL\%@Eﬁ

FTROAEEZ+NICEBEIT L&,

SR>

TT%%%&LtIWMmﬁ% BT DRV MR B ORI RIL 8.56% (9/106 1) . [ U < %

ﬁ%&btimﬁﬁ Téﬁf@%ﬁ$®%ﬁ416m6@W%3m)@m4$8ﬂ$ﬁﬁ)f

. MEAMEARRBR BT 5 3.56% (10/282 i) <2, #dﬁm%ﬁ( WIRHELIRE) A xige b Lz

Kﬂa@%&@lmm AR (ENE THERRRET) 128105 4.9% (6/123 fil) & U426

I Té4me@%@mm@)@ms$2ﬂ%ﬁﬁ)km«fﬁﬁﬁﬁwotoit\%ﬁm

BWTiL, ERERRBRICBIT A2 EE (ECOG Performance Status : 0-2 OHEE . BIE M

f$®AﬁXi%Eﬁ®@m$%ﬁ&)u%mﬁﬁfi\ﬁﬁﬁﬁ X DEEVE R OH IWED e

NEL TR WD ARFIE 52 X D RVEMEMEE ORI 27 08 ERT e E2 028 E L

e b, BEORGEEAERICHETS Z ENRLETH D, KRB CERICARZ G S BE

DPSIZ0. 1 THY, 2L EOBEITKT DAFOMBITHELE S 20,

1) HVEMMEBOEO SOIBE T, FE/ R (CRIBEURE) Zxtg & Lo 2flfiioi s
PERRBTEEE 9,909 Bl D FAEA RN 72 ST K0 | AR 5-1% O AR B BLOMERRIA 1 & 72
LAREMENRIB SN TS, F72, EPNREARRER 0O BRI e (VR MR B A DR ST BEE
F%ﬁﬁéﬁﬁ%:ibfwttwlwﬁ TRV TIEAAE 5-BAAGRTIZ, s CT Mt & OR

2 F L. MR RO S SUIBE R 72 2 &%% L7 ECARBIZBRGET D L,

Z)Mﬁ%ﬁ%kbtlm%%ﬁ% BT, AA L OB HME SR E T & 2 WREPERIE B2 9 4
WEINTWS _®9%w%¥@#§(%%CT#ﬁ\%%Xﬁﬁﬁ)K;D%Eﬁ%%
%%%otEWﬁzm(Urlﬁ X 1) BoOLNm0RE LT,

. BRABREZTDOER

2. B2 CROBHEIZIFZRE LA L)
AHND A3 LisBUE OB IE D & 5
SRR

R ERSO— B EREE L CRE LT,

. RERIIBRICEET HEE L TDEH
(V. BRICET A 22T 2L,

RERUVRAEICEEY 5T L TDEH
(V. BRICET A 22T 5 2L,

BELERMIEE L ZDEH
[% )Lt /388 25mg - & JLtz/\EE 100mg : (ZhEEHLE)])
[4# )Lt/ 8 150mg)

8.1 AHN 25T D I2HTz»TE, AADEWERZOWTEAICTICHAT L L, [11 &
M ]
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/IR 2 kh 5 & L= Re e R A (20FRE) 2T, RIERORILEIT 79.1%

(7,885/9,909 i) ToH -7z (2013 4 2 HEERHF) . £7z. I/ MM &2 %15 & U7 [ENERARR
B (JO16564 3Bk, JO17134 ik, JO16565 kiR, JO18396 iR, JO22903 5bk) (23 T,
EHNCEIERNHE TV D, R Z xR E U FEM A AGERE (2FFFE) 2B\ Tit, &l
TER OFBLFRIX 83.56% (704/843 ) (2014 4F 8 A4ERHE) TH V| B Zxt4 & L= ENERRR
B (JO20302/J021097 #lR) Tix, BWEHORELFIL 99.1% (105/106 ) Th-olz, KFIDIH
BRI K DB EHET 72D, BEIIIHORMHARLELEEZEZ OGN TZORE LT,

[5 )Lt/ 8% 25mg - 4 JLtz/\8E 100mg : (EhEed@E))
[4 )Lt/ 8 150mg]

8.2 AF|DFHIZ LY | MIEMER, 2, TH, AREZEL, ARBEEORIER S bbbl
HZERDHD, ZIDORBEINIERDOHEENEEDN - HAITE, EONICERIEE 2%
THLOREERRET L L,

<>
MV MEMIE BT ICE D fREE b < . ZOXINMITFEREENLETH D, SUIIORE
PRIE, gmik, BN e & VR BB RN 70 SR O HBLUUZ BMEER AL ND Z ERH D |
B ORERD B D ONTGE IR EREEZZ2 L, MUR2 Mk MLEEZ1TH 2 &
MEETHDLZEABELTRE L, £/, B2, TR, ABEZL, ABREEFICOWVWTH, Y
LEIEH OFRBIRFIZHE Y 2 LE 21T 5 & & I, #HE LG A IIIARA O E RS O E

i COMEND LT ORE LTz,

[% )Lt/ \8E 25mg - & )Lt/ 58 100mg : (BhEet@)])
[4# )Lt/ 8 150mg)

8.3 AFNDOEHIZL 0 MEMEMEENS bbb 2 ENH DT, YIHER (BWiv, MR
Ok, RAEOFE) oIl BE L, W X BMmAEEITO 2L, Fo, MBS T
ok CT #its, BhRIMEESE /0 (PaO2) . BhRIMERSEAIFIE (SpOs) . iife SUEh AR M 5 43 £
#7% (A-aDO2) . fi¥E#AE/] (DLco) HEDOMEEITH Z &, [ X /LB EE 26mg « X /LB /G
100mg: 1.2, 1.3, 9.1.2, 9.1.3, 11.1.1, 15.1.1 ] [ ¥ /L& 3¢ 150mg : 1.2, 9.1.1, 11.1.1,
15.1.1 &H&]

<>
MM R T, M2 K OB R A Z O/ 7 MR R BT A A T 5 Z &1z kD,

FHCEY) e, MEZITHOMLERS D Z ENLRE LT,

[Z )Lt/ 88 25mg - & JLtz/\8E 100mg : (ZhRELE)]
[ )Lt/ 8 150mg)
8.4 AFNIDEHIC L Y BELIFKEREND LDND ZERNHDH DT, BEDIRIEICIG L TA
FIE G HIXEIC SRR AL T 5 2 EAEFE LV, [9.3, 11.1.2 5]
<>
AFIPEEAIC LD ALTAST, B U LB R 8tk 5 BEAFEEREDL S b 2L RH 1,
EINTHEREMRAE 2 T 570 &, BEOREZ +0ICBIRTINERH L Z ENDLRE LT,

[Z )Lt/ 88 25mg - & )Lt/ 8 100mg : (ZhRELLE))
[4# )Lt/ 8 150mg)
8.5 HEDNEEENH LD ZENHDLIOT, LEIS U TCHEN %215 L) BEIC
8452 &, [11.1.5 B3]
<fian>
Vil— 8 (1) TERARRWEH &AHIER 11.1.5) QIR EZSROZ &,

[%#I)Lt/38E 25mg - & )Lt/ 88 100mg : CARYIBRTREERE)]
8.6 YA HAELEDOURHICLY ., BEHIHEIZEORWERNEMEICRIATH7-0, BHGHITE
MR A 21TV, BE DGO SN H A ITEY R B E1TH Z &,
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<R

e A 8 & LT[ ENA DR ICB WA AV X E L OB S 25215 -85 ¢, AR
Wb MR . N7 a U NSRS SN TR Y BENED DA I R L E &
TOVENDDLZ ENLERELT,

6. BENERZEAITHBREBICHIT HEE

(1) &0HE - BIREEZEDOHSHEE

9.1 AHHE - MEREZEDHLHEH

[# )Lt /\8E 25mg - # )Lt /388 100mg : 9.1.1]

(% JLt/3%E 150mg : 9. 1. 2]

HILEES. BEEEOHIEEXIZTOBREEOHLEE

MBI HDOND Z ENH D, [11.1.7, 15.1.3 ]

<>

WMV T, HLEEE, IBEREEDOH 5 BE X T OO & 5 BEITARANZE G L, ¥
{LERIDEI LT L OREDR D HT20OKE LT,

[% JLtz/38E 25mg - & JLtz/\&E 100mg]
9.1.2 MBRLEZEDHIEEXIIZTOBREROHLEE
VMR RS L, SECICE D A REEN 5, [1.2, 1.3, 8.3, 11.1.1, 15.1.1 BH]
9.1.3 MEBEMMEBEODHIBEXIIZOREFEOHLEE
/NI B C, MEMEIRR RS EE L, SECICE D AREMRH 5, [1.2, 1.3, 8.3,
11.1.1, 15.1.1 ]

[4 )Ltz /38E 150mg)
9.1.1 MBEMMESR., MBRLEFOHILIEEXITOBREFEOHIEE

M PENE RN EE L, SECICED AR H S, [1.2, 8.3, 11.1.1, 15.1.1 &
<>

AF & OBEMENSE TE AWV EM MR R L U TR MM, il B SRt imilgss .. sveE
{ERfiZe, BRRHERE , SMEMEIREaGEMERE, IR, RERENRESINTND, 2 DEPFX
IFBEE X, EGFR-TKI £ 512 XL % RV E MG BIIE ORI 7 & 35 2 Hav, e/ NIl 2
G b LI2EWNE DFHERRER (JO16565 iR, JO18396 ik, J022903 iER)) TIBHILYE
WZEDBRAAL T2 Z &0 FEESLE S W Lk E LT, 7ol [HEMEMZEEOA DI
BETE ). THHRRYLIE DA O SUTBEE ] (2oW Tk, FE/NIaE 2 x5 & U 7= 05 e A i A
(RFIHE) DOLERMHTIC X A BEMEMEB ORI - HEOERRK T & LTRSS TV
(ITVII—12 (1) ERREAICESIEHR B,

(2) BHEeEEERE
BREIN TR

(3) FraclEE8sE

9.3 FFHkgEfEE RS

FFHSRERS E NS5 2 L 3B 5, [8.4, 11.1.2 2R

T nF =T OMPEREN BRSNS 5,

SR>

FEINMTI T, IFRER E 2 A T 2IEMNCH&R G- L2854, IFHSRERE S 3 B U 7= EF 2 s
ENTWD, Fio, AANE, FELTHF R 27 e —AP450 IZL» TR SN D Z &b, T
REFEEOH 2 BE T, MHREN LR 5 nd 5,
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(4) 4MERZHI SF
9.4 £EREEHT HFE

PEIRT 2 WREMED & D M, —ESIFITE D 8T 2175 L ofEad o2 &, [956 %
M

SRR
AKEN AT e G U728 BR 1T 72 < . T OLEMIIMEL SN TRV, 72, 8 CoOAER /L
PEER CIIAANC K 2 BHMENFRD b TV 5,

(5) 1=
9.5 W@

B0 SATIEHR LTV D IREME O & 5 &EI2iE, 1R EOBFRHEN G L ER 5 & f &
NAGARICOREEGTDH L, RUEGTRETHHAIL. AFIREGICEDBRRE~DY X
7 BRI OSERRPEIZ OWTEREFIC o35 2 &, imicds i) A ARBRIT R0,
T, BWERTIE, FE (VX)) WESEL OVEFR R (79X T 8) 08
HEINTNWD, Fo, RIEF (Fy b)) BT s Tng, [9.4 5]
SR>

ViI—6 (4) AMfEaxH+25E] OESR

(6) E3w
9.6 IRFLIF

LW ENEE LY, B NTOIHBATICET 27 — 213720, 8RR (7 v
K THHFIBITT D Z EnwEShTna,
<>

KA 2 B m I G- LTk Bri3 7 < L~ OBITIIA TH 5, 7ok, B EER TARAIOFIT
HADOBATHHER SN TV D,

(7) MR

9.7 /©NR

AN Ze b G & U T BRI ERBR 1L L Ty,
<>

/NP ASDPEFAT T B ARFN O AVEIIMENL LTV,

(8) &lnE

9.8 EHHE

BEOWREZBE LN OERICEET S, —BICAEFERENMET LTS Z ER%
AN

SR>

FE RS 2kt S & U= [EN O 5 ARG R SR (JO16564 3k, JO17134 Bk, JO16565 ik
Br. JO18396 iABR) BT, 65 Ll kL 65 kARl ORI TRIWEMH OFEBLURICHAE 72 7213
IR T, FEEE Tl — R AEBEREENME T L TW A EERZ WD, BIWERRE <
HHONDOLBENLH 5,

7. tHE{EA

10. fBE1EA

TuF =%, IFF b7 n—24 P450 (Fi12 CYP3A4, CYP1A2) (k- TRRi@tsns, %
7= invitro BRIZB T UDP-Z v a2 b5 27 =5 —F (UGT) 1A1 OFLENE
HHNTZTE AR TEIZ UGTIAL I K D7 V7 v VRIS 25T 53 & O EAVER
OFREHERH 5, [15.2.1, 16.4 & ]

<SR

B MFI 7 v Y=L kUe MRIETHBZAT b7 a—L P50 T A VYA LE MV in vitro
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BBV T, AANLEIC CYP3A4, CYPIA2 ICE W Rt END Z EWNmmENT-, £7-. invitro
HERICBW T UDP— 22 )i I 2725 —F (UGT) 1A1 OFLENTED Hil. 15k
FETCTEIC UGT1AL (2K BT V7 v v Wiaa 250 23 & AKH & OMBEEROFTREMERE 2 5
NATORE LT,
(1) HEZZ L ZTDOER
BRIE STV

(2) fRAFEEZDER

10.2 EREE (BIRICSEEYT S L)

A Z7ary—n
VAT S a4
F)2ua~wAf v
AT
VT 4 ENL
LV Nl i
7R el
e

T —TT)N—I T a—A

7o — v KA E G
HIzrE, = ronF=70
AUC (F5fH) 73 86%. Cmax
(P ofE) 23 69% - L7,

ESilCik BEAER - FEE Tk BFF - eI T
CYP3A4 [ A
rhafy—nu

CYP3A4 [HEHAI L OfFHIC
v .z reF=oREN
FH. & 5% o i B2 23 #8000
T HABEMED B D,

CYP3A4 84l

V77 B

TJrx= AV
BILR<w B

7 /)N )LE X —)L
tA3a3 oA IXY VY

(v beva—r XU
— ) BAEAEMN

s

U757 e yr b RKEIE O
HA+rL, mlaF=TJ0
AUC (HF9AfE) 75 69%IK T
L7,

CYP3A4 #HEH%5 & OfFH
WXV, e F =7 OMRGE
PATUHE U I vp 2 FE 2SI
THAEMERH D,

By e 7axtiw

Wy 7avaxt b
AR E=HHATLE T
=7 D AUC (S&( i)
2% 39%. Cmax (B FHE)
N 17% FHR LT,

CYP1A2 K 1X CYP3A4 #BH
EFLEH L OPFHIZ LY,
TuF =7 ORBNEE
S AU AE R EE SN 5
AREMENRH D,

7 kiR FRHER]
FRAT T —)

A

F AT T — )L & KA B
HTzrE, mronF="0
AUC (B&MFE¥8ME) 2% 46%

Frfen7e BN pH O EHIC
KU ARBNOEMEENMET L
WA MK T 92 ATREME DS &

ERefd (e oo vk
WX INR 45) 2479 Z &,

- L L7 %,

H, 3 A A 757 e AET sy pH o0 iz s 0 A
SCRINTE L xanF=70 Auc | FHIPH O >
F=FUv (ST TH) 75 339 L DVEFFEE MR T LRI 23K
S - - o T2 REMEN D B,

INR HOH 57

- bV & DR B, A
\ HIE LT 7 U2 % G | e
7T o T, Emic s | T

48 (W)

BUE|IZ LY =)o F =70
AUC (CE¥IMHE) 25 64%IKT
L7,

W - %5 CYP1A2 D#hiE
Ik o reTF=70%H
3TUHE U i 5% vp 2 BE AR
T HAREMENDH D,
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SRR

CYPSA4THEX, V'L —F I N—Y T a—R
WHMZIR T, AL CYP3A4 ORI EAEST 57 F=2) > —/L (200mg, B@HEOEE)
O L. 3EEhBIC T T B2 Mt D BB N JEhE S 4L7=, & DOREHR. AH D Hjh
G Ll LC AUC (R 9efi) 23 86%. Cmax (FFUME) 23 69% EH- Lz, ZOZ &b,
CYP3A4 [HEHR & AHI 2R Lz8a . AFRIORGAPLE S, e RS hin4 2 ke
PERBHDHZ NS, BEL, ZL—TF 70—y a—R T, BENENE L TEIT 56
PENEESND Z &S, BIRHRE LT,

CYP3A4 #5EA -
HIMZEB W T, AAFlE CYP3A4 #5845 77 BV (600mg. fEH#S) Z0HH L.
S BENREIC KT TR B A a9 D R R N Bl S iz, T ORER, AF| O B 585 L L
LT AUC (P IE) 23 69%. Cmax (FRAE) 23 39%IK T L7z, 2D Z &b, CYP3A4 7
WE| L AFN 2GR LA, ABIOMRENTTE S, R RENME T 5 alettndH 5 =
Eb, BRE L,

Wi Fazaxtor
HBAMZBW T, AAlE CYP1A2 K OY CYP3A4 OfU#Et#LET LMY Vo 7 ¥
(750mg, 1 H 2 [|f&OEE) 20 L, EWEhiEIc KT T 282 M 2 RS Ehi
ENiz, TORER, ARHFNOBIMPL G50 & it LT AUC (S E4IME) 725 39%., Cmax ({1
BIE) N 17% EH Lz, 2o Ens . CYP1A2, CYP3A4 #HET AR 70 7 o
U ERBEGH LIcSE . ABIOMRHHE S, mAEHRE S EINT 5 A eEERN H 5 Z
Eb, BRELE,

7a bR T PHEA]
HIMZBWT, AFlE 7o bRV TERITH LA AT T —/ (40mg, RO#EE) 20
L., EWEhie o LIE T R ZREHT 2 BRI S Aviz, & OFER K O B 51
ELEER LT AUC CGR(TTEM) 28 46%, Cmax CRITFEEME) 23 61%K T Lz, AFIOFRMNE
% pH IRAFT 272, 7'm b U AR THEANC L0 FgrIZ BN pH 28 EJ- L TARFI D%
REPMET 22 LI VRINOKRTAAET, EOREER, MAEHIRENMET T 5 alitEn d
HI MW, REL,

He S22 RS HLAI -
pH O EFIC X W ARIOEMREIFE TS5 Z 8 mb5NTEY, pH 2 LF S8 254 L OFH
L7e e, RAIOEMEPME T LIRIAME N2 /IREMER & 5, MM T 2 FRAR IR PR
T, AHL T =F 2 300mg ZOFHHT 5 Z & TARFIEM TG L-5EA L i LT, AUC
(AT M) 1% 33% I8, Cmax ATFEME) 1% 54% A3 5 2 &R S, He R IRH,
Pl & AR Z DR L2 8 I 3AR O TR FEIND Z L b, 3E L, 8B, Y%
HBRICB W T, AFlEZ T =5 150mg 1 B 2 [Bl#E5H0 2 FEfiAT, & L < 1 10 Rk
WhE % 1 TG LI285A 18, AR CTHRE LA L i LT, AUC CGRTEHE) &
O Cmax CGB(TEME) OWADIE, ZREN IB%E N 1T%E 2D Z & HaRES TV 5,

Brtm 3L -
WM NT, AFIE UL T 7 U ARG LIZER T e koo v R E B (INR)
OHEMLH BHMEDOFEERNFEINTEY, TO—EHIIULT7 7V o OFHICBEEL
TWAZ s, RELE, Invitro TOU LT 7 1 » OIMSERE Qi S I RIETAF D2 %
et L7 B CIX, V77 D COMEEAKBERICIZEAEREL 52 T3, MHALE
MO L TR, L LR L, AFlEHiEm3E s O E/ERIC L 2EIEHTH
LAREMEIIIE TE W=, BIE LT,

Zoxa (MUE)
WM BT, R A BEOBYEE (1L L, 1 H 10 ARLLEBYE L T %) & IR
(14ELL b, = aF o fHI O EBCSUIMRE 24T > TR [ZBW T, AHKI 150mg/ H o HifH]
B B O S ENRE 2 LI~ 2 R RN i S iz, T ORGSR, BUEF I IIERER L v
HAAKID AUC CELIE) 7% 64%, Cmax CEEIME) 25 35%IK T L7, ARAIORHHITITBEIC X
DFHEIND CYPIA2Z BEFH L TWDH Z EMNBEICMBILTEY |, BYEOA I X0 i i
JENEE T D REEMER S D 2 LD, BRIE L,

44



8. ®I{EA

1. BlEA
WOBIWERRH LoD ENRHDHDT, BEETFITATV., BENRO NG EIITE
a3 257 SR AE AT ) 2 b

(1) ERGEMERTD =2 L 4DHAGEIR

[% )Ltz /\88 25mg - & Lt/ & 100mg]

11.1.1 FEMMEER (4.4%., 6.4%)
B MR R (VR MERTZE . Flsise . FO Rt mlsoe . S bifige . FifMene, ik ss
TEEWERE, MR, MR N6 ZENH Y, FHTICE - TIEM b S Tn
b, BENBEDONTZHGAITIIAF OB G ZHIE L, AT a4 NRESEOmEY) e AVE 21T
52 &, [1.2, 1.3, 8.3, 9.1.2, 9.1.3, 15.1.1 &#]

[4 )Ltz /388 150mg)
11.1.1 B MMESR (4.4%)
VB R (VRN ZE . Flsise . FO Rt mlgoe . S bifige. FifMee ., SkrrEkss
TBEWERE, B, MR N6 ZENH Y, FHTICE - TIER b S Tn
5, BENEDONTEAICEIAROKG2HIE L, AT oA RBFEEOMEY) 72 0LE 21T
52 &, [1.2, 83, 9.1.1, 15.1.1 &[]
SR>
MM B ORI (EUIFL, FERREE, ek, REVGE) 23580 bGa. 25V
X BURAEIC L0 MEMEMR BN DN L BEFTANEO N GE1E, B HICARHZIRIES
HZ L, Fio, M CT fdr, BRIMAESRE/7E (PaO2) . BIRIMAERELAFIE (SpO2) . A #)
FRIMEE SRy Ef7E (A-aDOsg) . FfifikBES)] (DLco) DA AT 7= LT, MEMMER L2
Wr ENTGE XA T a A RIGHR EOMY R AEZ1TH 2 &,

[# )Lt /\8E 25mg - & Lt/ & 100mg]

11.1.2 FF# (0.1%AK0W., SHERH) . FFRE (0.1%K05, HERY) . FEEREE (1.6%.
4.6%)

ALT. AST., v U LD RS2 BERIEREREND b ZENH 0 JFXE,
FARBICE DT IZTESTIER b HE SN TS, [8.4, 9.3 5]

[4 )Ltz /38E 150mg)
11.1.2 FF#% (0.1%AK3) . FFAR2 (0.1%A0H) . FF#8EEREE (1.6%)
ALT, AST, v U O EFELZMES BERFERERENS LDOND ZENRH Y | T,
PRI IV FTCICE S TIEF B IRE STV 5, [8.4, 9.3 ]
<>
AFNEGIZE D ALT, AST, © U A0 EHREZM BEERITHKERE NS Z &
N o, Tz, WHMIBWT, FFR, A2 EOREELRFEENEI L, HTICESTER D
WESINTWD, RFEG R ITESCFERERE L EiiT 570 L, BEOREL +0 10815
L. ZEPBDOONTLEIITEGE2TIET 572, W@MURAEEZITY Z &,

[Z )Lt /\8E 25mg - 2 JLtz/\EE 100mg])

11.1.3 EEOTH (1.1%. 0.7%)
BHEOTH, B, EH, BRARRICE O BAKEREZ X272 L, BREICE S TIEFIDHE S
NTW5, HENZS U TEMECEHRERE LTV, BEREBIZE D IEERE (e XF7 IR
%) OFG, WREOEURLEEZITO & & BT, AROFE X IIKRELZZETHZ &,

[ 4 )Ltz /38E 150mg]
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11.1.3 EEOTH (1.1%)
HE O THI, B, g, BARIEIC L0 RKERE 72 L, BARICE > IEGIHE S
NTno, HEICG L TEMESCBHERE LTV, BEREBICEY IEHEK (2XFIF
%) OBE., MRSEOWEURMEEITO & LB, AFIORE UMK EZEZEBETLZ L,
<SR
FEO TR X BAIERICE S FTREMEN H 2 O T, JERIZIGE L TERT I RAR LD IEEEKD
B 5 MIRIC X DEEFEMT D L & bio, KFOWE, HD5WVITAREEZREFT5 2 &, £,
WAMZIBNT, FHE & BICARANC L DL, R, BERCRIRIC X 2 BAGER D S S v Tnd
DT, PAKIERD DN - GE T EER A2 2 M 5720, LIS L T OBEMERAE
OBHEERE L R 5 2 &,

[%Z )Lt/ 88 25mg - 2 )Lt/ 8 100mg)
11.1. 4 2HTEEE (0.1%Kl,. 0.2%)
EMEBEEEOEEREHRERENOODNAS Z ERH D,

[4 )Lt/ 88 150mg)

11.1.4 2HFEEE (0.1%AK7H)

ANBEEEOEELBRERENOLOND Z LR D,

<>

[11.1.3 \EEDO THI IZBWT, AFNCLD2EEDO FHZEIC L O FKREZRLZ L, ZIRNICEAR
BERDTEITONTRE L TWD 0, BUERERICB WO TARAINE 5 S TEARIEELT
HZETOBRTEED FTRHZBDTICEREL RoTEF b IME SN TS Z &b, [AakE
fEE) Z3E LT,

[% )Ltz /\8E 25mg - &2 JLtz/\&E 100mg]

11.1.5 EEOKREREE
BRI DR (6.3%., 4.1%) . RGO MOEE (0.8%. 0.9%). GG - FE
BA (0.3%. 0.2%). KEEE (0.2%, SEAH), £ 58E (0.1%. 0.1%) E1dH 5 bl
L ENDD, £, HEDKERERIZIC, BHEK, BUlE S OYIE 2 & 0F L 7EG]
L STV, [8.5 3]

[4 )Ltz /38E 150mg)

11.1.5 EEOKREREE
SEREROBE DI (6.83%) . RSO M OEE (0.8%) . FEWE - RIEEZ (0.3%) .
FeRETES: (0.2%) . % HFEIE (0.1%) %S08 Hbbd Z L Nb 5, £, BEEDRKERFER
BRI, B MUME S O RYE 2 & 0F L7EE S s Sh b, [8.5 B

<>

ENIZBWT, AFNC LD TSBEREEBEORZ ), [TNBERSEONORE ), [REE - KER

gy, TR &S, (2 OfIE] S CTHEEOHESNRESINTEBY ., RO DEFOFIZITELTIC

Eo2HHHDHT-ORE LT,

[% )Lt/ 88 25mg - & )Lt/ 8 100mg)

11.1. 6 KSHEIEIRFEIZRE (Stevens—Johnson fEIZEE) (0.1%AiM. HEARH), PEMURRKIE
SEmhfAAE (Toxic Epidermal Necrolysis : TEN) (BEEERBH. SEEARE]) . ZRHAHE (0.1%FK
i, 0.2%)

R e RIE R, iR U . S TRALBESE O B 72 A « R D B g B
ENHLLDLNAZ ENDH D,

[4 )Lt/ 88 150mg)
11.1.6 FEISEIERREIREE (Stevens—Johnson JEIREE) (0.1%AK0i) . hEMERFIEFEMAAE
(Toxic Epidermal Necrolysis : TEN) (BEEEAREH). ZRAIBE (0.1%A7H)
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B R REEARSE e . iR B SR RRE . S IRLBESE O B S 72 AR « R D 2 J B

ENbLONDZ ENRD D,

<>
ENIMC I T, R EREIEIREMERE (Stevens - Johnson JEMERE) . T3¢ BB SEAARZIE (Toxic
Epidermal Necrolysis : TEN) ., ZIALERSE D EE 22K - FIBNED RZEREEORENH Y |
ERPERIFICELAERE L H DL ENDRE LT,

[Z Lt /\8E 25mg - 2 JLtz/\EE 100mg])

11.1.7 EIEEZEA (0.1%K0H, 0.2%) . HILEES (0.4%. 0.7%) . HILEHM (0.3%. 1.4%)
FEDNFRO LIIGEA I, WIS, I X B, CT S0OXERREEZITV., ARl 5%
FiET 5708, WURAEEZITS 2 &, [9.1.1, 15.1.3 Z ]

[4 )Ltz /38E 150mg]
11.1.7 EIEEBZEA (0.1%K0H) . HILEES (0.4%). E{LEHM (0.3%)
FLE RO LG, NS, I8 XM, CT HEDOXERMAEZITV, KFIORE %
k457 L, WEIRAEEZITO Z &, [9.1.2, 15.1.3 Z{]
SRR
ENMZB DT LEZLORENH V. ERREIFICELIAREELH D ENLRE LT,
Fo, BUERFEZICEB O TAF & ORRMENEE TE 2VIECETES . HLE HimsHE S
TWAZ EMNBERE LT,

[% Lt /\88 25mg - &2 Lt/ & 100mg]

11.1.8 ARZEA (0.1%AKm, SHERH), BIEES (0.1% A%, 0.1%)

AR 25 D B H D3RO LIV G A IIIAR OB 52 1E3 572 L, @Y RE 2179 2 &,
[15.2.2 2]

[4 )Lt/ 8 150mg)
11.1.8 AEZEA (0.1%K5H) . ARESE (0.1%AK7H)
I O BF NRD DG S IIIAF OR G2 IkT 57 8 W@HIRAEEITH Z &,
[15.2.2 &[]
<SR
EINMCB W TABEZILOMENH Y . ZOFIITABRIESEOEITIC S ABEZILOWME L &
HZEMNHLRE LT,

[%#ILt/\8E 25mg - & JLt/\§E 100mg]

1) FEANHIIRITE 23 1 AL EGFR B A5 12 BIGMEH O FE NS AR RER (—&k{b
R . ENEE TARERAREER, ENE T ke aER & ONE NS AR R SR (Zwis
L) . B I AGETRE (2R (CWRIBRUIEE) ([CHES &3 L7, 1Bk
REEZR P T DA, EINEE ARG RERER, FrEf AR IR S & Fed L
77

H2) TERZRIEM OB X, FE/ R, Bl UIR AR ONRIZFoHE L7,

[4 )Lt/ 8 150mg)

W 1) HET EGFR &5 12 RGO ENE DAREERHER (—kISFHEE) . BN 1
Fa A aRER, [EINES 1 FEkGeakBR M ONEI N ARG AR AR BR (CRIBIRLARES) | e ak
fEA (BfERA) (CWRIBIELRE) IS &Gl L7,

<>
O FE/ I s
AFNOENEEARRERERE (55 1 48 ~55 ILFE EG IR Bk O 22 e MERFI x5 226 fi) K OSFE/ Nz
JitifE (CRIBIHR CARE) 25 & U 7= e e BGRER AT (IR AT, 22 e MEAMRAT kT S iE 51 9,907 1))
WD EER LT,
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B N B R SRER D BERE

R4 Sef L FRID AFIO RE L O & LA MEREANG R G451
% 1 FHERR R ER I/ NHRaE (ki | 1A 70 15 13
(JO16564 7Bx) FELARR) © 11 4 1 HHA :50, 100, 150mg
EGRE 2 B 2 HH : k3
Fh G < 1B 3—23 HH :50, 100, 150mg
AEE 163 24—30 HH : k3K
%2V A 7 VLI
50, 100, 150mg & H#&5
R4 RGBT AFN D FE R OV B 2 e 5
55 1 FEAk AR FE/NAIRAGRE (T YkiE | 100, 150mg 1 B 1 [AH A #5 3 (3 1 FEERRBRO
(JO17134 #BR) L) © 3 Bl 15 il o> 3 i)
5 TLFR G PR AR FE/ N (kiR | 150mg 1 B 1 [EERFS 62 171
(JO16565 7BR) JELLRE) © 62 f
o5 1 AH R R AR /NI (TG | 150mg 1 B 1 [EE A &S 46 4
(JO18396 7tBR) L) © 46
o5 11 AH B R AR L EIERIEHE O | 150mg 1 H 1EEHKE 103 43
(JO22903 #Bx) EGFR #fn 12 B
e VINAI o)
103 11
) ARGRIRE ST

UIBRARE 7R P38 « ATIE T, DS AALZERRIEREAT T2 I\ HEE U 7 IR/ N i g
EGFR En B RIGVEDO GIFRARE /2 558 - EEITVE T, 28 AALSRIEARTAHE D I/l it
[V—1. MeeUIBE 2R

BEMARGEHRE (ZPHE) ORI

FEL S AFN O FER O & L ENESRAT RS
W A | FE/NIIRGRE 10,601 | (EAFERETHEO OB ER L 9,907
(BHIFA) 15
@WeH
Kﬁ@%ﬁ%ﬂ%kbtlﬁ%xﬁ%%%(“Hﬁ%xﬁ%®% ﬂﬁﬁ%@l%ﬁb4%§
fE G A (FrE =R I 1T D 2RI A L O E R LIAMNC B 1T 2 260, X4
PEFRAT R SUEF] 872 B]) (IS Z R LT,
] R B PR 5 BR D LS
R4 PO AFNO R ER O & L ENESRAT RS
o5 T1AH BRI AR [« 106 151 100mg 1 H 1 [REH&ES 106 15
(JO20302/ 1B 1000mg/m2/iE
J021097 #kBR) P 3G 1 EREE

1) JO21097 ikBri%, JO20302 RERICIVNT 9 Vo 7 L H U b IR & ke L7 BE 2681, A%h
P ZRMEBRTT LR T, YR BRICBIT LI 13028 TEHEZIT- T,

i 7E {5 A AR R B D HERE
AFH D U S OV B
i R T A D 7= BLE 7 L

B4

TR e i H AR A JAESE

(FFE EHAEE I
B D EFIHE.,
TAR1101)
TR e i H AR A JRESE

(R & 2= 9 % B8 L
Sz B B 2
%, TAR1401)

RES/S
901 {4

LN X G
846 {4

29 51 HHERTREDTZDHER L 28 11
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(2) ZDthoEIER

11.2 ZOtOEIERE"D
[# Lt /\88 25mg - & Lt/ \&E 100mg]
GE/NRa R

5%

1%LL E 5%

1% A

BEEA B

&r@"ﬁ:S)

TH

SRR S D3
% (61.6%) | FZ S
pC S
(9.3%) . J\FAZ %
DINDEE (8.8%)

Z OFEIE, AL

F2REFIBE, LE. Rz
JETE S, T I,
RIEEFRILE, K
JE Az (IgA 4
RE) | JAEHEBUE

BN L EIE

i E?f 4)

Tt

IRECAR, AR, IR
gk, BEEIEED
FH L IRT O PRI,
AIEOS A, IR,
Tt DR, 5
&I R

JF R

ey kR
ALT k5 AST L

=

Al-P E5 LDH Lk
H. y-GTP L&H-

=
:

JVvrF=rk
5. BUN L5 i
IR, IRUCHERE

IR7E

=

iR
EREEIN, I BRI
D IFRERB U
OSBRI A
BN, INR 5

THbgs

T (22.8%) . AN
% (9.6%) . BACK
& (7.0%)

L R, OE
*K. N0, K

B/ O, T
ERE, Bk, 73
Z—BHm, &8

R

I 2

S P DR
MK, WL, 1 R
SRR

Pt

AIRIE, B, T7E)
PEsDFE VN RIEME
e /\03’“——\

R

Z DA

JEYAE (BREREYL,
PG, RAGE R
QL) | T AU,
FERA, KT

EARE R KE
B, T
I, CRP E
F. O, mE E
H. AT, R
i + FysciE | A
A REABD,
ik, e - ZERe
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CREVBRTRELGRERE (FLV2 ED EOHARERR)

5%LL E 1%L _E 5% At 1% AT A AN
SIERRBFE D% | FRIEWGERE, FJE | ALEE BHRL A, St
% (65.3%) . INBHZ | (a0 4. R FROBBUE ., R R I
o N ok E| B (IgA /&%
53 (11.6%) . KWz )
B o f 2
(10.8%) . % H¥E
JE (8.5%) . WiE
(5.9%)
AR, A, IR | 5 &) gt
g Hrige, IRAR. .
IRBR 2, BEE/EE
DEK,
ALT k5 (9.3%). | v-GTP L5 Al-P
JF ek AST b5 (8.4%) | EH-. BV bV
5. LDH k&
MR, JRHEEAE
B ik M, 7T F=
5. BUN L&
7 B P A | U oRERED . | A sk
(17.8%) . FHIER | /IMRIEHD, HLERDE
i Wb (17.2%) &L | 2, GFERER D
(17.0%) . &fER
> (16.2%)
BHRIE (20.9%) . | [ 7 2 T —V 8 | I8, DM
THI(20.9%) . I | N, DIER, 18R | B BER. IBK.
. % (14.1%) . b BHR, HIERR
(13.5%) . f& 5
(6.6% ) . M& n-
(5.8%)
N i S, Bk ISR [ 2
A (8.2%) | AIRYE FEED EV, R
FEARCR k= 2 —nm 5
—. 9O, T
P (11.7%) FsEL | FEAFE 2. CRP | KL-6 00, i+ =
(8.1%) ., ATV | BH, MERRED, | L AT v — LK
T I (5.6%) | IBEE A, VRME, | D, S
AR (5.5%) . | IE_E5-
O s (5.4%).
JRYSE (R GG
gy, b E
Yets)  (5.1%)

1) KR B DL EGFR Bin1A RIGVERI OIS TR SR (— L7k . ENE
I FRERPR AR, NG T ARk RRER K OVEI NS5 IARERAREER (T URIAHELARR) | R iE B st A (4245
) (TR (ZHEES SR L7, IREYIBR N RE 2 Im 23 1 DRI, [EI PSS AR B IRERER
e E A T BRI AR I S D & Fedl L 72,

E3) BEISLT, MEREZX2TLEBFEHRETL L,

T 4) IROEENH LN EHEIE, EHICIRBRBRE LTV, BERLELTTI Z &,
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[ )Lt /388 150mg)

&r%’fr 2)

5%LL 1%LL E 5% 1% AT BAFE A
SIERRIB D | & O FEE, FIET RGN, Wi, R | BRI EE
% (61.6%) | K EHz JETEE, B T L,

e RO R
(9.3%) . JT\FA 55
DINDREE (8.8%)

BRSPS
MmAEFS (TgA MmAg %
5F) |\ OLBEEUE

HE{T 3)

DN

IRECAR, Mg, IR
sk, BEB/IJEED
FHIRT O FHIE,
ABEOS A, IRIE,
Tt PRI, 5
& R

i

vULE Y R
ALT k5 AST k-
3%,[

Al'P b5, LDH £
F. v -GTP L5

s
;

VT F= bR
BUN 5. g,
PRUGHE B 57

JLIRTE3

=

/R F i ER
. AR
GFHRERIA U o8
BRI A P BRI
N, INR k5

Hibas

T (22.8%) . AN
% (9.6%) . BAEA
IE (7.0%)

FE FTTREY =
. N (R

BR. AN, 1M
ERE, Bk, 73
7 —PHIN, Bk

R

S P DR
MWK, Wi, E
SRR

FEthfie R

RIRIE, SR, 8
PEDFE W, RIHE=
2 BT ik

i

Z Ofh

JEYE (BRI,
PG, b AOE R
Q) | T AU
FERA, KT

AR L E | RE
DT AT I
J>. CRP L5 7%
fiE, I E_E5- AHRA
N DS RN
MpEE B EA
Wb, ik, A -

FERE

£ 1) S EGFR En 128 RGO EIN G TARERRRER (—U(bFRE) . BN TRBRRRR, BN
1 FHAk AR M ONEI N T AR B RBR (IR LARE) | A fi ki A (Bl (CRiniREAR)

IZHE S &R LTz,
E2) BEISCT, MEREZX2T LX) BFERETLZ L,
E3) IRORENH oS, ELITIRBRBRE LTV, WERLELTTH Z &,
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<ZE{FH>
IH B ARIE R RERERE

GEMfERMEE N R E LEERBRREBRRUVEHREICE T HEHERRER KRR

— o
B - T éﬁ?}fﬁf *ﬁ”ﬁfﬁ N NSCLC &3
A VERTAT Xk G511 103 123 9907 10133
2 EIEH ORBUERI £ 103 123 7835 8061
ERIVERAORBEER (%) 100.00 100.00 79.09 79.55
ARIWEH DR B8 1377 1978 18554 21909
L A
g}i jﬂ;g ;ﬁ:?PSFs)OC) BIVER OB (%)
BRPELS L UFERE 81 (78.64) 56  (45.53) 1053  (10.63) | 1190  (11.74)
=3 1 (0.01) 1 (<0.01)
MM XE 10  (0.10) 10 0.10)
HHRVE SR (0.01) 1 (<0.01)
KBk 3 (2.91) 3 (2.44) 9  (0.09) 15 0.15)
KB gk 1 (097 1 (0.01) 2 0.02)
e B 1 (097 8  (0.08) 9 (0.09)
AENRAE 13 (12.62) 12 (9.76) 114  (1.15) 139 (1.37)
iRz 6 (5.83) 1 (0.81) 7 (0.07) 14 0.14)
Y B2 TR % 1 (0.01) 1 (<0.01)
B 1 (0.01) 1 (<0.01)
A 1 (0.01) 1 (<0.01)
TGRS 1 (0.81) 1 (0.01) 2 0.02)
R G 1 (0.01) 1 (<0.01)
AR A Jei e 1 (097 1 (<0.01)
eSS 2 (1.94) 105  (1.06) 107 (1.06)
R B A e 1 (097 1 (<0.01)
HiFK 3 (2.91) 4  (0.04) 7 0.07
i~ /L R (0.81) 1 (<0.01)
A 3 (2.44) 5  (0.05) 8 (0.08)
BRI 1 (0.01) 1 (<0.01)
{1~ R 0.97 5  (0.05) 6 (0.06)
HRIE S 0.97 1 (0.81) 17 (0.17) 19 0.19)
FRE 2 (1.63) 2 0.02)
Rz 1 (0.81) 28  (0.28) 29 0.29)
G 1 (0.81) 3 (0.03) 4 (0.04)
JE G KB 2% 1 (0.01) 1 (<0.01)
A TN 1 (0.01) 1 (<0.01)
KRS 1 (0.01) 1 (<0.01)
MESH S 1 (0.01) 1 (<0.01)
JH IR 1 (0.01) 1 (<0.01)
RIERS 1 (0.01) 1 (<0.01)
EETRER 2 (1.94) 1 (0.01) 3 (0.03)
EASBIERS 14 (13.59) 5 (4.07) 11 (0.11) 30 (0.30)
BRI IR 1 (0.01) 1 (<0.01)
firs 9 1 (0.01) 1 (<0.01)
JNEHE 1 (097 2 (0.02) 3 (0.03)
]2 #hd 5  (0.05) 5 (0.05)
S B 5% 0.97 6  (0.06) 7 0.07
REE 0.97 1 (0.81) 4  (0.04) 6 (0.06)
A ER 0.97 1 (<0.01)
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— AL E

CRIRHRLARE

B - A S R 2R NSCLC &5t

JIINGEERAS 69  (66.99) 34 (27.64) 654  (6.60) 757 (7.47)
RS 1 (0.97 2 (1.63) 3 (0.03)
JE RS 1 (0.01) 1 (<0.01)
MHEA 7% 1 (0.97) 2 (1.63) 5  (0.05) 8 (0.08)
JitiZ 1 (0.97) 1 (0.81) 21 (0.21) 23 (0.23)
73T MER4E 1 (0.01) 1 (<0.01)
PAREE RS 1 (0.01) 1 (<0.01)
Jififd % 1 (0.97 1 (0.01) 2 (0.02)
B 3 (0.03) 3 (0.03)
Ji 52 JiE 2 (0.02) 2 (0.02)
SR 5 0.97) 23 (0.23) 24 (0.24)
a5 0.97) 4 (0.04) 5 (0.05)
B I JE 4 (0.04) 4 (0.04)
B E S =27 1 (0.01) 1 (<0.01)
EIE=X TS 1 (0.81) 1 (<0.01)
FE R R Y 1 (0.01) 1 (<0.01)
7 RO EREE RS 1 (0.01) 1 (<0.01)
F A 6  (0.06) 6 (0.06)
B0 1 2 (0.02) 2 (0.02)
SR 4 (3.89) 5  (4.07) 5  (0.05) 14 (0.14)
JRBksE 1 (0.01) 1 (<0.01)
R 6 (5.83) 6 (0.06)
PR S 2 (1.94) 3 (244 4 (0.04) 9 (0.09)
AL AR 1 (0.01) 1 (<0.01)
S EYINSYZ i 1 (0.97 1 (<0.01)

1 ek 1 (0.01) 1 (<0.01)
T Rt 1 (0.81) 2 (0.02) 3 (0.03)
AR 1 (0.97 1 (<0.01)
JRaZ 1 2 1 (0.01) 1 (<0.01)
A2 2 (0.02) 2 (0.02)
IR D 1 (0.81) 3 (0.03) 4 (0.04)
F R I 1 (0.97 4 (3.25) 2 (0.02) 7 (0.07)
H B 2% 7 (0.07) 7 (0.07)
i 2 (1.94) 2 (0.02) 4 (0.04)
B 1 (0.01) 1 (<0.01)
JTUR Y 1 (0.01) 1 (<0.01)
Va—RE T ARG 1 (0.97 1 (<0.01)
JIT P4 Je e 1 (0.01) 1 (<0.01)
A S SR 1 (0.01) 1 (<0.01)
B A AR A 1 (0.01) 1 (<0.01)
4 IR G 1 (0.01) 1 (<0.01)
{h 1 (0.01) 1 (<0.01)
EREI R 1 (0.01) 1 (<0.01)
JRYPETHER 1 (0.01) 1 (<0.01)
HHEE MER 2% 1 (0.01) 1 (<0.01)
e~ A 4 (0.04) 4 (0.04)
TG 1 (0.01) 1 (<0.01)
YL VE R i 2 2 (0.02) 2 (0.02)
;(1~%vx%x-4’m«%’ﬂm 3 (0.03) 3 (0.03)
AR Bt~ LR 1 (0.01) 1 (<0.01)
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— AL E

CRIRHRLARE

Bk - A o <o 2FIFHE NSCLC &&f

T D H S 2 (0.02) 2 (0.02)
B, BESLUHEFHD

HEY (ERELUKR)—F 2 (1.63) 10 (0.10) 12 0.12)
EV)

L 1 (0.01) 1 (<0.01)
=R 1 (0.01) 1 (<0.01)
Mg K 1 (0.01) 1 (<0.01)
B ST AOE 1 (0.01) 1 (<0.01)
{LEYE A 2EE 1 (0.81) 4  (0.04) 5 (0.05)
JEESES HH i 1 (0.01) 1 (<0.01)
JEIE R 1 (0.01) 1 (<0.01)
SRR 1 (0.81) 1 (<0.01)
mES LV VRREE 6 (5.83) 2 (1.63) 72 (0.73) 80 (0.79)
2 3 (2.91) 48  (0.48) 51 (0.50)
TR 45 PN ] 1 (0.81) 9  (0.09) 10 0.10)
I ERERYE IYE 1 (0.01) 1 (<0.01)
FEEAME LT H BRI i 1 (0.01) 1 (<0.01)
YA 1. 2 (0.02) 2 0.02)
PR R i 1 (0.01) 1 (<0.01)
SR Z M 0.97 4  (0.04) 5 (0.05)
ISP/ 0.97 1 (0.01) 2 0.02)
Vi HiE 0.97 1 (<0.01)
T FR BRI iE 1 (0.81) 3 (0.03) 4 0.04)
I IR A E 3 (0.03) 3 (0.03)
BRI B MR R B 1 (0.01) 1 (<0.01)
REREE 1 (0.97) 5  (0.05) 6 (0.06)
TFI4T7F L — 1 (0.01) 1 (<0.01)
7R — 1 (0.01) 1 (<0.01)
WBHUE 3 (0.03) 3 (0.03)
FEIMET L ¥ — 1 (0.97) 1 (<0.01)
A MEE 1 (0.01) 1 (0.01)
FOIR BB B TR 1 (0.01) 1 (<0.01)
RBBELUREBES 38 (36.89) 51  (41.46) 687  (6.93) 776 (7.66)
Ji Ak 2 (1.94) 1 (0.81) 5  (0.05) 8 (0.08)
B IR I 1 (0.01) 1 (<0.01)
R K 1 (0.01) 1 (<0.01)
B AL S LSE 1 (0.01) 1 (<0.01)
ol AT a— L iE 1 (0.81) 1 (0.01) 2 0.02)
e I 1 (097 3 (2.44) 1 (0.01) 5 (0.05)
BV A ffE 2 (1.63) 11 (0.11) 13 0.13)
TR A LS 1 (0.81) 3 (0.03) 4 (0.04)
e DR I 1fn S 1 (0.81) 1 (<0.01)
&7 V7 I MfE 1 (0.81) 15 (0.15) 16 0.16)
&AL A LSE 1 (0.81) 2 (0.02) 3 (0.03)
&7 a— Vi E 2 (0.02) 2 0.02)
B pESE 6  (0.06) 6 (0.06)
IEAHVD A E 3 (0.03) 3 (0.03)
TR AL E 1 (097 1 (0.81) 9  (0.09) 11 0.11)
1ERY) > ifn JiE 3 (2.44) 3 (0.03)
IR A IE 1 (0.81) 1 (0.01) 2 0.02)

54
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CRIRHRLARE

REp - A . B 2FIFHE NSCLC &3
REHET R — R 1 (0.01) 1 (<0.01)
PRI A S (e T 1 (0.01) 1 (<0.01)
BT IVHURAT 74— L 2 (0.02) 2 (0.02)
A fEE 1 (0.01) 1 (<0.01)
RARIEE 35  (33.98) 46 (37.40) 632  (6.38) 713 (7.04)
TR I 2 (0.02) 2 (0.02)
LT F = MUE 3 (0.03) 3 (0.03)
B 737 —PIfAE 3 (0.03) 3 (0.03)
N 5  (0.05) 5 (0.05)
AHEE 8 (1.77) 16 (13.01) 42 (0.42) 66 (0. 65)
iz 1 (097 1 (<0.01)
SETIRIN = 2 (0.02) 2 0.02)
B 4  (0.04) 4 (0.04)
=18 1 (0.01) 1 (<0.01)
eL] 1 (0.81) 4  (0.04) 5 (0.05)
EN T 1 (0.01) 1 (<0.01)
KT8 1 (0.01) 1 (<0.01)
PET 1 (0.81) 1 (<0.01)
ARHRSE 7  (6.80) 14 (11.38) 23 (0.23) 44 (0.43)
Zy 3 (0.03) 3 (0.03)
Koy EhEE 1 (0.01) 1 (<0.01)
HHEZDIRS 3 (0.03) 3 (0.03)
#HoIER 1 (0.01) 1 (<0.01)
FEA R 1 (0.01) 1 (<0.01)
HRREE 25 (24.27) 28 (22.76) 199  (2.01) 252 (2. 49)
BRI RE 2 (0.02) 2 (0.02)
/NI e 2 (0.02) 2 (0.02)
b4 HA afn. 3 (0.03) 3 (0.03)
e 1 (0.81) 11 (0.11) 12 0.12)
FRAE 1 (0.01) 1 (<0.01)
EEMED EO 3 (2.91) 2 (1.63) 22  (0.22) 27 0.27)
MR R 22 (21.36) 11 (8.94) 114  (1.15) 147 (1.45)
AT 1 (0.97 1 (<0.01)
M f s 4 (0.04) 4 (0.04)
SHEAS AR 1 (0.81) 1 (<0.01)
G 3 (2.91) 12 (9.76) 18 (0.18) 33 (0.33)
SRR 1 (0.97 1 (<0.01)
SRR 1 (0.97 1 (0.81) 5  (0.05) 7 (0.07)
BRI E 1 (0.01) 1 (<0.01)
SHENE LH- 1 (0.01) 1 (<0.01)
IR 1 (0.01) 1 (<0.01)
2 e 1 (0.01) 1 (<0.01)
B 1 (0.01) 1 (<0.01)
LB REE 1 (0.01) 1 (<0.01)
IEEAT=N 1 (0.01) 1 (<0.01)
R = 2 — T — 3 (0.03) 3 (0.03)
BERR 4 (0.04) 4 (0.04)
MR AR 1 (0.81) 1 (0.01) 2 (0.02)
R =2 — 13T — 1 (0.81) 1 (<0.01)
FEAEIENE 1 (0.81) 4 (0.04) 5 (0.05)
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Y PR — Yy NEZS
K - jg;i’;; jﬁf *gﬁ; % N NSCLC 23
TR 2 (1.63) (0.01) 3 (0.03)
PRH 1 (0.97) 1 (0.81) (0.01) 3 (0.03)
L 1 (0.81) 1 (<0.01)
AN 3 (0.03) 3 (0.03)
PR—F VR 1 (0.97) 1 (<0.01)
IRfEE 28 (27.18) 51  (41.46) 230  (2.32) 309 (3.05)
AR oD F2. 4 i 0.97 1 (0.81) 4  (0.04) 6 (0.06)
AR K 57 0.97 1 (0.81) 2 0.02)
HLAR 1 (0.01) 1 (<0.01)
AR g 7% 1 (097 6 (4.88) 28  (0.28) 35 (0.35)
TLILE — R & 1 (0.01) 1 (<0.01)
M N 0.97 3 (0.03) 4 (0.04)
th R R B 0.97 1 (0.01) 2 0.02)
HE L i, 2 (1.63) 2 (0.02) 4 0.04)
i N ek 2 (0.02) 2 0.02)
TLILE — R 1 (097 6 (4.88) 3 (0.03) 10 0.10)
AEOBA 10 (8.13) 7 (0.07) 17 0.17
18 1528 £ 1 (0.01) (<0.01)
B 1 (0.01) (<0.01)
IS Rz A 7  (6.80) 10 (8.13) 43  (0.43) 60 (0.59)
ARG R I2 1 (0.01) 1 (<0.01)
R A AT BE 3 (0.03) 3 (0.03)
RfE 5  (4.85) 13 (0.13) 18 0.18)
AR D 2 (0.02) 2 0.02)
AR £ 1. 1 (0.01) 1 (<0.01)
AR 2 (0.02) 2 0.02)
IR A v e 1 (097 3 (2.44) 1 (0.01) 5 (0.05)
AR g T 1 1 (0.01) 1 (<0.01)
WA 1 (0.01) 1 (<0.01)
VLS 1 (097 4 (3.25) 39  (0.39) 44 (0.43)
TR 57 MK 1 (0.81) 1 (0.01) 2 0.02)
PRI N 2 (0.02) 2 (0.02)
AR 72 1fn. 2 (1.94) 3 (2.44) 4  (0.04) 9 (0.09)
72 1 (097 1 (0.01) 2 0.02)
FURA SR 13 (10.57) 7 (0.07) 20 (0.20)
ANt 1 (097 (<0.01)
HENG S 1. 1 (0.01) (<0.01)
AL (4.85) 8 (6.50) 3 (0.03) 16 0.16)
=) 1 (097 7 (0.07) 8 (0.08)
HIMET 1 (0.81) 1 (0.01) 2 0.02)
S 2 (0.02) 2 0.02)
- E 1 (0.01) 1 (<0.01)
AR ERRZ fiE 16  (0.16) 16 0.16)
HEEORE 2 (1.94) 2 (0.02) 4 0.04)
AR D FL 4 1 (0.81) 1 (<0.01)
AR TR . 4  (0.04) 4 (0.04)
AR g 2D FEE 1 (0.01) 1 (<0.01)
~ AR — LIRS 1 (0.81) 1 (<0.01)
AR ZDFENRE 1 (097 3 (2.44) 16  (0.16) 20 (0.20)
B 1 (0.81) 3 (0.03) 4 0.04)
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CRIRHRLARE

AR - A o i XL NSCLC & &t
RIBEODHA 2 (0.02) 2 (0.02)
IR As A e 1 (0.01) 1 (<0.01)
4 8  (0.08) 8 (0.08)
4 IRk e 1 (0.01) 1 (<0.01)
TR £ B 2 (0.02) 2 (0.02)
HE L URKES 2 (1.94) 2 (1.63) 8 (0.08) 12 0.12)
T M TR 1 (0.01) 1 (<0.01)
H i 1 (0.01) 1 (<0.01)
HEPAIE 1 (0.01) 1 (<0.01)
B 1 (0.81) 5  (0.05) 6 (0.06)
[ElHEME F U 0.97 1 (0.81) 2 (0.02)
ZEHE N ETR. 0.97 1 (<0.01)
DEES (2.91) 5 (4.07) 18 (0.18) 26 (0.26)
FEERR 1 (0.01) 1 (<0.01)
MR 1 (0.01) 1 (<0.01)
DB 1 (0.01) 1 (<0.01)
T N 2 (0.02) 2 (0.02)
et N 1 (0.01) 1 (<0.01)
DA RF—F 1 (0.01) 1 (<0.01)
WY S 3 (0.03) 3 (0.03)
Wi ES 1 (0.01) 1 (<0.01)
EfES 3 (2.91) 1 (0.81) 4 (0.04) 8 (0.08)
TV ABVPRME 1 (0.01) 1 (<0.01)
= MEAEIR 1 (0.01) 1 (<0.01)
HERR 3 (244 3 (0.03)
D EEME IS 1 (0.81) 1 (0.01) 2 (0.02)
VAR o 1= o N 1 (0.01) 1 (<0.01)
mEEE 6 (5.83) 3 (.44 31 (0.31) 40 (0.39)
EBR I 1 (0.01) 1 (<0.01)
WAL 8  (0.08) 8 (0.08)
Fe 1. 1 (0.01) 1 (<0.01)
& I 4 (3.89) 2 (1.63) 12 (0.12) 18 0.18)
1B 1 £ 1 (0.01) 1 (<0.01)
TR 3 1% 1 (0.81) 1 (<0.01)
FElRZS (0.01) 1 (<0.01)
KSRGS (0.01) 1 (<0.01)
KEFIR M ARAE 1 (0.97 1 (<0.01)
TR FR AR A2 iE 4 (0.04) 4 (0.04)
\FTH 1 (0.01) 1 (<0.01)
FERRIE 1 (0.97 1 (<0.01)
FRAH BN IR A2 1 (0.01) 1 (<0.01)
FER 2. MERE & UHtRES 27 (26.21) 53 (43.09) 673  (6.79) 753 (7.43)
AP 55 1A R R 7 (0.07) 7 0.07
I, 1 (0.01) 1 (<0.01)
LTISN 1 (097 1 (0.01) 2 0.02)
WK 1 (097 17 (13.82) 20  (0.20) 38 (0.38)
= 3 (2.91) 5 (4.07) 4  (0.04) 12 0.12)
I ] 11 (8.94) 28  (0.28) 39 (0.38)
THERERME T ¢ 1 (0.01) 1 (<0.01)
£ H 1. 5  (4.85) 12 (9.76) 50  (0.50) 67 (0.66)
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CRIRHRLARE

B - A S R 2R NSCLC &5t
W I, 7 (5.69) 13 (0.13) 20 (0.20)
i ffa 4 (0.04) 4 (0.04)
Lo<b 2 (1.94) 3 (0.03) 5 (0.05)
NES 1 (0.97 1 (0.81) 5  (0.05) 7 (0.07)
R P R (2.91) (3.25) 430  (4.34) 437 (4.31)
JitiBes 4 (0.04) 4 (0.04)
Jitiig: 4 (0.04) 4 (0.04)
B 1 (0.97 2 (1.63) 7 0.07) 10 (0.10)
BORNE (2.91) 6  (0.06) 9 (0.09)
Jta 7k 6  (0.06) 6 (0.06)
H g 1 (0.01) 1 (<0.01)
SR fili 2% 1 (0.01) 1 (<0.01)
Jitilig ¢ 3 (291 (0.81) 23 (0.23) 27 0.27)
S (2.44) 16 (0.16) 19 (0.19)
EEZSi) 1 (0.01) 1 (<0.01)
AR N 2 (1.63) 2 (0.02)
Jir Y i 2 (0.02) 2 (0.02)
JFEARAE 1 (0.97 11 (0.11) 12 0.12)
I RRHESE 8  (0.08) 8 (0.08)
it o of. 1 (0.01) 1 (<0.01)
fitiA 2E 1 (0.01) 1 (<0.01)
Jiti 7K i 1 (0.97 1 (<0.01)
I AS 4 2 (0.02) 2 (0.02)
A i 7 (0.07) 7 (0.07)
TLILX —h &g 0.97) 1 (0.81) 4 (0.04) 6 (0.06)
2R 0.97) 2 (0.02) 3 (0.03)
FREORIE 2 (1.63) 8  (0.08) 10 (0.10)
RERRIE 1 (0.01) 1 (<0.01)
VakitE i 1 (0.97 1 (<0.01)
RN B R 1 (0.01) 1 (<0.01)
BI] S e e 1 (0.01) 1 (<0.01)
T LLE — gk 1 (0.01) 1 (<0.01)
BURL RS 1 (0.01) 1 (<0.01)
OV FE AN i 1 (0.01) 1 (<0.01)
BRL R 1 (0.81) 3 (0.03) 4 (0.04)
WHEE O A HiE 1 (0.97 1 (0.01) 2 (0.02)
SRUE S HA I 1 (0.01) 1 (<0.01)
el L% 5  (0.05) 5 (0.05)
1 e iE SR A R 2 (1.94) 1 (0.81) 1 (0.01) 4 (0.04)
1 ek SE 2 (1.94) 7 (5.69) 8  (0.08) 17 0.17)
BiREE 97  (94.17) 107 (86.99) 2979 (30.07) | 3183  (31.41)
R AR PRk 9 (8.74) 9 (7.32) 25  (0.25) 43 (0.42)
R AT 7 (0.07) 7 0.07
[l 1 (097 5 (4.07) 20  (0.20) 26 (0.26)
THEE R 5  (0.05) 5 (0.05)
REE R 3 (2.91) 8 (6.50) 26 (0.26) 37 0.37)
S E 1 (0.01) 1 (<0.01)
ST 1 (0.01) 1 (<0.01)
T AN 9  (0.09) 9 (0.09)
AIE% 12 (11.65) 16  (13.01) 90  (0.91) 118 (1.16)
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CRIRHRLARE

B - A S s 2R NSCLC &5t
B 2% 1 (0.01) 1 (<0.01)
K% 2 (0.02) 2 (0.02)
5K 17 (16.50) 12 (9.76) 68  (0.69) 97 (0.96)
T 82  (79.61) 89  (72.36) 2120 (21.40) | 2291  (22.61)
1 PN RE S 7 (6.80) 5  (4.07) 23 (0.23) 35 (0.35)
+ —faEa AL 3 (0.03) 3 (0.03)
+ iR 8  (0.08) 8 (0.08)
e+ RS 2 (0.02) (0.02)
+ ek 1 (0.01) (<0.01)
HIEARR 5 (4.85) 2 (1.63) 15 (0.15) 29 0.22)
e TR 2 (0.02) 2 (0.02)
W& 4 (0.04) 4 (0.04)
B 1 (0.97 1 (<0.01)
[=E=K(d 1 (0.01) 1 (<0.01)
e 1 (0.01) 1 (<0.01)
H Hm 2 (0.02) 2 (0.02)
B 1 (0.01) 1 (<0.01)
B 21 (0.21) 21 0.21)
HA P 5 9  (0.09) 9 (0.09)
EES 4 (3.89) 2 (1.63) 38  (0.38) 44 (0.43)
OBAMEE % 1 (0.01) 1 (<0.01)
A E W R 3 (2.91) 11 (0.11) 14 (0.14)
B+ g S 1 (0.01) 1 (<0.01)
H e 1 (0.97 1 (<0.01)
A5 HA I 8  (0.08) 8 (0.08)
VHAbE 2R 1L 3 (0.03) 3 (0.03)
P 1 0.97 1 (0.81) 3 (0.03) 5 (0.05)
A AR 1 (0.01) 1 (<0.01)
i A 1 (0.01) 1 (<0.01)
A ER 1 (0.81) 1 (<0.01)
B/ 4 (3.89) 3 (244 59  (0.60) 66 (0.65)
R 4 (0.04) 4 (0.04)
- 1. 2 (0.02) 2 (0.02)
Bk GEe 3iiin (0.81) 3 (0.03) 4 (0.04)
iR 1 (0.97 (2.44) 3 (0.03) 7 (0.07)
AL TR 3 (0.03) 3 (0.03)
eSS 2 (0.02) 2 (0.02)
P 1 (0.97) 3 (0.03) 4 (0.04)
MR RER 3 (0.03) 3 (0.03)
mp=2icel 1 (0.01) 1 (<0.01)
ALF 1 0.97 1 (0.81) 10  (0.10) 12 0.12)
H e PNTE I Ak 3 (0.03) 3 (0.03)
L 18  (17.48) 25  (20.33) 290  (2.93) 333 (3.29)
W T 1 (0.81) 1 (0.01) 2 (0.02)
RIESR 4 (0.04) 4 (0.04)
12 PN A PR J 4 (0.04) 4 (0.04)
M s 2 3 (0.03) 3 (0.03)
[ERV RS 3 (0.03) 3 (0.03)
B HH 1 1 (0.81) 1 (<0.01)
W Jr 25 P 1 (0.01) 1 (<0.01)
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CRIRHRLARE

B - A S R 2R NSCLC &5t
N 65 (63.11) 50  (40.65) 797  (8.04) 912 (9.00)
HIE TN 28 1 (0.01) 1 (<0.01)
wE 2 (0.02) 2 (0.02)
W 3 (0.03) 3 (0.03)
TEE 1 (0.01) 1 (<0.01)
R ERE AL . 1 (0.97 1 (0.01) 2 (0.02)
Mg (4.85) 13 (10.57) 164  (1.66) 182 (1.80)
TP H i 1 (0.97 1 (0.01) 2 (0.02)
R 1 (0.01) 1 (<0.01)
HEBHE AL 1 (0.01) 1 (<0.01)
HEUBA 2 (0.02) 2 (0.02)
H W2 HEESE 1 (0.01) 1 (<0.01)
7 H 1 1 (0.97 1 (0.81) 2 (0.02)
P e 1 (0.01) 1 (<0.01)
M O SRR 1 (0.01) 1 (<0.01)
H OSE . 4 (0.04) 4 (0.04)
VH b AE i 1 (0.01) 1 (<0.01)
T AP 2 2 (0.02) 2 (0.02)
Vb E EE R 1 (0.01) 1 (<0.01)
RIE 1 (0.01) 1 (<0.01)
1 e 1 (0.01) 1 (<0.01)
R 2 (1.94) 3 (244 17 (0.17) 29 0.22)
FFIRERES 8 (1.77) (0.81) 660  (6.66) 669 (6. 60)
AMEAREER 1 (0.01) (<0.01)
NEY9 o i 1 (0.01) (<0.01)
A2 4  (0.04) (0.04)
FFHERE B 3 (2.91) 461  (4.65) 464 (4.58)
JF% 1 (0.01) (<0.01)
AMERF 2% 1 (0.01) (<0.01)
BIREF 2% 1 (0.01) (<0.01)
RGN~V 1 (0.01) (<0.01)
EEULE Y LE 3 (2.91) 1 (0.81) 79  (0.80) 83 (0.82)
TRIH 9  (0.09) 9 (0.09)
JHFRESE 2 (1.94) 114  (1.15) 116 (1.14)
EEH L UE THRERES 103 (100. 00) 119 (96.75) 6516  (65.77) | 6738  (66.50)
S 245  (2.47) 245 (2.42)
J B 29 (28.16) 8  (6.50) 41 (0.41) 78 0.77)
i) 4 (0.04) 4 (0.04)
EIE S S 12 (0.12) 12 0.12)
A=k 1 (0.01) 1 (<0.01)
LR %% 2 (1.94) 146 (1.47) 148 (1.46)
SIERR R G 2% 18  (17.48) 802  (8.10) 820 (8.09)
TLILX — P G 4% 3 (0.03) 3 (0.03)
IR R 4% 2 (0.02) 2 (0.02)
Bl R g A% 1 (0.81) 3 (0.03) 4 (0.04)
S Bz g 2% 1 (0.97 3 (0.03) 4 (0.04)
Wyp 49  (0.49) 49 (0.48)
B Rz s 82  (79.61) 81  (65.85) 625  (6.31) 788 (7.78)
B 3 (0.03) 3 (0.03)
1% 1 (0.97) 261  (2.63) 262 (2.59)
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Y Ry — Y VR ] [

K - jg;i’;; jﬁf *gﬁ; % N NSCLC 23
FHE R ZMER5 1 (0.81) 61  (0.62) 62 0.61)
HLBE 2 (1.99) 1 (0.81) 135  (1.36) 138 (1.36)
L IGAHLBE 10  (0.10) 10 (0.10)
R R A 2ENE 7 (0.07) 7 (0.07)
F& T 1 (0.97 3 (0.03) 4 (0.04)
ERREE 2 (1.94) 2 (0.02)
IR T AR BE 1 (0.97) 5  (0.05) 6 (0.06)
Bk 11 (0.11) 11 0.11)
% B 2 (1.94) 3 (0.03) 5 (0.05)
AN 1 (0.97 1 (0.81) 71 (0.72) 73 0.72)
B (0.01) (<0.01)
HER B BE (0.01) (<0.01)
D (0.01) (<0.01)
IND] 10 (9.71) 10  (8.13) 56 (0.57) 76 (0.75)
FE G 2 (1.94) 4 (0.04) 6 (0.06)
FEE SRR TR AN T A IR 2 (1.94) 1 (0.81) 23 (0.23) 26 (0.26)
S BRE 4 (0.04) 4 (0.04)
iR 10  (0.10) 10 (0.10)
R ZIR IS AR 1 (0.01) 1 (<0.01)
FRAR HH I 5  (0.05) 5 (0.05)
SeRR BB 2 (0.02) 2 (0.02)
Wbz 1 (0.01) 1 (<0.01)
FEIS 2 (0.02) 2 (0.02)
EOPESE 67 (65.05) 76 (61.79) 330 (3.33) 473 (4.67)
SRBE 1 (0.97 1 (0.81) 21 (0.21) 23 (0.23)
PSP 7 1 (0.97 1 (0.01) 2 (0.02)
12 85  (82.52) 119 (96.75) 4281  (43.21) | 4485  (44.26)
HLBEME: 5 17 (0.17) 17 0.17)
EEMEESE 1 (0.81) 18 (0.18) 19 (0.19)
BEIR Bk 1 (0.97 1 (0.01) 2 (0.02)
B 1 (0.97 26 (0.26) 27 0.27)
EOPEMRE 15 (0.15) 15 (0.15)
RS 2 (0.02) 2 (0.02)
Ihi 2 (0.02) 2 (0.02)
N TR R g 4% 279  (2.82) 279 (2.75)
FE R 2t 1 (0.01) 1 (<0.01)
g% 1 (0.01) 1 (<0.01)
g 34 (0.34) 34 (0.34)
FREOBHA 2 (1.63) 24  (0.24) 26 (0.26)
FZRE I 5 (4.85) (4.07) 81  (0.82) 91 (0.90)
gzl 6 (5.83) 2 (1.63) 38  (0.38 46 (0.45)
FZ g Maas e 1 (0.01) 1 (<0.01)
FERE I (0.01) (<0.01)
FERE SR (0.04) (0.04)
RS 24  (0.24) 24 (0.24)
AT T R EERE 3 (0.03) 3 (0.03)
P 1 R 1 (0.01) 1 (<0.01)
ZERS 2 (1.63) 20  (0.20) 292 0.22)
57 RS 114  (1.15) 114 (1.13)
JTU AR 6  (0.06) 6 (0.06)
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Ly R Y — Y VL ] (&
K - jg;i’;; jfff — %‘5?” N NSCLC 23
JURJE S 1 (0.81) 1 (<0.01)
JTCHA B 25 E 1 (0.97) 1 (<0.01)
FE G RRAEE 1 (0.01) 1 (<0.01)
HEEJE BNEE 2 (0.02) 2 (0.02)
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T o JRJEFIRAN R AR SAE 4 (3.77) 12 (1.42) 16 (1.63)
iR 1 (0.12) 1 (0.10)
% 9 FEIE 57 (53.77) 23 (2.72) 1 (3.57 81  (8.27)
12 78 (73.58) | 300 (35.46) 5 (17.86) | 383 (39.08)
FLBEME: 5 1 (0.12) 1 (0.10)
EEMEESE 1 (0.12) 1 (0.10)
R IR SN A 8 (0.95) 8 (0.82)
% O MR 1 (0.12) 1 (0.10)
TR K 4% 2 (0.24) 2 (0.20)
g 21  (2.48) 1 (3.57 22 (2.24)
FZRE I 8 (7.55) 2 (0.24) 1 (3.57 1 (1.12)
ikl 9 (1.06) 1 (3.57 10  (1.02)
RS 2 (1.89) 2 (0.24) 4 (0.41)
57 RS 2 (0.24) 2 (0.20)
EEHRLEE 1 (0.12) 1 (0.10)
EEVETE D FEIE 2 (0.24) 2 (0.20)
SRR E RS 5 (4.72) 8 (0.95) 13 (1.33)
T 0 A 2Rk 1 (0.12) 1 (0.10)
JTUR 1 (0.12) 1 (0.10)
S 5 11 (10.38) 11 (1.12)
BEERREIUVHESHERES 11 (10.38) 3 (0.35) 14 (1.43)
A 3 (2.83) 1 (0.12) 4 (0.41)
A 1 (0.94) 1 (0.12) 2 (0.20)
KT 1 (0.94) 1 (0.10)
e 1 (0.94) 1 (0.10)
FH IR 1 (0.94) 1 (0.10)
VU e 4 (3.77) 1 (0.12) 5 (0.51)
0 R B L 1 (0.94) 1 (0.10)
ZEHELUVRBEE 2 (1.89) 19  (2.25) 1 (3.57) 22 (2.24)
HEIR R 1 (0.94) 1 (0.12) 1 (38.57) 3 (0.31)
i pR 8  (0.95) 8 (0.82)
BRIR 1 (0.12) 1 (0.10
EHR 4  (0.47) 4  (0.41)
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ek A5 A

ek A5 A

B - A igeE R SR (TAR1101) (TAR1401) g A it
HEE 1 (0.12) 1 (0.10)
BARA 1 (0.12) 1 (0.10)
R BA 1 (0.94) 1 (0.10)
R RE kR 2 (0.24) 2 (0.20)
SRR 1 (0.12) 1 (0.10)
EERBLVIEES 1 (0.94) 1 (0.10)
i H i 1 (0.94) 1 (0.10)
— % - 2EEES L UERSHOKE 77 (72.64) | 136 (16.08) | 4 (14.29) | 217 (22.14)
[iopr) 2 (1.89) 1 (0.12) 3 (0.31)
g 1 (0.94) 1 (0.10)
P T V7 N 1 (0.94) 1 (0.12) 2 (0.20)
9% 55 56 (52.83) 58  (6.86) 1 357 | 115 (11.73)
ST TR 5 (4.72) 5 (0.51)
AR 12 (11.32) 39 (4.61) 3 (10.71) 54  (5.51)
TN 6 (5.66) 3  (0.35) 1 (3.57) 10  (1.02)
AP AR 3 (2.83) 4 (047 7 (0.71)
HEEN 32 (30.19) 46 (5.44) 1 (3.57) 79  (8.06)
W7 T 3  (0.35) 3 (0.31)
A AR 1 (0.94) 1 (0.10)
eI [R7S 1 (0.94) 1 (0.10)
JiiikEgee sy I AL ST 1 (0.94) 1 (0.10)
ERERIRE 105 (99.06) | 182 (21.51) | 5 (17.86) | 292 (29.80)
TI=UT R N T UART 2T 59 (55.66) 31 (3.66) 1 (38.57) 91  (9.29)
7T —EEN 17  (16.04) 1 (0.12) 18  (1.84)
fﬁ.;;n/\ TRART S RTLAT 2T e | 24 @sd) | 1 G | 82 (837
e Rk N 1 (0.94) 1 (0.10
7 v7 2 AR 35  (33.02) 3 (0.35) 38  (3.88)
MY L e M 14 (13.21) (0.95) 22 (2.24)
7 v —Ed 6 (5.66) 1 (0.12) 7 (0.71)
fLrp = L 25 v — LiEd 7 (6.60) 7 (0.71)
M= L 25 o — LB 3 (2.83) 3 (0.31)
M7 L7 F i AR —B N 1 (0.94) 1 (0.10
7 V7= 8N 8 (7.55) 5 (0.59) 13 (1.33)
7 Ko bR 1 (0.94) 1 (0.10
=7 Ko s 6 (5.66) 2 (0.24) 8 (0.82)
1fn AR LB LK SR S BN 24  (22.64) 2 (0.24) 26  (2.65)
sV o K 8 (7.55) 1 (0.12) 9 (0.92)
MR U o A HEN 9 (8.49) 9 (0.92)
I EAR T 1 (0.94) 1 (0.12) 2 (0.20)
I JF 5 7  (6.60) 7 (0.71)
-~ U o A 5 (4.72) 3 (0.35) 8 (0.82)
1. HR R S 2 (1.89) 2 (0.20)
Ifn. HR R SEHE N 11 (10.38) 1 (0.12) 12 (1.22)
C — SR | M 24  (22.64) 5 (0.59) 29  (2.96)
i X R 1 (0.12) 1 (0.10)
I BB RO 10 (9.43) 10  (1.02)
I EREREHE N 1 (0.94) 1 (0.12) 2 (0.20)
747U DAL~ —H 1 (0.12) 1 (0.10)
7 4 7V O fREEEE N 1 (0.12) 1 (0.10)
y—=INEIN T RT =T —EHIN 35  (33.02) 8  (0.95) 43  (4.39)
PR R o bERG 5 (4.72) 5 (0.51)
Wk BRI D 1 (0.12) 1 (0.10
~< 27U MNED 73 (68.87) 1 (0.12) 74  (7.55)
SR F I B 18 (16.98) 18  (1.84)
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- - e fEegE BT | PR e A
B - A 3 g PR a5 (TAR1101) (TAR1401) g A it
~NES v e 76 (71.70) 11 (1.30) 1 (38.57) 88  (8.98)
LEBEEN 1 (0.94) 1 (0.10)
i IR AR A 4 (3.77) 4 (0.41)
U RERER D 46  (43.40) 46  (4.69)
U L RERERHE N 1 (0.94) 1 (0.10)
BAERE ek 16 (15.09) 16  (1.63)
HLERBE N 5 (4.72) 5 (0.51)
I HRERER D 73 (68.87) 81  (9.57) 1 (3857 | 155 (15.82)
I HREREHE N 3 (2.83) 3 (0.31)
I IR B 77 (72.64) 94 (11.11) 2  (7.14) | 173 (17.65)
TR H el 23 (21.70) 23 (2.35)
R BRI D 72 (67.92) 72 (7.35)
REWD 53  (50.00) 53  (5.41)
{REHEIN 2 (1.89) 2 (0.20)
i R He 85 (80.19) 83  (9.81) 1 (3857 | 169 (17.24)
i EREHE N 6 (5.66) 2 (0.24) 8 (0.82)
I IR EE 0 15 (14.15) (0.24) 17 (1.73)
PR AR F 17  (16.04) 1 (0.12) 18  (1.84)
M7 A Y RA7 7 & —PHIN 31 (29.25) 10 (1.18) 41  (4.18)
Hj~ — b — 5 6 (5.66) 1 (0.12) 7 (0.71)
JRFR o e el ) —47 N 4 (3.77) 4 (0.41)
BE. PEBLUVNEAHE 1 (0.12) 1 (0.10)
W& IR 1 (0.12) 1 (0.10)

(V=5 (6) — 1) EHpGHA (BT RREEAA, 50 BT TR, B Rt e ) |

TR T —H N— A, REBCETRERRBRONA - FREM AR (2fRA) | 2R

9. BERBRERRICRITTEE
BRIE STV

10. BE®ZRE
BREIN TN

. BRLDIE

BUGER

14 BREDIE
141 EFIRMAFOZE

PTP WD FEHNL PTP > — 6B H L TIRIT2 X5
RIS XD | OGRS SR A~RIA L, ISR AL 2 3 2 L THERRTA & F D B e & 0F

BET5Z &, PTP v — hDik

JEZFRTHZLEnH D,
R
PTP a2 DA — Il T 2 FEFEHTH D, %ﬁEE$Lf%ﬁH$@£LT£ﬁLKO

12. ZDHmOEE
(1) ERRRERICED IER

* HASCEH (R A

H SGEEE 240 5 (ERE 8 4F 3 A 27 BHA)

ZEBSRAT DRER

[%Z )Lt /\8E 25mg - & JLtz/\8E 100mg)

15.1.1 EWNTESE L7/ lailieE 2 x4 & Lo frE A ERAE (S5FH4)
BRI . & RERE (ECOG Performance Status :
PRIE OGO IR L, EGYE D& OF XATBE T, Il U ST MEPAZEME IR - 0 & OF XX

2-4)

BT A5%
i g‘lﬁﬂfﬁ
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BEAE DS R MR B B« BEEE D fERIA 1 & L TR &7z, (2013 4F 2 A4ERHRE) $£7-,
MBI BB L BB EAE R E L2 A BT OME., 25RERE (ECOG
Performance Status : 2-4) . EFMGAEOMAE, W5 OO FR B EMEME RO THAR
BIR7T (BRF51) & LTHRIEENZ, (2015 4 9 AR E) EWN THEE L 7= Bm 2 k5
E LT RrEM HGERE (B0FRE) (281 2 2L &M ORE R, MEBOA PR SUIREE.
JFIR B D RRFE Mg S500S RV ME At FE R B - B9 D fERIA 1 & L TR S v7e (2014 4 8 A
AR, [1.20 1.3, 8.3, 9.1.2, 9.1.3, 11.1.1 ]

[4 )Lt/ 88 150mg)

15. 1.1 [ENTIHENE L 72 R B SR (REIFRE) (T80T 2 228 BT ORE S, US|
2HIRERR (ECOG Performance Status : 2-4) . FEMEEBOES ST, IR
SEDEOF IR R, IliSUE S 32 PAZEME I BB O A OF S X BEAE 23 [V M it e R B - 4
BOKRKET L& LTS (2018 4 2 ALK, F7o, FEMEMEERENBH LR
FHRMERG L LT 2 E BT ORGSR, 2 IREAR R (ECOG Performance Status : 2-4) |
EE M EHROKME, BEMOIERMEMEEEO TR ARKT (EIFELT) &L THR
Hahke (2015 4 9 AR, [1.2, 83, 9.1.1, 11.1.1 ]

<R

FE/ NIRRT &2 )8 & U= R e AR (2RIFAE) ORI\ T, A EMTIC L

2 VMR B OFE B - BEEOfERRIR 7 & L C EREA || 28 KkEE KR (ECOG Performance

Status : 2-4) |, [TAVEMEREBOE O UIBEE ) TIEGYEOAOF IR TR X2k

PHIEMERIR B OB O T I S22 & 2D &5k L7- (2013 45 2 H 47 HE)

Fo, BEMMEEN B LB EMZR L LITIck W T, 2L EMTIC L D MEME

i B OERIFIE TN D723 D THRARK T & LT 25 RERE (ECOG Performance Status :

2-4) |, NEF M S A RO ), ERMOOHE) b Sz Z &b, 2N b ZFt# L7z (2015

9 AR,

R 2 Rt & LT Rl AR A (R OfEFTHE R W T, 2EBEMATIC X 2 B

it B DR EL - B OfERIK 1 & LT TIEEB OGO SUIBE T, TR B OB 23

INTZ b, Ihvbaiidi Lo (2014 4 8 A&,

['V—5(6)— 1) HBREHA (—Mei R A ., Al H pcs a2 | Al Al Ll )

BUERTE% T — & X— AR, RSB REBERREBRONE - FREME A RERE (2FfE) 1 &

oz L,

15.1.2 MW T, EGFREA T AR OF A b3 i L 7o b P FRIERIBIR O TIEIE
/NIRRT R A xR & LT 2 DOFE AR RRER N FEhE S 4L, 77 F Al 2 & by
WL (FLAVEE VAT TF o RORT Y EXRIV/DNVRTTF ) &ARKIO R
BERIC TR G TR R EN R o T2 L OWERH D GEANT—4%), [7.3 B8]

<>

MM BT StagelllB & IVOALSEIEARTIGE O FE/ NI B8 238t & LT, Kl &b
WL (FL B+ AT TF o KON T VARV TINVRTTTF ) 0 LTCREL

(LRI BNEE CIT o 72 B B MIEGRBR N S S 2y, FEFHEEE Th 2 &4 FHE O

FREHZ B W TR, BEER L PHRIES~ORAIOGHIC X 5 BB OA B2 IERITRO biv/e i

ST, BB, INLORERIY EGFR &5 T EROH A M OT I S T,

15.1.3 WS35 T, NSAIDs & ORI H G ARER Lz & ORERH S GMNEAT
— %), [Z /Lt §E 26mg « X /LB 3E 100mg : 9.1.1, 11.1.7 ] [# /L& /3§E 150mg :
9.1.2, 11.1.7 2]

<fian>
WAMZ B W TAAIE NSAIDs (FEAT 1A RPEHLRGESL : Non-Steroidal Anti-Inflammatory

Drugs) & OPFHRHC, BBHMARE Lz & OHENH D, NSAIDs HAIC & H G H Lo gIfE

RARdH 0 AF & OO X 223 T2V, NSAIDs & O3 2854 13 B i IciE

BETHZ L,
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(2) FERRIREERICE D IR

15.2.1 B MFI 78 Y —2A KUt MNEE A XSO UGT1A1 ZHW ez nw ey
NE DT NI v BEREADOENRD LN TWD Z LD, Gilbert SEERSED 7 V7 v
VA B T UGT1AL BB EME T L CW A EE T, MY U L e BN B4
LHBENRD D, Fio, HEAEBETEICUGTIALICL AV a glbrezit 54 )
T 71 SRR AR E OFEY & OFR EAEH O RTREMED B 5, [10.2 ]

SR>

b Nkt Z W2 1n vitro RBRICE W T, AFIZE Y LB D v v U giaa R HE L Z
LD, Gilbert JEMEREED 7V 7 v A B XX UGT1AL BELEDNME T LT\ 5 EEIC
BWTHE, MEEC VLV EREN ERATHEEENRH V| HEEMRE O DIZFEHE LT,

15.2.2 A X Z W= ER n g EFEERRICRB VT, mAED 50mg/kg/ A B THFEO R
(PP, JRE. 8. 2710 AR LTS, [11.1.8 B H]

<>

AHNDA XIZH0F 5 12 1 A MRER G- #%ERR (2.5, 5/7.5%, 15, 50mg/kg/H : *3Er 50
H2vD 7.5mglkg [IZH ) (28 C, 50mg/kg/ H #& 5RO IRIEEACIC L 2908 E&%p] (13 B

Feh) ©, AR GRIE, RE. 8. AL REERR AR RIS AR O FENE S IR 2 EIER

iz,

15.2.3 7 v b XFA X EHWEER O GEERBRICB O TEE (BROEMR ORIE
7w b, BRELOWE : 4 X)), IFl (s . 7o 8, EEE (TR 1 X)), B
(B ALEESEAE R ORAIEIERE © 7 v RO X) ROURE (G : 7~ b) ~DORBRHRE
ShTWb,

<>

AR ORAER A GFHERBRIT, 7 v b (1 7 HM 1.5, 10mg/kg/H. 6 77 H#: 1, 5, 10mg/kg/
H) RO X (1AM 5, 10, 50mg/kg/H, 12 7 A : 2.5, 5/7.5%, 15, 50mg/kg/H : *ik

B 50 H226 7.56mglkg I &) ITRBWTEHEINN, 2o ORBRICEW TR bivl-FE7%

BT RIE, EOBLOENE - KIE (7> b)) EEOHRIR - BT (X)), RO ESE
(Z > b)), T (X)), BIRO R FLEEEESE K OYRMAEILE (T > RO X) WONZIPERDZE

fii (v b)) Tholz, ZHHDOHMARICEB W TIZ EGFR 04534i<° EGF OfEANHRESH TR

D, BlEInmEET RIE. AFIo EGFR-TKI O F/EMICER L2 EZEx 5Nl
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X. JEEGPRERERICBA9 HIER

1. FEHER

(1) EMFEEAER
[VI. 3EZhSEBLICRI3 2IHE | OISR

(2) TeMHEEHRY

ZEMEEHR (—REEHREST)

BHHEXIX
— y i B5HE 30 FH 9 el ek
P BR DR Fii/ bt (Vlt) (zinFe" (B ) FFRL I N E TR
Wil L L0)
FRAR RS T R F T
~ U AD JEE | % A/CD-1 | OB 0. 1.3.2. 10, 32, HE (3) - 320mglkg £ C MEIRICKT S
PRIz 5 (0.1% MC*) 100 . 320 . RN B LN T,

(Irwin DZEE) 1000mg/kg + 1000mg/kg “C B FEBH A M7 5
U (5-#3047) . 136123 inverted
screen test T N L7z (5% 1K
O21FH)

Ty bO—IE | 7 v b /CD | HERRO#KS 0. 50, 225, 1000 it (10) MRATENEER T A O
Rzt 2% | (SD) (6% Captisol) mg/kg 7
(#% a2 R
B%) . GLP iR
~ U ADFHEHKME | ~v Z/CD-1 Pentylenetetrazo | 0. 10. 50, 100 I (20) PURSER R OV FRIEA XA D
S =N 1 IEIPEA 5304 | me/kg nimoTe,
o AL B B 1%
5 (WL 0.5%
MC*)
DA R RF T
Sy FNOMLE, Z v b ICD | H[ERE &S 0. 50mg/kg HE (6) M, D%k, POz, PCO2, pH (T}
DB O | (SD) (0.5% MC1) THEBIIA DN o T,
T AN D5
3!;;,_&
A XOMIE, O | A /R B[R O 5 0. 50, 100mg/kg HE (3) D IME RITEBIL A DN Do T2
WL DHEE, (0.5% MC*1) i ( CUB%L, E, DA E, SRR
Ko TR AN I KT BIRPLE OV BRI L),
KON ERIT %
YA
AXOME, L | AX/e—r0 | HEEAO#ES 0. 10, 20, 50, HE (3) M, DA%k, DERICEEITA LN
WK OWE (0.5% HEC*2) 100mg/kg . (3) ol
(S I A
(FLVARNY—
AR . GLP 7R
hERG T v /v | #l & ¥ 2 B | in vitroWVgs% 3~100uM N/A*™3 hERG F % &N L7ch U D bdg
X3 %5 2 | hERG ¥ ¥ 3 FrofitihE HERAPIZHE L L
(1) : hERG & | /3381 CHO # Too LIPLZZDS D @RI W T
¥ v 3 B e H©50% % 2 HILENR SN -
CHO #ffia 7ele, ICsofi &I TE 2ol
(R ORMHEDOTZD EEZ LN
%), IC20fE13#92.9nM (1141ng/mL)
ThoT,
hERG T v %/ | #l & #2 2 B! | in vitroWgi& 0.1~100pM N/A*s hERG T % X NEN LAY 7 LA
WX %5 2 | hERG ¥ ¥ 3 v ol E HERFEIZHL L,
(2) :hERG ¥ | v % H Z O ICsofE T 7TuM (2754ng/mL) .
v % L % B | HEK293%WIH TCuffi 12#0.6pM (236ng/mL) T
HEK293 A 27,
UYXORMLT | v XX | in vitro VR 0.1~30pM N/A* T X )L X TR HE O H Ik E
JLF T RMEIS | R N7, TREVENM O K & X | e KIS fii
x4 5 R JE KD BN HEE - Vi 16
GLP Rk ENFENLFEFHIEREFE (APDgo. APDso) IZ
HRBIIHA LN oI,
R SR e E R
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#h 8T

e ; - B 551k R PERI] s
R OO FEEE LB (V) (=rnF=" ) Rl _EPTA
W & L)
Jy bo#K | 7 v b /CD | HERAKE 0. 50, 225, 1000 it (6) llﬁli‘ﬁx\g 155 TR, 145 TR
i AT kT (SD) (6% Captisol) mg/kg BRI H LN o7,
T 5%, GLP
B
B PR R R I KT R
Ty hOBKfE | 7 v b /CD | H[EIRE &S 0. 5. 10, 50 I (12) 710 7 AR R (5mglkg : 35%.
(1 ppay-7 (SD) (0.5% MC*1) mg/kg 10mg/kg : 43%) K& OVJR &4
(5mg/kg : 21%. 50mg/kg : 20%) 3
BT,
HE R iﬁ‘?ﬁ%ﬂ
7 M) DEJH Z v b ICD | B A#S 0. 5, 10, 50 1 (6~13) 5mg/kg LA b T H B AR o #
PN i BiE XT'T (SD) (0.5% MC™) mg/kg+0.5, 1, (5mg/kg : 24%. 10mg/kg : 40%.
(1) RO 5mg/kg GBI 50mg/kg : 69%) M OB IHE REEED
B 5Bk ) Wil B A 5z,
Jy bOBERE | 7 v b ICD | #HIkNES 0. 25, 5. #E (6~14) 2.5mg/kg UL T HYEHREO I (2.5
Nl EREIC %9 | (SD) (20% 10mg/kg+0.5.1, mg/kg : 16% . bSmgkg : 29% .
WA (2)  H R sulfobutyether- 5mg/kg GBI 10mg/kg : 53%) K& OVE & HikAE D
P 53R B-cyclodextrin in | B&) DA NS g
50mM 7 = U,
pH3)
B AR S OV D A B E 9
FEHOERE S RO | W eV v | in vitroVRERE 1nM~10pM N/A™s s T rF =7 BIROIHEEEEH
i (OISR | S B ORIk LA BT,
LR NI - SINE <v e b acn
DRI H LN o,
e/ E > | In vitroWBFz 1nM~10uM N/A*s 10pM (3934ng/mL) THEEEHEIH)S
NG 10%WA L7223, B A% I &L
EHEIGIER I T 2 BT A b
RinoT-,
M ENVE v | In vitrolB 1nM~10uM N/A* 10uM (3934ng/mL) Tk A ¥ I %
NG FESHE O (42%) A BT,
e/ E > | In vitroWVgeZ 1~100pM N/A*s 100pM (39340ng/mL) T CaZ#iid
b [E G HEAE AR O] (34%) BN BATZ,
7 v N1 | in vitroVEEE 1nM~10pM N/A* R b AR D R
I LB BRI T,

*1 : Methylcellulo

se  *2: Hydroxyethylcellulose

(3) ZDithDEEHER

*3 o HYET

<BEEH
RIEZHEICHT S in vitrokES g+
67 FFH D HK R RIRIZX T 5 = v e F =7 OB Ft:

&AL AT, 2L OREFRIC
KRR DT B BRITH L TR, OSBRI AT HBRAR RS L E 1

-7,

BT

WCOWTHEMEY By REAWTHRE L

ARED 1.0 M £ THERMEGEEEN 2R S 20

Az RLTZb0D, O ICsofEIX 250 M LIEWEFIMETH 7=, L, miroF=T70

AR AR 2 Bk

VAR Z L AVRIE S T,

2. SRR

(1) HEREHMERER
RIEO W G HMRRE~ 7 A, T v FROA X2 AOVCER L (5 tinF=7 L

L CHAL
v Rk

)o

3. KR RA EGFR-TK

2569 B AED ICs0 i 2nM 12 EL~_ThH»

i DA O BFE R, HEIR O %5 Tl 2000mg/kg LA, M 2000mg/kg, HiEI#R

W5 Tl Tomgl/kg (HEDHEffi) T o7-, 2000mglkg O H[alFE O &5 ¢ H 3 EEED . P

RN

SN

B, Pk (1B,

75

b, HE, A, AEMLAARBNTZ, 25mglkg UJ:O)@IE[H%H)W\UTQ%UCW
NN PR B &> 2 W M I 23 72 © AU 72




(2)

7 v MBI OB X, HERE O£ 5 ClE 2000mg/kg, # 1000mg/kg, H.[RIEFFARF
5. (D HFEHE) THE 50mg/kg Tho7-, AL TIL, 500mg/kg THE. 1000 H 5\
2000mg/kg CTREWARE . BREENRD, REIR, HIE, A, M8, RERA L, Bk
N5 Tix, 25mg/kg TR AHE, 35mg/kg LA E TR, Fa—a 7 WM, MRS D
W E REENRD D B LTz,

A XIZBT DG OB EIL, HERE O &G CHEMEILIZ 200mg/kg VLB, BRI G- ClfE S
\Z 156mg/kg UL EThH o 7=, BOHETIE, 100mg/kg LLETHIAEED, MR, BEfLILE,
EA (F<E) BALIL, 200mg/kg TIEEICHIRIK T, R, lE, KRBT A BT,
ZHHORERIT 5 B BIZIZHEIR L7s, BARNE G T, Tmg/kg P C B R EE D LR,
BFH (<E) BALN, 15mgkg BECIEFEICEE, LMMESTT, RENA LN, ZhbD
JERIZ 1 B ADORICH BT,

B[O 5H R
. 58 (mg/kg) HERS DE AR (mglkg)
DR | BSEE | aparemyrlo | (mAnF=7ilO)
~ U A o 0. 500, 1000, 2000 HE : 2000 LAk
# : 2000
Rk 2 0. 15, 25, 50, 75 Mt 75
Z v b ena 0. 500, 1000, 2000 #E : 2000
# : 1000
Rk 2 0. 15, 25, 35, 50 HE : 50
A X e o2 0. 100, 200 1 : 200 L E
Mt - 200 DL L
RPN 2 0. 7. 15 M 15 Bk
ME 15 LUk
15 (30 &y MlFfpif 5) 15 DL E

*1 : I & LT Methylcellulose 1A % 1 H
*2 : YA L L C Captisol (314 SBECD) &K % ff A

REHRESMHEHER ©

ARIED R 1B G- ERRBR OB IRV -k a2 7 > b A4 X2 AW TER L-
(BEH5E: = raF=7L L CTHHE),

vk

7 v b ORKERE O G EMERR A O EFIRN & G-3RI, 10 BRI 6 W AR E To®
HHMCTITo72, 10 AR 0BG RRE R MERER (0, 5, 15, 35mg/kg/H) @ 15 &1 35mg/kg/
H CHEEF& - (KEE RO K O— kBB O BN R A b7 (M &RIE 5mg/keg/H
EHEESLZ), ZOMEO XD EROEMIX, L0 ESWIIFEFRE LV EFEEI L T, Ty b
D1 H AR O%EFEERBR (0. 1. 5. 10mg/kg/H) Ti, & - KEMINEORD . R
VLB OENN, ALT OEMMAA B, 6 4 A ke 0 #5350k (0, 1, 5, 10mg/kg/H) T
X, 51, INROZENE, RMETLEZ (O BIROILIEEN, BB OBEIRILR, ZHREO T
B, REOBUOEM. RENALNTZ, FOKEGCTOmEEREIL, 1 VAMKEGRRT
5mg/kg/H ., 6 77 H #5382 T Img/kg/ B & HEE Sz, REEZREIEERN 7 v R OFRIRN &
HiErRBRcBlgE S, 2 8B (0. 5. 10, 15mg/kg/H) X% 4 #@[ (0. 1.5, 5. 15mg/kg/
H) OFIRNZEGHRBRICIN T, S OMEIR, RLEKFZ AT A =2 EORD, e )re s -
ALT - AST - 2L A7 a— /L OGN, JRE « TSN « B M OVBH FIRITIRA R A iz, #ilk
WG CoOMEEMEEIT, 2 #5535k C bmg/kg/H. 4 HE P HRER T 1.6mg/kg/H L HEE X
iz,

43X

A X OFAERE O PG MRERIT, SRERBRICB T 2 BEMNG 12 7 A E Co IR <7
>7c, RERFEMRER (G &E 250mg/kg/H) @ 100mg/kg/ H UL CHEEIONEMS 2 H A7,
1 4 AR O &5 5EMRER (0. 5. 15, 50mg/kg/H) Tix, 50mg/kg/H TRIMEKGE /T A —%
B (BREE) | B ORI OFFAMEE(LR A BTz, 12 7 A #0535 (0,
2.5, 5/7.5, 15, 50mg/kg/H) TiE. 50mg/kg/H (12 H HIZ 30mg/kg/ HIZZEFE L7-DH 13 H
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(3)

(4)

FlZ#GHIk) CEEME (FHR%) ., KEED, REKR ST A —ZEOHD, e rey -
AP O, ABEOZEN - HEC, BIROILIEESE, &8 O RGE K OIRILEZ &0 H BE 0%
B3 BTz, 15mglkg/ B CHREDIKE G E DD 73 A H i, 15mg/kg/ H LL_ETRE DAL (3§
TR BB ORBBEOHMNA A ST, 10 A MF G ik LT 12 7 HERBRICBT
%R0 mONEEMEIT, X EOIETEE L~V LA LTV, RO G TOEREREIT, 1A
A H#53RC 15mg/kg/H | 12 7 H #5382 T 5/7.6mg/kg/ H & #EE =7z,

Z Dt ;

~ U AD 2 MR A G ER EMEER (0. 50, 150, 300mg/kg/H) (23T, 300mg/kg/H T
MR KSE., B SEB O, JETE, 150 KT 300mg/kg/ H THRILEKR /8T A — % R OKE BB DI
LRI BT, R EX 150mg/kg/ H & #HEE ST,

Tz BIT AR O &G, 25, 100, 200 XX 400mg/kg/ H OHET, i 1 #EFE TO
ARG A 7Y 2 — 2 K D ERFREMERER 2 S50 LR L 72, 25 XU 100mg/kg/ H CTHUREHY)
PRERASE K OV ST IR IMER R /X T A — ZAEDOWD 3 B4, 200 J Y 400mg/kg/ H Tik, FRE X%
FEREDOIRZS . B FSEENRD ., IR, PAJEL O UL RA LN, L, I=7 A P T
IIARIEDERRFER CTA DN L EEL O e A FEBL T E e inoTe,

RERSEMEAR
. #BhHE (mgkg/H) MR (mgkg/H)
ki b5 - i <I»m%§3§LT> (Iwﬂ%:ggif)
Zv | &0 -10 HIH 0. 5. 15, 35 5
Ba -1k A 0. 1. 5, 10 5
o6 MM 0, 1, 5, 10 1
FRRN - 2 JE R 0. 5. 10, 15 5
RPN - 4 B 2 0. 1.5, 5, 15 1.5
A X oo 13EM 0. 50, 100, 250 50 (Rt &)
-5 A 0. 50b.i.d. 50/100, 100 W& 45 DRI A2 LI 50mg/kg/ B LL
oS HARERECELHRE)
X0 o T, GRERKER)
oo 1h Amn 0. 5. 15, 50 15
o1 A 0. 5. 15, 151 BREOEWIC L D HmEoER L,
(7R - MC, Captisol) (GRBRRE F)
oo 12 0 H e 0. 2.5, 5/7.5"3, 15, 50 5/7.5
~vA | &o -2 0. 50, 150, 300 150 (FeKiif &)
v BH - 1~7 BHE (W) | 12.5~400 FERFER & W U Sk RIE | Bl C
(KERGREORKE L 26~ | 7enoTz, (REREER)
400)

*1 : W & LT Methylcellulose 5% % fifi /i
*2 @ Yt & LT Captisol (514 SBECD) ik % fi H
*3:50 HE»OR G E% 7.5mg/kg/ H \ZHE &

EnEtatEg Y

A% 4 FHEHOBGEERER (ERZAE RHER, YRR, B, Bin 72984
FLEER) TREM L 7=,

RBAGMACRAFAE T S OFEEAE T TITh Tz in vitro BRIV T, AL E £ V7180
ZEIRAHLGAER (Ames 3BR) CERFMZE ST, & MY U SEROPEEARERT 5| X 7220
ST, Fio, WILEREEMNZ W BE TR REBRIC B W T S AW TS A B H &
BAMED & 5 2R E R OMIMA | R Z & 72T,

MEED CD-1 ~ © AT 1000mg/kg (/v F=7HEletE L L C) F CTOAIKA B 3 H
OG- LR, w7 2T 2/MEOEINT <, REaRBREFREEITRD bnedo
776

A A TRIEEER ¥

U AROGT v M EMWT 104 BEAERE Q#5205 A JRUIERER 2 320 L 7o R . ASRICBEE3
%5 & EZBNDIEGOEMITA LT, AFITHARIETFERD bivenoT,
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(5) Eﬁlﬁ%iﬂ'l‘iﬁ%ﬁ 9

(6)

(7)
1)

2)

ARIED T v MBI DL OMEOASERE., 7 v b & U2 218 I5 W EEME R O A B E,
7 v MZEBIT 5 AR R AR DIESOEBIZOWTRHMET 5729, Hi@éﬁﬁ%\éiﬁ-ri
ABrAEER L7 (FE5E: oo F=7L LTHE),

7 v MBI HZIEHEL OFE KR £ TOYMIMREAEIZET 238k (0. 2. 5. 10mg/kg/H) 280
T, HEREMWICH LT 5mg/kg/EIU\J:“C“@2WHT BoINE EFREEORD . 10mg/kg/H T
TR OFE IR DR 3B D, FIIRIE AT 5 BN b,

IR - JRIEFAICE T 538k (F v b0, 2. 5, 10mg/kg/H. 7H % :0, 10, 25, 50mg/kg/H)
ZBWTIE, 7 v FTiE 10mg/kg/ B THRIBAREORA NA L, 79X Tk 25mg/kg/ H LI E
THYUAEOWA ., 50mg/kg/ B CTHtE, WIIREL OB K QML E B AE S 7 B 7=,

EEREEEER
A\ , . 58 (mg/kg/ H) MR (mgrkg/H)
AU st | e | O D TS e e L)
ZHRER KT | 7>k prgEhe 0. 2. 5. 10 HeslE (ZEFRAE) : 10
%EE MERENY) (AFHRE) : 5
2
IR - BB A 7 b e uhe 0. 2. 5. 10 t@m (AE7EFEME) @ 10
MR FL:5
A T2 0. 10, 25, 50 !@J% (Eﬁ‘[ﬁ ) . 25
HIIIL% Fl .
HAERM M AR | 7y b wEr 0. 3. 6, 12 BEh (Eﬁ‘[ﬁ ) 12
DI - RHAKRE HAWF 6, HAERF: 12
*1 : I & LT Hydroxyethylcellulose 1A% % i
*2 . PRI & LC Captisol (5|4 SBECD) V& ik % i
BRI s ER 0
BRI H EL/FEn RER Tk e S
ALY e s ez (24 FRHEIPAZESRAR) 2000mg/kg (¥ 5.5g/body) TR
ARG R T S AR 54.3mg/MK T < WRE
¥oxanFoTEREE L TORE R
ZT DD HRE
B2 S B AR AR ER O

E/LEy b EHWTREER ’1’E PR A 320 L 72 /5 . AZElX Magnusson/Kligman 772 UET
O T8E DR ERIENWE ] L ERI NI,

HEMHER

In vitro 2 C® 3T3 MHEIFMINL 2 F\ 72 e iR 52128V T, ASKIX 120 g/mL (e
=TSR L LC) ETORBEERI R o7, AT VAT v b EAWEEERER I8
T, A¥b5mg/kg/H (= F=7HEEL L) © 7 MEGIEHCEEEZR L,
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X. EEMNEIEICET HIEH

1. RHERXS
HBIK - & LB NBE 26mg IR LTS AR
H Lk 8EBE 100mg ISR, AL SEEE R L
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2011 7H 1 H HERYIBR AR 7R | 12 DWW TR XU A L VG S OV & DB
(% VB 3EE 256mg, % /L /36E 100mg)
201346 H 14 H [ EGFR & 15128 B O VISR A RE /2 38 - 1T T, D AALSEEIERIBE O IE/ N Ia it
I 2DV TRhRE X IR BN
10. BEEHR. BIMBERAREABRUZTORNE

fRit4 HERGEREERR AREBES EEELNBHEAH HRIERAEE A B
SV /3G 25mg 2007 410 J 19 H | 21900AMX01758 | 2007 412 /J 14 H | 2007 4F 12 /] 18 H
Z V& 38E 100mg | 2007 4210 4 19 A | 21900AMX01759 | 2007 412 4 14 H | 2007 412 f 18 H
2Vt 38E 150mg | 2007 4210 19 A | 21900AMX01760 | 2007 412 7 14 H | 2007 412 A 18 H

HEAMEEEAEH R 201943 A 14 H
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11.

12.

13.

14.

B2 AR SRS D dh

NET GRBIESEH) OWVWTRIChHiEY LAanw e OFFEERE257,

BEEHM

UIBRARREZ2 B « HEATIE T, D AALPRIEMI T E U 72 IR/ MR i
2007 4£ 10 H 19 H~2015 4 10 H 18 H (8 4f#)
R UIBRARE 2R (X VB 38 26mg. # /LB /38 100mg) :
2011 4F 7 H 1 H~20154 10 H 18 H (Fk4:if#)
EGFR BT RGO UIRAGERH « AT T, DAALFRIERIBE DI/ NRIaE

201346 H 14 H~2015 410 A 18 A (FELRWIM)

REHMHRICEE T H1EHR
AFNL, BRI RE T D HIFRIZE D HhTuauy,

A ANER O Z ORI T DIEHE 14 RE 2THHE 3 51 1D

£fEa—F
BAZBAEEEE | BAEERI—F . L7 rERELE
== 4 =
/EJiJL.% ”ﬂﬁl’ﬁ_’i‘;ﬁzj—li (YJ:I—P) HOT (g*ﬁ) %"? °/Z7_'.L\Fﬁzl—|~
XV NBE 25mg 4291016F1020 4291016F1020 118201901 620005890
& L 38E 100mg 4291016F2027 4291016F2027 118202601 620005891
& V& BE 150mg 4291016F3023 4291016F3023 118203301 620005892
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FHSNETORFTERR

FEEICE T2 ERRBERRF

KE (2016 4F 10 ) : TARCEVA®

KB A

i [
TIKIBWRLIME 2004 4E 11 A 18 H 20054F 11 H 2 H

HERPRIE 20104 4 H 16 H (2016 4F 10
ATAGRIUT )
—WAbFIEE 201845 H 14 H

2 HE X 11 % | 1 INDICATIONS AND USAGE

L4 1.1 Non-Small Cell Lung Cancer (NSCLC)
The treatment of patients with metastatic non-small cell lung cancer (NSCLC) whose tumors
have epidermal growth factor receptor (EGFR) exon 19 deletions or exon 21 (L858R)
substitution mutations as detected by an FDA-approved test receiving first-line, maintenance,
or second or greater line treatment after progression following at least one prior chemotherapy
regimen [see Clinical Studies (14.1, 14.3)].
Limitations of use:
Safety and efficacy of TARCEVA have not been established in patients with NSCLC whose
tumors have other EGFR mutations /[see Clinical Studies (14.1, 14.2)].
TARCEVA is not recommended for use in combination with platinum-based chemotherapy
[see Clinical Studies (14.4)].
1.2 Pancreatic Cancer
TARCEVA in combination with gemcitabine is indicated for the first-line treatment of patients
with locally advanced, unresectable or metastatic pancreatic cancer /see Clinical Studies
(14.5)].

A1k &% VA | 2 DOSAGE AND ADMINISTRATION

& 2.2 Recommended Dose — NSCLC

The recommended daily dose of TARCEVA for NSCLC is 150 mg taken on an empty
stomach, i.e., at least one hour before or two hours after the ingestion of food. Treatment
should continue until disease progression or unacceptable toxicity occurs.

2.3 Recommended Dose — Pancreatic Cancer

The recommended daily dose of TARCEVA for pancreatic cancer is 100 mg taken once daily
in combination with gemcitabine. Take TARCEVA on an empty stomach, i.e., at least one hour
before or two hours after the ingestion of food. Treatment should continue until disease
progression or unacceptable toxicity occurs /[see Clinical Studies (14.5)].

(— BB )

EU (s 530 (2021 47 A) : Tarceva®

FKERAEH Jifies [
ZRIBRLIE 2005459 H 19 A 200741 A 24 H
MERPIRIE 201044 A 27 A
—UALEE 20114F 8 A 24 A

e X 1% %h | 4.1 Therapeutic indications

X Non-Small Cell Lung Cancer (NSCLC)

Tarceva is indicated for the first-line treatment of patients with locally advanced or
metastatic non-small cell lung cancer NSCLC) with EGFR activating mutations.

Tarceva is also indicated for switch maintenance treatment in patients with locally
advanced or metastatic NSCLC with EGFR activating mutations and stable disease after
first-line chemotherapy.

Tarceva is also indicated for the treatment of patients with locally advanced or metastatic
NSCLC after failure of at least one prior chemotherapy regimen. In patients with tumours
without EGFR activating mutations, Tarceva is indicated when other treatment options are
not considered suitable.

When prescribing Tarceva, factors associated with prolonged survival should be taken into
account.

No survival benefit or other clinically relevant effects of the treatment have been
demonstrated in patients with Epidermal Growth Factor Receptor (EGFR)-IHC negative
tumours (see section 5.1).

Pancreatic cancer

Tarceva in combination with gemcitabine is indicated for the treatment of patients with
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metastatic pancreatic cancer.

When prescribing Tarceva, factors associated with prolonged survival should be taken into
account (see sections 4.2 and 5.1).

No survival advantage could be shown for patients with locally advanced disease.

MiE L TH

==X

4.2 Posology and method of administration

Tarceva treatment should be supervised by a physician experienced in the use of anti-cancer
therapies.

Patients with Non-Small Cell Lung Cancer

EGFR mutation testing should be performed in accordance with the approved indications
(see section 4.1).

The recommended daily dose of Tarceva is 150 mg taken at least one hour before or two
hours after the ingestion of food.

Patients with pancreatic cancer

The recommended daily dose of Tarceva is 100 mg taken at least one hour before or two hours
after the ingestion of food, in combination with gemcitabine (see the summary of product
characteristics of gemcitabine for the pancreatic cancer indication). In patients who do not
develop rash within the first 4-8 weeks of treatment, further Tarceva treatment should be re-
assessed (see section 5.1).

When dose adjustment is necessary, the dose should be reduced in 50 mg steps (see section
4.4).

Tarceva is available in strengths of 25 mg, 100 mg and 150 mg.

Concomitant use of CYP3A4 substrates and modulators may require dose adjustment (see
section 4.5).

2. BB T HERRZIERER
(1) RS~ BB 3 2 1AM E 3
AAROMEH FOFEED 194 H£FHEZ AT 5% ), 9.5 fhfw), 9.6 &Fiw | OHOFEHEHITILL T D
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PED & 5 MEIZiE, —EHHNITE ) 22T 5 L 98T 5 2 &, [9.56 2]

Wb S TIEIR LTV D ATREME D & % etEICid, TaiR EOAIIES G2 EE % & flrsn s
GEICOBEET L2 L, R BFTRET L5613, ARG 2BE~DY 27 Ikt
Wr DFEBRIEIZ SOWTEEIS oA 2 2 & EmiZ3s 0T 26 BRI, £z, iR T
. WE (UYF) . BREBSEAROVEFREEGD (v9F, Ty b)) BEREShT0D, F7-,
Jelid (T > b)) ICBATT 2 2 &nHmE SN TWD, [9.4 2]

9.6 7w

A LN

ENEELV, b FTOHIBATICHET 27 — 2137200, BER (5 k) ©

FLTPIIBATT 5 2 LA ST\ 5D,

<FDA CREIFRMIXE : 201610 8) >

8.1 Pregnancy
Risk Summary

Based on animal data and its mechanism of action, TARCEVA can cause fetal harm when administered to a
pregnant woman. Limited available data on use of TARCEVA in pregnant women are not sufficient to inform
a risk of major birth defects or miscarriage. When given during organogenesis, erlotinib administration
resulted in embryo-fetal lethality and abortion in rabbits at exposures approximately 3 times the exposure at
the recommended human daily dose of 150 mg. Advise pregnant women of the potential risk to a fetus.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Animal Data

Erlotinib has been shown to cause maternal toxicity resulting in embryo-fetal lethality and abortion in rabbits
when given during the period of organogenesis at doses that result in plasma drug concentrations
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approximately 3 times those achieved at the recommended dose in humans (AUCs at 150 mg daily dose).
During the same period, there was no increase in the incidence of embryo-fetal lethality or abortion in rabbits
or rats at doses resulting in exposures approximately equal to those in humans at the recommended daily dose.
In an independent fertility study female rats treated with 30 mg/m2/day or 60 mg/m?2/day (0.3 or 0.7 times the
recommended daily dose, on a mg/m2basis) of erlotinib had an increase in early resorptions that resulted in a
decrease in the number of live fetuses.

No teratogenic effects were observed in rabbits or rats dosed with erlotinib during organogenesis at doses up
to 600 mg/m2/day in the rabbit (3 times the plasma drug concentration seen in humans at 150 mg/day) and up
to 60 mg/m2/day in the rat (0.7 times the recommended dose of 150 mg/day on a mg/m?2 basis).

8.2 Lactation

Risk Summary

There are no data on the presence of erlotinib in human milk, or the effects of erlotinib on the breastfed infant
or on milk production. Because of the potential for serious adverse reactions in breastfed infants from
TARCEVA, including interstitial lung disease, hepatotoxicity, bullous and exfoliative skin disorders,
microangiopathic hemolytic anemia with thrombocytopenia, ocular disorders, and diarrhea. Advise a lactating
woman not to breastfeed during treatment with TARCEVA and for 2 weeks after the final dose.

8.3 Females and Males of Reproductive Potential

Contraception
Females

TARCEVA can cause fetal harm when administered to a pregnant woman /see Use in Specific Populations
(8.1)]. Advise females of reproductive potential to use effective contraception during treatment with TARCEVA
and for one month after the last dose of TARCEVA.

A—R+S ) T7D54%E : Australian categorisation system for prescribing medicines in
pregnancy>
C (201942 H)

C: Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful
effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.

(2) /NRFEA~OBGIZET D1EMER
KERMLEKXL P EU O SPCIZBITDF#IIL TO LB Th S,

i Ears
KEWATCE 8.4 Pediatric Use
(2016 £ 10 H) The safety and effectiveness of TARCEVA in pediatric patients have not been
established.

In an open-label, multicenter trial, 25 pediatric patients (median age 14 years, range
3-20 years) with recurrent or refractory ependymoma were randomized (1:1) to
TARCEVA or etoposide. Thirteen patients received TARCEVA at a dose of 85
mg/m?/day orally until disease progression, death, patient request, investigator
decision to discontinue study drug, or intolerable toxicity. Four patients randomized
to etoposide also received TARCEVA following disease progression. The trial was
terminated prematurely for lack of efficacy; there were no objective responses
observed in these 17 TARCEVA-treated patients.

No new adverse events were identified in the pediatric population.

Based on the population pharmacokinetics analysis conducted in 105 pediatric
patients (2 to 21 years old) with cancer, the geometric mean estimates of CL/F/BSA
(apparent clearance normalized to body surface area) were comparable across the
three age groups: 2-6 years (n = 29), 7-16 years (n = 59), and 17-21 years (n = 17).
EU @ SPC 4.2 Posology and method of administration

(2021 47 A) Paediatric population
The safety and efficacy of erlotinib in the approved indications has not been
established in patients under the age of 18 years. Use of Tarceva in paediatric patients
is not recommended.
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