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TR CaaHa3N304-HC

7 429.90

[#R]
AAONEROAR, BREAOKERAG.

(&N ]

Jeis B e i iE ] TR AR 24k (EGFR) 2 R EL A Rk R AR 1) Jm) e 1] B e A% 11k
e/ Nguff it (NSCLO) BFEHNAYY, BAHF 4Ry, 4EnyT, sl 20—k
JrRERE R 2 R A BT . (I DlE RIS D

PRI sy BERL. 2R B I REG 45 R R, R B G &iT iR OF

P+ ERAZEE ;s B T DU ARSI ) 150 JR) ARG B A% (1 NSCLC (3% — 2Rty A S &
AT RIE IR R SR, P AN HERE T B EOL I —2RIR 7T

(3451
(1) 100 Z 7%

(2) 150 Z 7L

[RZEMAE]

A L AHEA LR R 2R MR AR 3 M .

FEZ% AR i T R 0 B e 1 NSCLC SR VRYT R, BOXT A EAT EGFR FADIRZS AL
I

JE i Je S F T AR/ N s (AR AR A 150me/ H . ZBADFEIRET 1 /NEUR)E 2
/INEE IR o R 24 B0 3 B HE AN BRI S2 (KB P S R o I TG E 48 3 I 3 i i 4k 8
A AR T R A R 2



FIE R

B R DUH ) 2R A R BCREATVE O EREAR, AR R S L R AR, A O
IR AT WAL . R WD (RISHERR) , WIREREEEE, 4 FiaEan
BT (W BEEFI] S-S o Frohaeses ek & in o LI S R s A ey &%
Je. WK HA B g RS . B E R AR B B 1 . R/ IEAE
INEIRR A&, BrpireF bR EEEE (] BEEFHI] .

S 3 T S R T s ] o 7 EE IR YS A5 PRV IR T A T R e IS /K ) R 7 5 ek
AR IR YT o 7 H BB S NP Bt R R R AN I R T

R, OIS JE NAZ AR 50mg.

[l {3 CYP3AA SRAMBIFIAIBTFLAN . Sedidea. EIARE: . DR Reme. mReme. 2%
M AR AEEIRE . WS BAER. BITHEER (TAO). R FEMEAEZGY)
o R Al R A I R, AT B E AN RN [, [RIIN{E T CYP3A4
5 CYP1A2 FE[EIHIF (CHA b 2D I, & B EA RN, Wb s e &
(ZH L2 EAERD.

BITHIE cYP3A4 i S RIRIAEF AT Jeig B JE AUC 1) 2/3-4/5. 2% REAE G
CYP3A4 FERIHMEMILE T BENALY) . MRBATERLGY, s EBHAETH BT
150mg, 1H &I, HFAEF-E FI B 8 e ST 72 450mg. W18 n
JEs B SR, T 245 bR T B e 5 5 R I LR R v B e 7D BT AA R .
' CYP3A4 5 I ELFREANR T FIAEAGTT . FIAEWE T RZoe, REVEF. RELZMEL
W5 (St. John’s Wort ), HIIRF] REth Bk G f X 25258 (S W DIEEFI] M (299
EHID.

JEis B JE 2 IEAUTAIEE 733 . AR EERT DI RE S 47 F & (Child-Pugh 73 2% 7-9) ()
Jeis B e 5k B S5 DhRE IR B KA, JE i B JE RIE T E D) B 45 1 B8 B A0 30>
3 x ULN 835 MAHT s B B . B T AR R W B T, HIThae Bl ™ EA4, #ilin
B LTI AN/ B Sl T = A, WS b W e A e B JE . R A R U Dh e
R INEEIN,  NE S B F R A= R v TR/ AT 7 R [ e o D e A 00 40
o JRITAE B IER RO T, WAL >3 x ULN Fl/SFEZ M5 x ULN , TR A
gfF e R (S0 BEEFED] M IARKRMD .

FIMHAMMR



WARBEAT BB B (S WUETR E>1.5 x ULND 7 80R e e w7t . 22T 254880 1
PR, BB EE R BEAFEREE (W HR31%] ) o AHEFETE TG
i e e.

CUESEW 2 S8 B e 578 5 P 50-60%. IE7EWRE NSCLC 83 [1)ei% & e ik
i 32 7 509 300mg. (ERFEEMRF &, SR 150 mg FIEAHLL, 300 mg FIEAELTT
RIGUG 1 —83Ry7 PR R BT R . (S LA EAE A Y R0 L254880 0% 1 Rk A
DS

[FR&RR]

A1 Tl RIS EAT 2R R RA R, BRIV B — D i R 58 5 51— N2
I PR RIS Hh A AS RSB A A AT UL, AT RETCIZ S Wl PR S ke rh LR B R R A2

JEis B e AP R T 1500 2 B2/ D 1520 —IK 150mg JEi%E e B25ih7T
# HEE AT 300 2413623 )i B JE 100mg B 150mg B 35 78 Al Ia YT B B, AR
1228 il 32 Juvs B JE Bk a7 B I8

KB Film RS e & e B2 s S T iR S AN R, (ADR) - B 45T, FE&
it ADR B RAREAD 10% (Juigts ed) HEHAR (23%) KA R X,

R e 8 IRy NSCLC AL e B S AR ) B8 8 AT i ™ AN RO, B4
BearFs (S0 GERFM] Bt DR E] fERED.

JEk e BIRIT

AF EGFR HEFEGURREH) NSCLC —LRIRYT

FE—T0 153 44 R S0 AT IE REATLO B E 1 387 72 ML20650 (EURTAC)HT, %)
75 4 EGFR %7F) NSCLC fB 3 A i —ZRIAYT M A PEIEAT 1 VPAh, AR IHTI 2 4x
55,

FEWTFE ML20650 H, A8 IS fit i 7 1 R e L) AS R SOBE 9 B2 AIIS (7393l 9 80%
M 57%, B30, KRN 1EE 2 &%, AHTFEIAEE]. 3 REZ RIS IR R A%
SRR 9% 4%. KW, 4 LB EIEYS . 43 AT 1% 10 855 DR B2 BRIEVS I 45 LE A A ot
KA BB BRRE K B I 11% 80 7% 7 BT R CEEBRR).

YO25121(ENSURE)/&7E W g AT — Wi Hhts s R BENL. KRR PR

WHIL, AR B e 5 7 U A/ IR 1 D8 — 236 T BT EGFRIE RHURCGRAZ (A 131 (IB/TV

FATLH 34T



JNSCLCHYT Rf 22 4stk, W 11061 e & Jeihyr BE BT 2 2y, S5EigE e
R AVERHE—30 KRR Z2ES .

IR EIE B R A B WAEAN K (67.3%). BTG (40.9%) FIHIVE R
(10.9%), KEZHLZ N1, THIEE (6.4%) HIM3RLE . 2HIEE 12
G, 2\ BENIWNE, ToARBSRIGTS . JLiEEJeinyT g3 14 (0.9%) 18]t
g . JEisE RA G HERAEEBE (ALD JHER9.1% , RERARAIEE B

(AST) F+EN5.5%, IMARZETFE6.4%, ZHCN1R29 .
#1 ENSUREMFFHEEERARERZBUMITAR (23%) HREE>10%KA R B

JEEERA N=110 fEI74H N =104
MedDRA NCI-CTC 4> % NCI-CTC 2%
HIERE FERE% |3%% |4%% FES%% |3%% |4%%
J 9z 67.3 6.4 0 10.6 1.0 0
55 40.9 1.8 0 9.6 1.0 0
SIRAES 10.9 0.9 0 0 0 0

Bk B e (B 2 BIEFE) PR W EAREM (SAE) RPN E (3 4] &
i 27%) MEANE. B AE AR G5 2 B [1.8%] KD,

53— TAE A E 234N O T IBEAL . KRR FFBCE TR (MO20981,
OPTIMAL) H EAR YIFRMIIBE (T4fzk) s8IV, A EGFRERAZ NSCLCH] A &3
BBV B B B2 5 3 P AR AR ST (R 8. X833 2 JEik & Je vh T Bk it
T VeV, S5IEEE BT 2 S MERE 8, RRIHIN L AEE S,

ZHE IR B B R AN R NR A5 h 88.0% (73/83), {hIT4LA 98.6% (71/72).
Heis & el KN 12 ZARIRS, 3-4 BHIA RN, 5 12.0% (10/83), H
Rz 2 B (&5 2.4%), HABGIEAF AR 2 5% (ALT/AST Fhir, RGN, H 2Tt
w, MR T ED, A4t e, I/, MR ORERZS 16 (%5 1.2%). )7
H 3-4 ZHIA RN 65.3% (47/72), & WISl s/ Ao, b PR i 80r
B, M/MBOHECI R, B4R TR BEAMZL AR H AR (11.1~41.7%).



JEiE & TR EA RS20 (2.4%), B TR R . & A+ R ™ EA R
K10 (13.9%), Z3 ADNI/NR R BE76], R gn s . ZET A D e 5 %1
1.

NSCLC 4EFRFIRIT

PIINUE « BEAL 2B RE 1 #38F 72 BO18192 (SATURN) Fl BO25460 (IUNO) i,
It 1532 BRI EFEAL I NSCLC 32 —Zibn i O IR AT J 32 )i B e
150mg B K — R BANGRYY, FFEE R MRt E . Az mdtkegt e seon k.
JE& B JEVRTT LA (R AR AN R BN BZ RIS (L3R 2.) FEAE— R FE i B AR 5L 3
IV R B EETE . TS BO18192 1, KN AIIETS S HUEE & B 15 21 B H/r
AN 1% Mi<1%, TFEWTST BO25460 v, WA B K 2 SRS bR YT . EREA
BO18192 1, KN ByZ MRS 7 S HEAT IR R B CrpIrelili) B |0t 8.3% A1 3%,
FEWFFT BO25460 H, 3X—ELAI 735N 5.6% A1 2.8%.

F£2 5 BO18192 (SATURN) M B0O25460 (IUNO) BFstH & REYIA B RS FIE

B018192 (SATURN) B025460 (IUNO) *
MedDRA JLE R TR JEsE e LR
HIEARIE n=433 n=445 n=322 n=319
% % % %
SE2, ARFE 49. 2 5.8 39. 4 10.0
34 6.0 0 5.0 1.6
W5, AR 20. 3 4.5 24. 2 4.4
34 1.8 0 2.5 0.3

i Nt
FEAERFIGITIT U, B2 B e 25ia T (B H ML 7V ITDhRe i & % (B4 AT,

AST FIHLL R TS JOIE B A 2RI IRTT BE KA 2 (>2.5 - 5.0 x ULN) ALT F il
BH I 2%A1 1%, 3 4(>5.0 - 20.0 x ULN) ALT FHs 183 70 & 1% 0%. LIk E e in
ST I 2 2%(>1.5-3.0 x ULN)FI 3 2% (>3.0-10.0 x ULN)JEZT ZEF it 23545 7 5 4% F1<1%,
HZ A, X FE R HIS<1% 5 T D) Re L™ AR, 0N B s LR e e
@my (0 UNEHED.

NSCLC —/=£R¥5JT

—IRENL. XE RGBS (BR.21D . 731 BIREAE R —AMUIT TR
SR Jey A L S P NSCLC g% 2:1 LR BIBENIEZ 5 H — Ik HIRJEIS & Je 150mg
B ENGRTT , BB Bk B AR B R SN - T AT PR AN BSOS IR 3.

£ 6 3R



E WA RN Z (75%) FIRRTE (54%). FEEZ N a0 2%, Jof TRy
PAFEEH] . JEI& B JEIRIT IR WV B2 FIETE R AR 3 009 9% 6%. Uik Jeinyy
1) 883 DR R 2 IR S T 28 1 EARES T ELGI35 R 1% 70 il 6% 19611 i85 IR B 92 I VS 75 22
IR . BR21 WAL LB AL (8] 8 O, IRV I AL TE) D 12 K.
£ 3 BRUAMFAHEREBBARERZZEAAR (23%) HREF10%KA R KM

JE¥E B4 N=485 ZRIFIE N=242
SRR NCI-CTC 43-2% NCI-CTC 73-2%
FERE% | ME% | V%% | FTESE% | WE% | V%K%
SR 24 4 0 15 2 0

U I E TR 57

TR R 52 8 1 38 5 <1
R

SR 12 <1 0 2 <1 0

T A AR 12 0 0 3 0 0
IR . a7 i

IR PR i 41 17 11 35 15 11

% 33 4 0 29 2 0
B 1GE A

55 54 6 <1 18 <1 0

& 33 3 0 24 2 0

MK 23 2 <1 19 2 0

1 % 17 <1 0 3 0 0
9 11 2 <1 7 1 <1
SEIRIRE AR T

42 75 8 <1 17 0 0
SR 13 <1 0 5 0 0
B JRA-1 12 0 0 4 0 0
PPN LT

zZ7 52 14 4 45 16 4

*PEE R, B PR AN, AR A IR AT S 21K o

JE¥%E JE 150mg HLZGIRYT B NSCLC &3 rh ] WAL R JH-ThREAG &1 57 (B4 ALT. AST Al
MHLLRTE D). Th EEON M al S IR R A OC. JEIR B R A1 BRa T B a1 4%
ALT THE (52.5-5.0 (5 1EH _EIR) 200K 4%M1<1%. JEi%# e vhIT S vh AR B 1 2% AT T

BT HMRA



= (55.0-20.0 fFIEH LR, FFThAE S & ™ B B E R B R 6T (S0 LIVEH
=] FERE.

FE—TE % 8 JE B 20 77 W ) NSCLC IERZE . JEXSHREBR 2 Ol R IE AL (TRUSTD 1
s AR, AT 6578 Bl E I AR, SORIRE RN et G Y. JEiREE
TRIT AR R R LA 71%, Fmh /N REE 12%. JEIE & e ™ B BB R BN
4%, A 5% AR 52 AN RS RIT B AT 26 11 Juis & Je ¥a 97 s 7E 509 il Nk i) v [ i 3
e, BOZRAEERDY 84%, IV BB RIAERN 4%, 3 6 (<1%) H& HIEE R
FEIRITHIRI EAR R . 601 (1%) B A R HRAT &L B8 B inTT.
JeE BB E T

— IO IR IR (PA.3) H, 569 1l Ja BRS SIAN AT T AR TR ) sl B A ke 6 4
1:1 LWBIBEN L2 JE i & 2 (100mg 5% 150 mg) Bl I & 3 Pl fthise IV (1000 mg/m?,
JA 1——%5 1,8, 15,22,29,36 £ 43 R&52, 8 A N— M AW 2 LLAEAMIH, 5 1,8
15 K&y, 4 FN—AWD. JEs& R H O REE M ESA T B2 S, L
RURHEAF, IR SRR AT AR . R )T LA SR . 3k 285 Bl e
JEis & A H I ARIEIRYT (261 BB TE 100mg 4, 24 1B & TE 150mg 41), 284 &3
Fe 52 AT I 2 BGRVA YT (260 91 35 7E 100mg 2H, 24 I ETE 150mg ). #%5Z 150mg
e R EET D, AR S AL iR,

F23Z 100mg JEI% B Je + i PE AR T IR BRI 28 P R LIRS RRRL R Z T 2

Wby ERNRAIETS . 720 88 + 5 TUMisiayr ik, B2y B3 W/ LB
BRRARE N 5%, HARAERTES AN 10 KA 15 K, %S85 2% B AT EIR T .
A 1% B A .

150mg 41 (23 H) P E M LR RIB, A4E B IR AR, DL S 5
LI

4 HIH T R S LR R, AERER LR, 100mg JEREJE+
fbisa T AL TR A R 210% A0 A RN, #4018 NCI-CTC 3#E4T 704



4 100mg JLiRE B+ FEAIRIG ST I RARAE B R A R 210% KA R RS

JEBE + b
1000 mg/m? IV

ZRA + HTfhR
1000 mg/m? IV

N=259 N=256
L/ RN =Y A NCI CTC 4%k NCI CTC 4%
ES%% W%K% WNVE% | FrAa%% WM%HE%  WVES

I 57 73 14 2 70 13 2
Fe % 69 5 0 30 1 0
Tl 60 7 0 58 7 0
NG 52 6 <1 52 5 <1
55 48 5 <1 36 2 0
1G98 46 9 <1 45 12 <1
MK 1t 42 7 <1 41 4 <1
AN RE 39 2 0 29 <1 0
SR Gux 39 13 3 30 9 2
i 37 3 <1 36 2 <1
R 36 3 0 30 4 0
fEiAn 31 3 1 34 5 1
KL 25 4 <1 23 2 0
IR R i 24 5 <1 23 5 0
I R S 28 22 <1 0 12 0 0
WL 21 1 0 20 <1 0
AR 19 2 0 14 <1 0
HILAR 17 <1 0 13 <1 0
A 16 0 0 11 0 0
DX 15 <1 0 13 0 <1
P 15 <1 0 10 0 0
N 15 <1 0 16 <1 0
it 14 0 0 11 0 0
FEE 13 1 0 11 <1 0
PRI AR 13 1 <1 10 <1 0
li70=1i S 13 0 0 9 <1 0
FE IR 12 0 0 9 0 0

G, A BN TR R AR, B RO AT B 2K

i
<o)
b=
\
Vi

=H




FEBRBRE G R RS , 7E)T7% B e /i va s 2 b 10 9 30 R AR IR R I IS CRAEZR N
3.9%). MHZ R, R/ Tt 3 F B R A RE KA CRAEFN 1.2%). I
HE WV R, EFERF AR ISR R A R R NR T A Rl BB e+
MV 11%, 2 RIGR + 35 Ul N 9%.

JE i B JE + 3 VA A 2 R + i PO A AR L, 0 2B 1V IR S = d R
WZE 5 o

FEJEIS B + 75 VE At 4 b R A R AE 5% LA NP AN RS (2 NCI-CTC I 28D AL B
R O EEARTE . BMRE . BRAR S . VA A B A iR D SRR A B I T A L O
JUURE 28 /.Co LR IfL - 06 1172 3 A0 48 Mkt L DA R Th A4 (O D] ).

2 )i B e + TR YT 1 e b B DR T R (LR ALT. AST
FIIBL E D . # 5 PAIH T KA M NCI-CTC ™ E A MAFThEE R 5 . WA hAe s ik
PEE G, NiZEERDDEE ARSI (U (AZEAR] AIRRETS.
£5 BEEBENFDRRERYE (B)™E NC-CTC440): 100mg 4

JEREB + H R TR + HTARR
1000 mg/m? IV 1000 mg/m2Vv
N=259 N=256

NCI CTC 4%k NCI CTC 4%
% 11§53 (\7'3 nZ% 1[[¥%73 IV &
[IERANEN 17% 10% <1% 11% 10% 3%
ALT 31% 13% <1% 22% 9% 0%
AST 24% 10% <1% 19% 9% 0%

HARKIMERZRL (TR B RBT TR

LN A R N AEAERZ B8 8 150mg HLZ576Y7 B Jeig B e 100mg 5% 150mg 5
AR YT I ORI .

PAN BIARTE I T 0AS R RN A A R AT 70 - ARH R WL (21/10); H WL (21/100, <1/10);

AL (>1/1,000,<1/100); ZF L (21/10,000,<1/1000); JEHFE M, (<1/10,000), FLIEHEA

EFq=
FEHE AR RV 1. R 2. £ 3R 4, HASRNAR RN FE 8T,
B8 577

£ 10T £ 34|

=H

~



JEis eIy A B a5 ALk, (EAE L DT 1%), Bl A B i e 2R (L
EREHD.

THAGTE A BHRE H W (LR SETB)), —Le 5 [FR R kA R (20
[ERFI] Erirdeb A ONR) FHERIH ML AT BE IR 7)) . IX LEHiIE G4 T AL &5 B 5t
M (B%. BS T+ Z18pEum) . KM, i, BISELLL TR . (0 [ERE
D

BLIFES 7

A 2L SRR B E ThREA S, BT, A SAMEA IR AE (LIERFHRD .

HFZ)GESE

JE % 2 JE i PR 106 22 WL BURT D RERL A e (EUF ALT. AST. HZLEThi), Bk
EAIT I PA3 BETTH L W KIS MR R, 2 Es SR A . Jois & el
PRI R S 7 AT DD REREE (CRLEAET) M I o TR R R B AR SE A7 A (1 PR B
FRT B 251

R

BT R iaT IR A AR LA A 5 b B F LR

FIERMEEIERAE Vs B e i T th & W kL. IEBRAKRH O BEEmAEK. TE
ARMEELHE O EREHD.

WFIRIE . HGes I g 57 7

JEW&E JEIRTT NSCLC LA fi& MRS AN, A 0l R R A ™ B A IR B VAT (ILD
FEFAAHEIET) (WERFTD.

S A NSCLC AN E SRR Bl Hh 2 A A -

SRS PR B

B2 B eI R B AR AN RSN BEE  — e B 3 b B I 2L AT
Y, Z2RAEBINE T SRR X T EREANDE TR EE, EF LR
IR, AN/EAE B CEIAnS ). & TG . FRIEHE RN B IR, K N
R, AR ENE . RPOTRRGER WL, ZAE, KED 5 RBMBERT A K. ERE
(1 B R A e s TR A R, EAE I (DT 1%).

O RSk, KPR B B AR AR (A, BAEARH S ML Stevens-Johnson £34F
i/ P REER B R BUAMRAE, ALt Ol PR H (L [EEEIRD.

11 TWH3MT



I PRI A R IEH e SR AR AR, AR, F, WA R, IR/
JEEBAAL VAL NE FR AR

kb, TR AR AR S PR A, JEIR B R R et L S Bk
LA SRR NS 65 % DL B NZ TR 250, £ AR AN EH 2 Wz (2
K EREH] A [ZEAAD.

EWE&LK

L5 B e L T EEZEL P A RRD. o RIS A R IR HANGEE IR HT &
IR BAGEFTFEHING 1T R AFEFIZGYHI A RIS o

SEFRIEE T HRSZ

SRR AL, EEAE, EWERNDEARE, G, 2RE. EER/JEEE
s TR 5 LR RIS FE

KA B RBCRIESE B RE L AT, $27 Stevens-Johnson ZR{5E /& BLR LT
PR o

=Y et

Sh7EE(R

WS 7

FERI T JE P20 T BUBR G710 B T i i

LRI 55 2 A7

AT SRR T BRI A AU, BAE R SUYIA A -

IRFISZ

AT AR 0 P A R R R PR

XA b S it i BB AR

[EREIR]

A i AT MR I 2 30 (I R A48 5 M

25 R i TR R 1% NSCLC (838 BVRYT IR, UM TR B Y EGFR RARHEAT
VAL, B2 R IRE R R SR, DA Gt BB B 1k s BR PR A 45 2R . R 2

121 £ 34 ]



2, fEREEAINET 19 BREANEF 21 (L858R) B ez 4MHAh EGFR FRAZ[) AL
NSCLC 1, MR B B AR —BIGT7 e a2 O DRARRED.

55

it g 4

FE NSCLC BH & SR i B Je VR T 1A (3 AT 0 ™ o (W) SR LI R 1, &
FESA B . 1EJE B B H25R YT NSCLC ikIeh (2 DIEIRIRIG D, 4R Y7 i 7 )
JE PN R AR TE T i B JE ALRN 22 BRI R A 2253 300 0. T% A0 0%, —/ =2RiRyT wE i
(]S PR SR S R AR 2R (0.8%) FEJEIS B Je M2 BRI AL —HF . 7EVRTT I ke b —
BeA P AR (S0 DRSS 1D, T8 5 P R S 1) R AR 2T i B Je + 3 P A4
2.5%, TEZE N+ EfhiE4N 0.4%.

AR5 CRLE T X AL R AN 5 P07 (158 3 32000 #3652 )ik & e 9T 8
PR 61 S5 P A o e A 2R 2R 2400 0.6% o

PR [ Jo VA R (1 R85 RS W o5 R A 8 . TSR PRI 28 o L SRR 28« 1] o
PERG A o TRDBTEATRE « PRIZEIEAN SR A IRl QI E A SR A AE. iR I A it
Ko AERIEMRT R EBJG 5 K2 9 CPALRE 39 O HIL. REHWHIEIHAIHE
SRR SRR R, a0 F e BRI . BEAERBUT . ZATAFAE R IS R AL . Rt
B I BT I G o

— BB ) SR AT B AT VR (K AN BEAFRE 10 A 2es AEDR G B PR S L neg ORI A S, 7
W I 2 NS SR & e VR YT . — ERRIZ A ILD (Tl st P ), R4 1k Jo i & e i
77, LENETEAKGT (S IARKRMT M DHERHED.

JEE. Bk, R RN TR

B2 U BRI I B PR BT, R R RS N TR IR T AT . FR o
HlRE T B . X B ERFER M BURAI SRIRTS . Bl IR EEIRM, B TR R 2R
i AR BUE 2 R T (L AR D. #2JEEE BT EE A EEZEE. &
TS (RSB M DhRe A et ALl gke, FL5Rys. Mk /e
PRABCAE 51 2 A B /K BB 5469747 5%

AT I MURE R 380 CELASSAr SO0 i, —SefaE gk R THEVE . WX/ R
BEIBBIK, BAEERIES ST,

£ 3 TR 25307 IR 7T, s 5 JE 2 H E R B AR R A R 0 0.5%, X 2 0.8%.

13T H 34 ]



TEMSIRRETT Fert, 9% B R I DAL BB S RN 1.4%, KHEALY 0.4%. 7L
L i 45 R T R 2

S e 7 5 5 R S B K 8, R A e e DR 2 0 2 B4
W AT USRS S B A S U SRR 2 B ), Riep
T34 5 SRV, SRR 24 S M 58 0 A AR . 6 A 8 E R 9 R i
T L A L R, S ST A SR 5 25 S A L AR R
[REERD.

DU /OB

FERSIRREI PR IR b, B B /5 PR 6 Bl (RS 2.3%) R DI
S8/ LU, Forbt 158 T U SRR . MILLZ R, SRR/ Pl 3 i
R OIS GRS 12%), i 1 61 T O NUEIERET:.

B B R 4

EBE IR IR IR G B, E IS B B/ P AL R 6 I (RAER 2.3%) KM
BAh, JCRHIL 1 %, M S, AL T, 7R/ I A i i
b

L /NBR R 2> 5 R L 9 98I

FEBSIRRRI R R b, T3S B/ PRk 2 I (R 0.8%) RAE LMK
Wb 31 B I S S LR AR T B B R A MIEZ F
2 B35 VO A 2L 3505 R ML/ AR, > 51 O L B9 1 P92 1L

FFde. FFRENS

TEC % TR PRSI 5 7 T DD AE R0 CLEAET) %S I TR AR 22 EL AL A
PR A TR P26 . R, KR R AT T DD AR 5t L™ ST T A 53
1 TRAEIS B . TEREE R BUIT DAL 53 FEL AN, 2% 1 o IR/ (7
IMAT SR M TR . TP RTR 2 IE R ROTL T, AR A>3 x ULN /S S
xULN , WG R sk e e (200 DR EURREY A1 LA RED .

P S 5 8 R 4R 2

T3 AR PS043 1 B S PR o LT S 5 6 0 S T B JE P
RN (B0 LZREN %] Repk N RE-FIETN 53 e F PV ] ).

FEE TR (Child-PughB) % (5 B RTHE A% Z5RENIETIL T, 15

14T H£34 ]



835 A 10 BITERYT IR BEIE B JE RIKZE 25 30 RNFET:. 1 BIBEE T 4R &1L,
1 G SE T Pk BE R T DhRe sk, HoRk 8 BIFE Tttt ycm. 10 HIsET- & hA 8 i
L BNBZIER> 3 x ULN, IR WA 05, DI IHZIER> 3 ULN )8 R i
B, i einyy W N s G IHZ0 2> ULN 8% Child-Pugh A, B Fl1 ©) B35 iHE4T
UM . VEITRTR A R R RSO, A IR I E AR, SUIBLL R B AN/ el
THm =%, MRSl bR e e (20 DEHED.

B e %L

P22 OIS Je T R L T o AL KU RN L G239 91 A S5 1)
JA ). [N &I BTl E A g« B BMER R 251, AR MR RHT R 25 (NSAIDs ) AI/Eli %
KR FERE RIS, B BEAE A T A M B = T S A S8 XU B o I
EFEAMEE AR EEEE (B IARKED.

R P BRI b P B Rk T3

AT AR RS, K PR B P R JAE AR, 0 4 JE % LK) Stevens-Johnson ZE A 1iE/ T
PER IAFERARAE, A LB IR B L DA RRBLD . i ™ # e, K
T PEMIRI B BBRAEIR, 2 o 7 i f5 Y JE % B e

HR AR

i PR JE s 1 JE ¥6 T A 4 5 LI A 5 2 L B M 0 PR 4 o 3 U 4 1) ) FL A R S
AR, TRIEAESIE R BOEB AR, X R A AR5 T/ G
ReDR o B B S IR T s E G AR R, BRI EdEHEs &R O UR
BB,

MHEAEH

JE % B JE W REAFAE A I PR R U 29 - 29 AR A O L2 EAE - D

[ P hm AL LR H R A i LT R

FEHZAGIRTT MBS P A RERY, 5& SRR QMR 33
[H PRArAEALLEE (NRD) Th s Al R, AR A S Jm SR o RO & Rk
PUBEL I B 1 ML TR) AT INR ARG AT 52 S

BRI E A LRE, R B A AT 52 . Lapp 3L WA G =0 B %) BE-
2 FUBER AN R B AN SLAE A o

X B BAHLIRERAE RE 71 0

151 #£ 34 W



I AR HEAT A it 0 2 AT MR A E 152 IR T, (B3 5 JE R RE R BE T JE R

(A &R E L]

W ARAEGEIRIA 2 AT IV B JE I 7e 0 (0« X IREWT TS o R4S B RO, 2R Sl o
JEs s JE IR FLIA R EEH 150mg 25 25 N IR LR 3 A H B BHA R S BUR R /G L
HETARL o PR SRAE S BC AT RILE SR S5 — FH 324024 T 150mg Il ARTTIR Y 0.3 B 0.7 15771
B OORYE mg/m? 150D 1JE 3% B JE W] LA SR IR i 3 BUSGE iR ) LEICR T B X AR
ARSI TEAR RN o A2 B I AR 3% B JE ST T L3t S S Uk o R VR T IUITBI AR ST 58 L 220
2 JARITE oA . RAVONBER I K TR AR LG T RHE R A REQRBR YT . W RAE
ARINRE e B B, B L T s i ) LITE 72 16 T AN R] BE -3 B0 -

AFRENFLIT R B LIS B e « BUOVE 2 2590 n] 0 W BN ZLTTrhif B s & Jext
B2 LHISEMA T AR T, IR BUE Lo i 2 e i 3t S 7L o

DLEAZ]
RAE 18 5 LU 3 il ST 5 JEIRALIE NIRE 1A R HEAN 22 4k

[ZERZ]

NSCLC 4ERFI6 YT

ZNBAAL NSCLC 4EFHATT IS T A B, 29 66%IBE /N T 65 &, 3a%I)EE%E
THKT 65 ¥ 65 L UL B B A XY 0.78 (95% CI: 0.65, 0.95) , 65 % B LA
b R A AR I XU D 0.88 (95% CI: 0.68, 1.15) .

NSCLC —/=£R¥5JT

Z N NSCLC BENLIRIR L AT, 62% ) B /INT 65 &, T 38% ) B+ 9 65 UL L.
FEMAER AL PR AR A2 5 (S0 DmRaER] D .

(%A EIER]

AN AT T A EAE AT

AN TR, JEisE JEAE CYPIAL (5B ALAIIFH) . CYP3A4 AT CYP2C8 () FEAIAHIFH
UGT1AL 15 3 ) 3 26 1 BR K ) 5 41 71«

H1T CYP1AL FE NEH LI HIRIE T B IR, ToMIRET CYP 1AL S0 771 B A FH 22 AR G

%16 71 &£ 34 T



XA R B A I F T R S 30S — S Rl 1R AR R K UGTAL KR 254
FAEMEAEH . X T UGT1AL Rk /K-F AR BB A AL & HER IR (A Gilbert %)
s, RIS RREr R, LAUEH.

Jois & e LIRS, 2T cyp3ad, /Edid cYP1A2 Ffifi[F THF CYP1ALl. A
T X B A ) 24547 5 g ) A0 1 R s A T B S JEis B Je R AR HAE R .

CYP3A4 5|1 AT DLRRARC v B e AR, AL M 29K BE T 55 SR fs s B JE A
EC, WAREmE (200mg &K 2 IR 5 %0 i #l] cyp3ad AUsHE L3 EUEis B e Auc 1
I CGFE AUC HE T 86% ), Crax HE N 69%. JEVEEJE 5 CYP3A4 I CYPIA2 HI IR VD B &
B, JEIE BRI AUC K Cmax 23 I 399%F1 17%, & MEARY =4 1¥) AUC FI1 Cmax 43 71l £
HEINY 60%A1 48%, H i iE A WIHH1% 28 55 SN M IR PRAH G . JEIs 8 Je 1 SR PI VD R Bss AL
CYP1A2 #IIIFA] CnssRyb D BEH . [Ht, i & Jes5 cYP3Ad sl skiai &1 cYpP3A4
JCYPLA2 $HIFI& R R, — BURIIEMAEM, R IREEE =,

CYP3A4 i S TT 5 i JE s & JE AR, S5 PRI & e ML 259k B . 5 Sl
JEis B e HLL, 4T 150mg JuikEEfE, FAEF (600mg BER 1 IRH 7 XD @ H S
CYP3A4 AUBHEME T HL K JE -1 AuC (K 69%.

FORIT R A EOATT IR AT, B4R 2 450 mg SR BB B HITE) AUC =R A
PR TT I B4 24 150 mg JEI& & JBJ5 1) 57.5%. GInTRE, ROEFEHAMA R CYP3A4 i
SYERIZIIRYT . M T RERMEEE + 95 CYP3A4 I35 CUIAIART) 1R &, M
VNI 2T (U DERFHD HEK 2 300 mg, WHERIFI 5 2
UL, W ER R EdE DR 450 mg, RN SV 2t BIF N ARXTE R
MAIEBATIF L. ESHEHESH, Rz, RYFF. EHZRBELHE (St Johns
Wort) &I, REEFRRMSIEK, JEKEE SR TE2YE FIN BRI/ G . ATRER
LN, ATEAZE & & Jo R AL CYP3AA 5 S TG TT 254) .

JEi & Je TG T 5 F T BB CYP3AA JE K Ik e R 4T 5 2R 1 V75 R SR 8 A S
I, 5HAh cYP3A4 ERVIIE R A R E AN AR I AN AT B A A2 o WRIK IR 11 IR FH REALLF B
KT 24%, (HIZXFFAE CYP3AA W& P F2M BT 8. 76 51 — Wl ARG , JEis B e 5 CYP3A4/2C8
JRVPEIZBEE L, X A B 12T . R 5 CYP3AA IR B mI et TG Yo 3 AR
HAEH.

JEE & R IRFE S pH AEARSS . pHAE TR, JEI% & B MR FEAR. S5 Bk

171 H 34 ]



pH ERIZ ] e R TR & JE VA MRIE,  BETTRZ AR B . eIk & Je 557240
R SR E B BB AUC T Conax 73 I BEAR T 46% 1 61% 0 Trmax BRI TG AR AL, o
JEi%E JE 5 300mg Hy SZARPHITZG T e B T & HI, Jei& B e i) AuC Al Cmax 737 B IS 33%
M 54%. [RIL, FIRERITEOLT B2 5 Ju ik B Je 5 B IR A& i . /251X E2h)
5 IR SN JE B B I B AR AT e rEE 2R R B ST, TR BB S e B T kR
Zimt (HJeB T 150mg B HWIR, HEHT 2 NTEEE 25 10 /MG T B 8D, JEigE
JEH] AUC AT Cmax 735l Ry 15% M1 17%. G12R 8 ZHE IR WIRTT, Hy AR I
IR BB T RSB I R BG4 25 . ZUTE Hy SZARFHII 2545 2000 2 /N a5 255 10 /MBS
LTEREBE.

JE& & ey PRl G TR ES AR R Y, 5 Pgp HH71) CANFAA B FANGERLEK)
B HIAT BE SR SR & B JE fR 23 A1 FH /B B, H I AN 48 1200 ELAT 45 SRons 2244 (41 CNS)D
(s, BT DAZE LTS L T REA

JEVE B e S INBHIR B o FE— TR IRBE ik, JEig B e 5 - RS2 & It I 2508 5 50
AUCo.4s BT 10.6%. BN ZZE R BAGIFRER L, HYCNIZZE RN BA GRS
Yo FEIRPRSEEH, WRELAAE — LB SHRHRREEH AL FER R, e 6. <
FEAZ B XS w8 SR 25BN 2 To i & 5

REAMIE AT RE I N EIE BB RIR . e B B 5 REHMbES N, 554h—De ik
JE AR TR AR AR L, TR JE AUC HEGETH SR IN,  Cmax 9 H B SR S
. JeisE e R E AR 2 AAE) )15 T B2

A 5 AT R 25 T T RERS AN At VT SR 25051 AL 0 LR LS 5 L B R SUULVA ARAE ) K
A,

CENR M 22155 CYP1AL 1 CYP1A2, FEULINE JE Bk EIl/D 50-60%, HURMEH
MR R ET A L2302 1 Rk NFED o

(LY E]

i FE A2 il HH FLUR R ) B 1000meg A e B AR LU0 I iR 1600mg REBSIIN 52 . fe e
SAREBERM X 200mg FIEABORKIIY 2 MR ZE . IR LRI A BTk, B AR 150mg
(FELE TR R AT RE A A AN RERR S ™ AN RN CUIIEYS . B2 AT e T, L CF
FHED. M R B TS BRI FXPETRTT .

%181 £ 34



(1797005 |
Jov& & BB Z5 T EGFR REEH) NSCLC —£RIAYT
FE—TRBENL. T S HRAT 1 HR5E (ML20650, EURTAC) *f, ESE T JEi% & BN —
LRIRYT ZIYITE A EGFR BRI BUR AR = I EE NSCLC fR 3 Th A ALt . 2R3 IR R
B2 T AT AT AR 4 By PRGBS M S B A2 M NSCLe s Qs A v D,
HLTE EGFR MRS R BRI R AE R (UMET 19 BRREAMNE T 21 L858R /AR, FEAHLSLLG
ZH PCR P 7 2 D o B 2 1:1 I ELBIRERL /M BC 2 B B JE 150 mg f H — IR B
% 4 A WA A AT AL
ZARK— LN T 174 B NSCLC (2 . BEIIEEAFEW T, Lt (72%); AN
(99%); KT 65 % (51%); ECOG14r (53%), ECOGO 73 (33%). HEHH 93%[1
BFEAWEL 7% ERE A BIKE) B WIEFE (AICC, ZBINhRO: 93%IH) 38 A i :
66% 11 B EH NANE T 19 BRh2E, 34%NAME T 21(L858R) M RAE . HIF T T B LN AL E VRAG

FITCRE AT (PFS). 2T AU R ia 45T 6 .
B 1. ZEIRPRIRE: ML20650 (EURTAC) BF5TE -4k PFS f{] Kaplan-Meier B£%

10
0%
08
07
061
05
04
03
02

Progression-Free Survival Probability

00
0 3 6 9 12 15 18 21 24 27 30 33 38 39 42 45
Duration of Progression-free Survival (months)
Number of patients at risk
Chemotherapy © 63 22 8 5 3 2 1 0 0 0 o0 o o o0 o
TARCEVA 8% 69 62 43 33 25 19 14 8 7 6 4 3 2 1 o

% 6 FEIRKRRL ML20650 (EURTAC) FEIEE B 54T LLRIIT R

PR g B4 R ag
(N=86) N= (88)

PFs (EHtRBAERH, A)

%19 1 4 34

=



i i BAET AR A A 71 (83%) 63 (72%)
"L PFS (95% C1) 10.4 (8.7, 12.9) 5.2 (4.6, 6.0)
AL (95% c1y @ 0.34(0.23, 0.49)

PIE (K72 log-rank F:5%) <0.001

os (H4&FH, A

PET B (%) 55 (64%) 54 (61%)
"L 0S (95% CI) 22.9 (17.0, 26.8) 19.5 (17.3, 28.4)
XU EE (95% c1)) 0.93 (0.64, 1.35)

BMER

BN (95% CI) 65% (54.1%, 75.1%) 16% (9.0%, 25.3%)

(1) K47)Z Cox [B] R AY

5 WHEE E R (EHE E  SoRPEE. SRR R AT HIRENL. XPIRL TRk s
I (YO25121, ENSURE) 1, iESE [ )RR E AN —LiRy T 91E EGFR BURIRAZH] NSCLC
S 5835 T A RO o SR O BRAE MR B2 I AT BRAT A 42 S PRSI R T IR T IR e A
BRI NSscLe (B AT v 1) B, HAE EGFR MBS BRI HUR LUK RAE (S
19 SR EAML T 21 L858R RAL, FEHLSLH = A cobas RGN, 4% 1:1 (1 Ly 3
BEHLI A28 B JE 150 mg, B H — R4 8L 4 A Y5 OB+ IEH 1 4y 7 4 .

ZHET— LI T 647 B, XA 217 BB HETRENL A (LT 4 107 R
BRI AT 110 . SRR LIS T B (Gl 61.3%5 38.7%). 1L
JTHRE IR % e b s b AL AR IS 42 50k 56 ¥ (JuFE: 30-78 ) M1 57.5 % (Juf: 33-
79 %), RZEEEN ECOG A JPRMLIT /9 0 B 1 (Ay7 4HAE K & JB 273014 94.4% A1
93.6%), KEZHIMEH N VI (T AREER & B8 93.5%F 90.9%) .

FEFUE T RIRI I A (B2 ) I, A 32 B2 it FU & 1A 1 PFS, JEVR BB
I AT LME PRS SAF (B RESE T, RAJe AN XK %MK 66% (HR= 0.34 [95 % ClI:
0.22,0.51], p<0.0001). W51 iFti ) PFS Kaplan-Meier H14E W.I& 2. {EJE & # B 4H(n=110) A
I (n=107), 47 PFS 4370 11.0 F1 5.5 NH, FMLEME (CR/PR) 75N 62.7%H

33.6%, p<0.0001. 7ERG RIS M VFH 22 2 (IRC) & VF )G, PFS &5 RIS 2IMMIE, Sk

L2001 #£ 34



ST 5.6 AL, JEEE BRI FAL PFS v 11.0 AN H (HR= 0.42 [95% Cl:  0.27,0.66),
p=0.0001). HWFF ¥ 5 IRC X} PFS PFAli 45 A B AR —EUR N 85.6 %. 7RI, HTERIA
G A X JE B8R T IS, RGN S AR A I TS B R AT AR E B E AR

(HR=0.91 [95% CI: 0.63,1.31], p=0.6073).

& 2. ENSURE AfF 72 35 YE{E I PFS Kaplan-Meier #HZR

P <0.0001

{hrrER: N=107 '
F{zPFS () =55 "

I o A [ Bt 45 SR AR MO AR I 18] ) 243

HR =0.34 (95% C10.22, 0.51)

IRi&%E B4R N=110
hfPFS(B) =11.0

L FACT-L HETHE, S TAME, £uik s R A & g 2Rt R 1), 4

fE ENSURE it 5¢ R, 175 A E B3 BB 81%) BENL/IC 2 )Ei% & Je M &5 v
M+ 4. BF SR e [ R B 45 R S BRI 45 B — 3. IR PRI 7897 808 A 0 o e 4

BIWLE T,
F 7 ENUSRE FIFUIT B R AR RESE R

ENSURE BF9ta ARt ENSURE #F R+ EE4H
JeE A ALIT A JEkERA gk
N=110 N =107 N =87 N =88

PFS (BREAETEM)

HR [95% & 15 [X [E]]: 0.34[0.22, 0.51]

0.30[0.18, 0.49]

B2 1 #£34 ]




hLE ()

11.0

55

111

5.7

p {H CEpte)

<0.0001

<0.0001

PFS C(IRC $F41)

HR [95% & 15 [X []]:

0.42[0.27, 0.66]

0.38[0.22, 0.64]

HALE (D 11.0 5.6 11.0 5.6

p 1 CMEkkL) 0.0001 0.0001
BEMMEER

G 62.7% 33.6% 69.0% 37.5%

SRR R 25 S [95% B A5 [X [H]]

29.08 [15.8, 42.3]

31.47 [16.8, 46.2]

AER L R I [H]
HR [95% B {5 X [H]] 0.60 [0.37, 0.96] 0.57 [0.35, 0.93]
HAAE (H) 5.5 5.5
RIS RIBHORALI (8] (TOD
HR [95% E.{5 [X[H]] 0.53 [0.35,0.82] 0.50[0.32, 0.78]
hAE (H) 11.1 4.2 11.1 2.9
AV R AL B ]
HR [95% & 15 X []] 0.67[0.45,1.01] 0.63[0.41, 0.96]
FAE (H) 8.2 2.9 5.6 2.8

F—THE R E AT BN IR R 1 A5 (M020981, OPTIMAL) %% T 5
B JRAEN— 2RI YT ZW1E EGFR BUBIS AR (K NSCLC A B B 1A &t . 2l EEAE M
RIEZ AT BT ] 4> B P BT MRE IR VR YT HOTIB. 3 (2 B 250 SE A ST P i 7K R / 350
P B L B A UE SE I TV A NSCLC, BIARJG R R B Hr s suis A ik 41
ZE PCR-DNA B4l /7 73 T i/ EGFR 28 19 ZME FHRBIEE 21 #ME-F L858R RAL. 1% 1:1
(L AL 2 BV B B 150 mg, B H —RAEL 4 AN 7 s+ R AT
M, BEFER R BRI 2 R RN KA . AR 165 1, o 10 B A AR
R, JeigBed 1 615l b T RA TR, R&3t 154 5] (93.3%, 154/165) it
NITT S0 #rdE, Hrpikahal 82 4, x84 72 . PRZHN D122 BORVRIBEARAHAE, AR AN |

% 22

=H
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TR, LR ECOG 1A JJIRAITAr . WRIEARGL. HE2AY . RIS, 19 Bl 21 M1 RAR
W&, HZERBTLGT L

WEFL EELE GO S VPG K PRS. S5 BN, JEIE & JEIRIT i LAME PRS S (it
JEERAET:, LSRN UK 44K 83.8% (HR=0.162 [95 % Cl: 0.103,0.256], p<0.0001). Hff
F# VALY PFS Kaplan-Meier HIZk UL 3. 7£ 5 & JE 20 (n=83) F4LIT4H (n=72), F{L PFS 43
BN 13.1 M1 46 N H, BUMEMR (CR/PR) 735N 82.9%F1 36.1%, p<0.0001. HT7E55H
B J5 A8 U Ja SRR IT RIS, 1R E8 3RAF I S AR AR IIAE JE % & JE A AT e B 2

(HR=1.186 [95% Cl: 0.825,1.706], p=0.2663).

& 3. OPTIMAL B} R & EAE I PFS Kaplan-Meier 2%
#8411 FETHBEETFHI(PFS)E % 77 4 47 -Kaplan Meier Plats

1
Erlotinib GC
W 82 12
Events 49 (59. 76%) 63 (B7.50%)
Censored 33 (40, 24%) 9 (12.50%)
0.8 Median Time 13,14 4,60
95% CI [10.58, 16.53] [4.21, 5.42]
Log Rark P-Value : <. 0001 R (85% CI) :0.162 (0. 103, 0. 258)
het
z 0.6
A
2
73
I
o
ko
A
5
=
£ oa
! X
&
0.2
|o—|—| Erlotinib ©&S o |
0
T T T T T T
0 5 10 15 20 25
Patients of Riak . pfs
Eatinit B % & % 8 B

# 8 OPTIMAL BFFTIFak

OPTIMAL Hf 5 4 N\ B#
J[ERT:2 - J=tii ] daigi\
N =82 N=72
PFS (BTARE PR
HR [95%E15 X [H]]: 0.162 (0.103 Z 0.256)
hfE () 13.1 4.6

%23 1 4 34

=



p B Chgipkiak) <0.0001
BEMEER
BB IEHIE 68 26
BMEMEE (%) 82.9 36.1
pfE ChEkiaL) <0.0001

OPTIMAL HF 7L H B B Je RN 35 v A=+ R AT 40 A 74 BIAD 54 1 B #5585
FRE R HT. 5 fhiE+ T AL, 2 EiE B e in)7 B A VG B TE FACL-L.
TOI A1 LCS 15 3|8 T.243% (P<0.0001),

# 9 OPTIMAL BT FE IR A5 B B - AR B B R (SHE 7 RZRRA . A e R

FRBENHRERD
Logistic Regression

HPBH EBEE  EFMEFE OR (95%C) P
FACT-L  RRpFI%K 74 54

Tolm PR 19(25.7%) 37 (68.5%)

Il R i 55(74.3%) 17 (31.5%) 6.69(3.01-14.85)  <0.0001
TOI SR B 74 54

Tlm R 20(27.0%) 40 (74.1%)

I PR e 54 (73.0%) 14 (25.9%) 8.07(3.57-18.26)  <0.0001
LCS SOk 74 54

Tolba PR 17 (23.0%) 37 (68.5%)

I PR e 57 (77.0%) 17 (31.5%) 7.54(3.38-16.85) <0.0001

JE#E B BZG T NSCLC ERFIRYT

—IIBENL WE

RN FE 9T BO18192 (SATURN) AN 1 B8 & B H T 4E G697 I

B4, AR 26 NEFFFRE, LN 889 Hil4:52 — & & k)T 5 R KA
HERE ) R e e R M NSCLC BB, % L1 FENL 4 E S H —RJEE# B 150 mg 4%

% 24

=H

1 4 34 T



B (Juis e 438 ], 2RG4H 451 1), HZAEZRRERE. YR 2 EHK LT
JT A (58 B EGFR S 24K (IHC Al BH R s B8 B e e pn e & 40 A7 J5 45 T Ieig B e ih
ST, HEFME I C A (PFS) AT .

TEIX T 51B018192 (SATURN) 1, b NFHEAE L SPFS (HR=0.71, p<0.0001) FIK
T F0S (HR=0.81, p=0.0088) J7 I 1 3Kai. SR, FEFRSEE HHRZRE M 5%
FI7E R EGFREURRAZ B (n=49) H3RATHRAN, 1ESE T W AIPFSIKAE (HR= 0.10, 95%
Cl, 0.04,0.25; p<0.0001), .&4FFHIHR}MO0.83 (95% Cl, 0.34,2.02). fEEGFRZSAEPH 41
W, 67 % AT B E B2 T R EUE 2R EGFR-TKIVA YT « TEEGFREF A= R g 8.2
(n=388), PFS HR~0.78 (95% ClI, 0.63,0.96; p=0.0185), MAAEHIHRAN0.77 (95% Cl,

0.61,0.97; p=0.0243) [82. 93],

FERMR RIS EGFREURRAL (HME T 198K BiAM R 721 L858RRAL) HAEANITHE]
EARZIIALST JA R L R 643 B SHINSCLC =B 3 Hh JT it 7 BO25460 (IUNO) it
Fo ZRELLIMNIERZ LIS & JE150mo e R — e AR, BB ke sl th A
RS2 I

WEFTHT H B2 LTS B e — R 4EFrifyT 5 it e I A HIVG T 7 (0 S AR A7 30 T Tk
AIBBNLF BT (EMRRIETT EGFREUR R BRI &, —LEFHGTHIOSHAMN T =
LRIH9T (HR=1.02, 95%Cl, 0.85,1.22, p=0.82). {EEFFIAITH, RAILRFIGIT Z AR E

PRSNGSR (HR=0.94, 95% Cl, 0.80,1.11; p=0.48),

HFk HB025460 (IUNO) HFFTIMEHE, ANE AR A 1Y EGFRIBUB AL I BB 3 o L i
B RAE N — R YEFRRTT -

JE¥#E B B2 T NSCLC —/=£R¥87T:

FERRAE 2 /b — M7 7 R R 3R e A s i e e NScLe BB b, 3T T — TBE LA

LRGN R BREE (BR.21), VP BB e B 2567 A B A e A, 731 Bl 4% 2:
1 EI’JtWJBﬁW% FH—REEBE 150mg s BAIGRIT (JEigEed 488 7, @A
243 B, H BRI ESA AR Z B RN . IR 1T AR SR S (09 &
MfHER (CR+PR) FITLHEE AL (PFS). WA RRLLIT ). E 27 & br 2 0S. ik
WTE 17 NMEZITRE, K4 1/2 B#F (326 B 345 EGFR Rk 7Tk

12 BgE T WIS N — BB DU RE s PINR YT AL I — AR B2 T LAY
K 2/3 BB NBNE. KL 1/4 BEFELL ECOG R IPIRETESY (PS) N 2 4y, 9%IELE ECOG
PS N 3 7. 50%EFH BEAIEZ L — MUIT T 5. K2 3/4 B H ML



12 —BEHRABRRE R

JeiEE 8 (N=488)

R (N=243)

RS n % n %
P51
17 173 (35) 83 (34)
5 315 (65) 160 (66)
FiRg ()
<65 299 (61) 153 (63)
>65 189 (39) 90 (37
N F
HArA 379 (78) 188 (77)
YN 18 (4) 12 (5)
DIAIPN 63 (13) 28 (12)
He 28 (6) 15 (6)
H2LR ECOG & JIRAE P4+
0 64 (13) 34 (14)
1 256 (52) 132 (54)
2 126 (26) 56 (23)
3 42 (9) 21 (9)
ZHr 6 AEE TR
<5% 320 (66) 166 (68)
5-10% 9% (20) 36 (15)
>10% 52 (11 29 (12)
ANV 20 (4) 12 (5)
M 2
AN 104 21 42 17
W2 ) B 7 358 (73) 187 (77)
ANV 26 (5) 14 (6)
WA
S 246 (50) 119 (49)
e 144 (30) 78 (32)
A 434k K 4 g 41 (8) 23 (9
i
B A AE /48 g 11 (2) 2 (<D
i
He 46 (9) 21 (9
LW RIBENL AR (F)
<6 63 (13) 34 (14
6-12 157 (32) 85 (35)
>12 268 (55) 124 (51)
FELR T BEAE AT R 3 ST R
CR/PR 196 (40) 9 (40)
W34 T




PD 101 @XD) 51 21
SD 191 (39) 96 (40)
FELRBT BEAEALST 7 RE*
1 243 (50) 121 (50)
2 238 (49) 119 (49)
3 7 (1 3 (D
FLERI BEAELST & fH
& 454 (93) 224 (92)
5 34 7 19 (8)
*FLLRIT I EIR R A b SR i FE R A 2 5.
e a5 B LK 13,
R 13 ITHER
. X XU B o
JBEE e R 1 95% AJ {7 [X [H] p {H
<0.001
A thf7 6.7 H hfz 4.7 H 0.73 0.61-0.86 )
1 FAEAFR 31.2% 21.5%
\ <0.001
oA | AL 9.9 F {7 7.9 JH 0.59 0.50-0.70 )
i Jed 2% firt 2 <0.001
8.9% 0.9%
(CR+PR) (3
ZEFRINH TR A7 34.3 | HR47 15.9

(1) L ECOG HRJPIRAVEIr s BEAEM T T4 BRI T & s R4S T B BT
ORI AZ R COX [RABERL /34T
(2) VL ECOG HRJPIRAVEIr . BRI T 7 A BEEA T & s R AEAL ST B Bt )T

B JZ BTN Log-Rank #4556

(3) XU Fisher's ¥& Rk 56

ERFRIT AR (A RILEE) it T A, B 5 Son 7R A4 1) Kaplan-Meier
k. EZLTREERR OS Fl PFS /) #T 42 LA ECOG IR 4y« BEAALIT 77 8. BEAALYT

B SR BRAE AT R B (T 2000 J2 (K0 Log-Rank A 56«

5. WRITHEH BAEFHIN Kaplan-Meier Hi£E
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100 - T aCEYE (= 408
Median: 6.7 Months

Placebo (N=243)

0.75 Median: 4.7 Months
050 HR: 0.73
p <0001
0.25
000 <5 T T T T T
] [ 12 18 24 an

Snr-ni-ml Tirma (Rlanbhet

EE: HR ZMLL ECOG PRI« BRAEAYT 758, BRAEA) T S s AR AT
IR ST RO PP AR B coX VAR A i G . P{EZ LA ECOG R JPIRZVEZr . BEAELL
707 RE BRAEAS T S SN ERAE AL T ) e 7 203 )2 (R XU Log-Rank A6 45 o

ERZEERBESIHR T — RANTVAHEE. A6 Bn T g R, KEHHEHE
W EIE B Je 1R B AE A AR AR o (ELTE P AN 2H w7 /05 BH I« B89 EGFR BHAE ) 22 % (HR=0.68)
FIA AR EE (HR=0.42).
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Bl 6. TRIEIETHIRF MU & WAL B E M AR XU . (B e L 225D

M M HR 95%0
s R TR 790 076 0609  pereeiheeenienanns
PEO-1 486 0.73 06-09 f
Ps2—3 245 077 06-10 N .
122] 475 076 0609 -+
* o6 nen 0611 o L.
TFE <65 452 075 06-09 -+
Y 65 279 079 06-10 s
(R 365 071 06-09 ]
B 222 067 05-09 I
=i 144 104 07-15 | D Sent
FRNEFTOE 5% 436 0.77 06-09 ]
ZANFETFE 5-10% 132 0.63 04-10 4=
7 RNEETOE =10% g1 070 04-11 . SN
| e 146 042 03-06 i
I8, wiE 545 087 07-10  heveerr e,
BTk AE L 364 076 06-10 i l
BRFibrAZE 2Bl b o367 oms oe10 | b L
BEiF b AESEE 678 0.72 06-09 }
BRI A r &0 55 141 07-27 =Tt
EREN RN PNE e 267 074 06-10 '
BRA (KT R A S 164 078 0610 | b
B {EF4TSERIEE: CR/PR 292 067 0509 | ;'I' T
EEERIFEEEE 5D 267 083 06-11 -il-
B {TERIFEEREE PO 152 085 06-12 ‘ b
T DEI = 97 068 04-11 | et
i@ A 2R iEl e-12 B 242 087 0712 -i'
MRS E AR E-12 B s92 075 og09 | .4l oo
EGFR BB 185 068 05-09 N |
EGFR R 141 093 06-14 b
EGFR S5 aos 077 os10 o oW,
B¥#hA 567 0.79 0.6-1.0 a
THHLA 91 06l 0410 | ke oo
TEERRT 1 HA 5720 092 07-12 -
1A= HA 402 05 05-08 -+

HR Seale
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T B 6 R TR Ei% & e 3 55 AR A 2 B B A LU A TP ZH 1) L R 2R BB T HR,
HR ] 95% ] {5 [X [A] (CD FIREAR (N) K/h. /KFL TR BARCAE HR, KFLRK 5
FoR 95%Cl. T ELFRIC AT BRI 22 MR HR /NT 1.00, FoRIXANTAEHEK B JBIRITH
552 B B AE AP K i F 7 EGFR RIATE I 5 1R TT RS R M 2 RRPER
RN A 326 ] (45%) & 3R1S EGFR Rk .

—IWE . BEHL. 1 BIFFF (M022162, CURRENTS), 7E4HTWAR (735 38 A4E) .
AT R 1 28 R SR e B B A5 1 NSCLC £ ot EL R FR 77 B JE % B 2 (300 mg Xt Eh
150 mg), 300 mg FI &M )i & Je B HEEE I A AR R I H PFS 3R 45 (451 7.00 F16.86 JHD .
TR A AR T EGFR SRR X B AT 1R+ .

Jeis & JEBR &I iRIT NSCLC

PIAN 22 22 JE RO RE B AL 6 EL 45 1 1000 22 {51 o) i i 3] sl A 1 NSCLC — 2R 97 I
B, AREORER B R A HIONEERIIALT (RS20, N=526; T PUfhIE+IEH,
N=580) HHXI #L LT ARG AN R 3R 2k o

(23 EE]
ZEAER:

BB B JERR AR 7324k (EGFR) /AR BAEKKE 7324k 1 (A9 HERD) HIBRE
PRI o LI JE AT A RMHI A0 A i EGFR BRI, EGFR M ik T 1EH 41 g A i
TP AR T o AEARIR PRI AL, EGFR IR AL A1 7T 5| S A0 f 25 K A5 i A/ 4t i A6
T

EGFR ZRAZR] T EUH I HUA MU T- M 5 5% I BT, JOi 8 JefE EGFR MUK
AR A R A T EGFR /SIS Tl BR AR R h)Eik B e 5 EGFR RASHMA 45
HIgirh ATP 45 5 AL R AR R E A S T T (S S IE S BH T, R p g i R A vk,
FriE i NAE R AH LR TR AR 4SBT . £E EGFR AR SR RIL A/ R RO 21 1 fi
R R .

HEPA:

KIS TR, B -FhahWM g Il 7 AR (48, ) . Kk
A CIEWARYE ROE . LLMRIB G , BREZELE, HHZURSE, B RIRSERM B NEY 5K,
MEBE RN GERMEHEMRE) « ZHRSE TR, AR (FZRE R R
M) BN, HIL T FZHKEN ALT. AST FIHLL R Tb s . R RNR AR IR I 254 5 55
KFZ .

JEis B JefE UV B R RO EEE . E— RAIRSMSEES (AR RAE . A0 Gt
AR WA AR R L0 i AL D R P/ BB BETMURZ SE S b AT 1 e JE R R, A5 ARRR
AT WAL B
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AR L B JE BRI Ay e B A W A RO B o 2 I PR AT RIE 70 o B0A WL BV AR 5
FEVERIIEYS . AEBALTEIER T, Uik B B Ci e ek, EBRARIE . CaIHRME R
SRR/ B PO R SO VERIT T, 6 /S AT R REIERIE 78 Hh 1o AR 218 AT 2B M A2

AFHF R RIG A R TS I T AERE R B (R SR IR R 252 « IR G P IROR 2% S
AR KRB IR T, (HAR BRI A F S 0. XL N )
RAEAE R RIATT A RIS o

AR GCIEE e MR LGP LR BRI NI LSRR (B H 150mg FJ AUC) 3 %I 7] L
HILEHA TR S BURNG/IG JLAE AN . a5 5 T BOUI R 25 25 1R 25 Wi R T )R 29 N i I
R IR AUC) I FE R SRR SR AN AR AR/ B JLAE T AR ™ o (EZ MR K R AE AL
P AT 2ULEUREE — 4552 30mg/m?/d £ 60mg/m?/d 1)L & J& (HRAE mg/m? THEAH =TIl IR
FIE 0.3-0.7 £5) FT LAG| R R IR T S BUSGE iR ) LBCR T B

(253 /151

W B = AE N AT 2B )R R A . LA SRR B E AN Im R .

i

JE¥ & Je F IR 150mg FIE I JE s & Je AR FH FER L8 60%, FHZGJE 4 /e ik 2
FUWEREE . BT RE R SR, BB 100%. WG KL 93%/iis e 5 HE
FIA al RUEFEEE A (AAG) 5. JLiE B JeIR M MmARA 232 T, —THIA %% )L
155 JBTE R IR AR AR I L, 4 44 5858 (3 1 NSCLC, 1 Bl D132 JEI% & JE 150 mg
BRI, fEBRITE 9 RFARVIER IR A SR R 4 240 e B B IR T35
1,185 ng/g A4, A4 TRaSIEIREZR 63% (5-161%) KA ME . iR 4H 2 b 3 B4
RG22 160 ng/g 443, MY TRRAS MR IEIRE ) 113% (88-130%) 14T
. MIREALEIT 95%. JLikE e 5IMiENIEF alpha-1 BRIEFEERE (AAG) 4G

R

AN AR (0 2T PAS0 43 AT R B & Je E2hmid cyp3ag AR, /> &It cyP1A2 Al
HMAITHE cYP1AL AR . FAMREEHE/ Nz cYP3A4 £ ity CYP1AL AR LA K fifygi 2H 41
W 1B1 AR, ATREXT R s e ARG A —EEH .

CAUESEN 3 MR : 1 PEESOREER O-Jit FH R4, Fdt— b A R R
2) LWIEELL, T DK FRER: 3) KON T ERRL. B A
BEPHE A2 O-t AL f5 A4 1 T ZAR™ ) 0S1-420 A1 0SI-413, FEAR I RARSNI 2 5
A IR AR, BRI RN S s B e AR 2, AR L 17K <10 %1
JEsEJE, HZEN )RR S ek B R FH AL

Mk 100mg &5, T PARIWCE] 91% 254, HAfE3fEid >y 83% (JHIEZ 54 T
®1%), RN 8% (JFIEZ 45 T & 0.3%).
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591 il il F 70 i B JE O REAR 25480 ) 2 M R W v A 32 000 36.2 /. RIS
FFRAS MBI LT 7-8 Ko HRF GHEM A TCH A RNE . W T 8 e IR % 1
1 24%

7E 291 4] NSCLC SR thikAT | — Wb s I BHAZ BN VI A0 A, ek B e B2 T4
FRAIT o AT ah SRR, AR UL S A BE P e O B R I B R (M AL & 5 2 1 1 B2 25 1K)
JI T SRARL, AR R IHT VAR B8

A —T204451 8232 [T % B JE + i PHARERIC A FH 24 1 B e S8 I 25K 0 o i 46
W], gl e b S JE I8 B RIS BRI R R 5 Jeni B2 I 258 Jy s i AL AW
RBFMEI R R . 535 ARG 20 T % B Je it MR BR A TC R .

IR

R RBN ) A Hr s, T ARG R B RS . AR E L PR FIRh 5 A AN
FEImMAR R XK R 50iEE B 24030 1 2K 838 3 MIE S IHZLER . AAGHT 4 FT
FEARIL, 035 IR L3R FE FAAGIR FE IR 3G 10 5 B B SR IE BRI R A O, IR 872 57 1 I
PRAE A HANIE 2

AR ) LB AN A R AT LTI 5

HFL) ST i 2

JE¥ B e FELERF LSRR . B DI Retifs B (Child-Pugh 2% 7-9) 5T DIREIEH &
BHICIEE e R ERL, QR R R . e DR 4 (Child-Pugh
A 7-9) SRR EE T, LB e AUC o 1 Cmax 1 LIATF-3%04 7] 9 27000 ng.h/mL
F 805 ng/mL, S AHLL, (EREFEFIIREASMEE (R ER TR SR EE) |,
XPAME S 54 29300 ng.h/mL F1 1090 ng/mL. EARAEH ERTIHAESIE B b Cmax B,
HEFRBEAGU 2R BNV AZZEREA MR R Z . H T IA < D aeifh
XF B B e 24X 1157 O RE I BB o FEREAARZAREN 205 A i i ORI, R IBAL R L E VR B 1)
N5 ek B e B R R R R AR A K.

B IYFEST 7B
BTG 2 JE R P WD T 9%, FE'E DIRESEH (185 T R AT IR R
R 2

ANRCHA A0 TEAE IR 4 4 B 75 83 i) 2454R380 0 22t 7T R ol 2 S BT B Je i FRag
TRV o — TR AR R 24 i R g i R B R AT R H I IRJE S B JE 150mg 24K
JIFREFCUESE T IX— o AEURE Cmax JUAT-FI9%0Ch 1056 ng/mL, WRJHZE 689 ng/mL,
W JH 5 5 BRI 3 AR N 65.2% (95% CI: 44.3-95.9, p=0.031). FEMRAHE AUCo.ns JLAT
%N 18726 ng.h/mL, WM O 6718 ngeh/mL, WM 5 AR ~F 25 HUAE Y 35.9%

(95% Cl: 23.7-54.3, p<0.0001) - LM Coan JLIT-F-3IEN 288 ng/mL, WS 9 34.8 ng/mL,
W 5 AR R BT R B AR N 12.1% (95% Cl: 4.82-30.2, p=0.0001) (R K ZH A1 AN IR R / B
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HEWARZE % 16 F132F ) o IEFEIRE 2 28 55 & (¥l D T e 2 1 T-% il cYP1AL FIHIE cyp1A2
s FER

B N NSCLC I pRIRES: (BR.21) H, TEAEMMHE 1RO i B e RS R Ak 20 0.65
pg/mL (n=16), ZIAREAMNR# BN IEE 1) 1/2 (1.28 pg/mL, n=108), L& LM
ML BR A1 I 24%.

IEFERHRE) NSCLC SR | IR IR AT 7, RRaS254X38) /12 0 Hr R Jeig B Jé
150mg 14021 55 K 52 715 300mg i FE . JEi% B e B e B B A S LG . 300mg 7
BN, IEERHE S RS ISR IR E N 1.22 pg/mL (n=17) (L [DHEAE] A1 (2
YR EAER D.

HEIERA

Jei% & Je EZEIT cYP3A4 AR, RILHEM cYP3A4 [l i Z &N . 5 cyp3ag
F14 1 41 575 R AR I 45 Y I 9 25 JE 1 AUC 285 1 2/3 CRE Z5AH B L L HRE FH & )
HA SR B TR )

TETTRTAE H ECE [F A CYP3A4 5 3 IR AT LA T8 B R B bR 3 1, A
fFjEis e M AuC TR 2/3 (0L DA EAER Y A DAERE]T R RE eSS,

FE— 350 Ib S99l ARG v, 35 PO ARVER T 3% B Je 1 254830 ) 5 8 R AR B 35 AR HL R

R RBN ) HriioR, B SREG W m Al e ik & Je B g2 B 4019 N11%.

(5
25°CIR-1F. 15-30°C AR Al #3557 .
24 5 BT NMEZ AN B Ak

(B3]
PVC il EEfu %
30 Fr/&

(B3]
36 ™M H

[BATFRE]
12 O 2 AR HE 1X20110234

[HAEXS]
HE V25 S HIE S -
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(1) 100 Z%.: H20160392
(2) 150 Z%.: H20160393

44k ]
N4 FR: Roche Registration Limited
Hh Hik: 6 Falcon Way, Shire Park, Welwyn Garden City, AL7 1TW, United Kingdom
4 7% ] Roche S.p.A.
Hhy Hik: Via Morelli 2, 20090 Segrate (Milano), Italy
£ % J7: F. Hoffmann-La Roche Ltd.

Hh HiE: Wurmisweg, 4303 Kaiseraugst, Switzerland

WIEEFR T BiEY KA E R AR

Hh hk: BT R ZROKGE 1100 =

H, ifi: 021—28922888

Y B HLS : 800-820-8780, 400-820-8780

T Ul B SR R, G 2 e R AL AE B b OG5 I 2R [ R

http://www.roche.com.cn
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