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73 CaHaN304-HCI

T 429.90

[#4R]
AN GRS, BRROKERAGERAG,
[&ERAE]

JE B B 2 1E F T 3R R AR K TR 3244 (EGFR) 5 FRLH AT B5UE SR AR 1) Ja) WG H B A% 12k
BN fufififE (NSCLC) &3 1ia)T, Wifi—4ia)r. 4ia)r, Btz =0 — it
I RE R 5 I 2 K DA EYRYT

PRI s BENL. B IR A R Bos, JEiR B RRG &y iR Ok
PRI, B T DA D 150 )R ARG S s 72 (1) NSCLC i — 23Ry T, HIX LA
AT RGN PR SR 2, PRI AHERE ] T B AR DL —ZIR T
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(G519

(1) 100mg

(2) 150mg
[FERE]

A HEAT I 50 I PR A 4 5 N A

FEZ A i T R A S el oM NSCLC S — 2Ry BRYERHIBYT /T, SO0 & k4T
EGFR AR o

JE s B e 524 F T AR/ g i s (R 7R B 150ma/H =/ EIRGET 1 /NS 2
NI IR o F55 45 P 24 L S5 0 0 I AN BE T 52 BB 1 S Nz o H BTG TIE 408 3 B 3t i i 4k 45
i A IR YT REAE B 2 38

FIER %

S DR 0 SR R AT VR R AR, Gr P DR R IR ROMIAE B4, R 15 S B
JRIRIT BT IZ WA . AR IIZ 2 ILD CRIBPER D , WIRAs B e, JHa Tid4am
BT (W ESSEI) EE-EE) o HIhREses sl B o L 8 N AT IR ] e s &
Je.o ik HA S e KR . U™ R AR s i 4 B s ) S8 . R B/ IEAE
INE AR, N R b A e e (20 [EEFE D).

E\F

S SO T S R T M) o 7 SIS 1 A IR T M I R B 7K A 6 e ) Rl
BRI IR o ™ R SR I Bt 7 R R A T I A R T .

WAL, O e B AR D> 50mg.

RIS £ ] CYP3A4 SEIMIFI MBI SLAR S « sedudg R BRSOl e, BRAREME. 2R
M AR . IR DEBE. BAER. BTHEER (TAO). ROL ML
oy B T I R A I R B, 75 USR] I A RN [RIAE S RN CYP3A4
5 CYPIAZ JEEHMHIG] CAnApvb 2D M, A DU EAR RN, g eis e il=
(ZH LA EAERD.

WEITHIAE] CYP3A4 i 3 FRIAIAEF il /b JEi% B Je AUC K 2/3-4/5. RiZ5JEAETC
CYP3A4 i FiE MR e B2, A BR4Y, JLnB e %ERT
150mg, HF &I 22t S5HEF-& FIN e 8 e s KW 7T 7550y 450mg. a3 in
JE& B JE 7R, TN 252 L R T B 7 3 AR N SR i 5 e P> B AR R .
‘B CYP3A4 5 A GHEEAIR TAARAGTT . FAEWTT . K2 de, RO PEF. K2 EL

B2/ T



WIH (St. John’s Wort), IR W] et N8 Gof X L8254 (S0 DIEEHEH] M L2459 E
TERD.

Je i B JE LT HEAU AN IESE 3. EOR P EERT DD RESD (624 (Child-Pugh 70%% 7-9) 1
JEV%E JE it B 5 Dl Re 1w B 250, O B JE S AE A T JH IR T REi 0 (0 8 o MUIB AL 20
3XULN [ MIEM e . Wit s o . HHThse ™=k, Fan
SBZEER BN/ B BB R = A, R e LB A TR JE . R L Th RE R
FREE DB N, NEE Ik 38 B S A A RS e DR /AR LR TIP3
o JRITRIRE T IE R I GL T, R EARZFO 3 X ULN A/ &l >5 X ULN 32 A g
fFILfEH e g e (A EEFE] A IARKRND .

MARBHT BB B (ENLERR E>1.5 X ULND [T JoR 2 Wi . £ T25R80 5
U, BRESCPEBRGEEATENERE (S0 LARI%]) o AR E S5
hE s e,

CVAIE SERRAE £ S 30095 # Jo 22 55 B 41K 50-60%. 1E/EWIH NSCLC ¥ ik & Je i
KT 32 7758y 300mg. FERFERMEIH I B, S5 150 mg AL, 300 mg FIELELL
T RIS B 3By PR o T AR S . (B LA Y A0 [26403h 775 ] ik
NHED
[(RRRR]

1 T ARRER HEAT 26 A AR RN ], BRI e HLEe K — N iR e 5 o5 — N 254
15 AR RIS HH AN R s B R AR Z AT LUAR, At mT R e S Bl PRSI e PO 38 1) e A 6

JEis B JE i 2 A EPEAl R HE T 1500 2245 28 /D20 — IR 150mg Jui% B Je B2 iR )T B
FIEHE N 300 ZH1E2 I L& B e 100mg B 150mg HE& 7 POt Ra T BE s, DL
1228 14532 Ju i B Je Ik &AL 7 8 i

K B F IR T e B Je A sk AT I A RRBL (ADR) M5 F. F#%
Fir4] ADR s&2 RAEZFZE/D 10% (Jeigded) HBEXEA S (23%) A RRMN. KAEZR
FAAFEHE I (Z1100, F W (=1/100, <1/10), 1L (=1/1000, <1/100), FH. (=
1/10000, <1/1000), 7350, (<1/10000).

R JE i JE 6T NSCLC A8 IS S A4k fi R (0 (83 rhoA ity ™ AN RUOBE, 045
B (S0 DEEEI] E5-Erem CAVEHRE] FIERE.
NSCLC-JE#% B B B 25367

EA EGFR EFRHURRAZH] NSCLC —£RIG)7

E3T/E21 T




1E—T0 154 4 BB S INEFCEREH L R T 36F 7 ML20650 (EURTAC)H, X} 75 44
EGFR AL f) NSCLC H8 3 F A i —ZRiA 97 10 2 A VEREAT T VP4, R DUBT 2 Al 5.

FERFFC ML20650 H, A F A S v 7 1) B8 d o I IO AS R R A B2 12 RS (4330 80%
M 57%, P80, KRETHN 1R 2 K, AFHTRIAER] 3 9% B2 MRS 1) KR
G 9% 4%, KW 4 BB BTG 53 1% 00 E 3 B RS SUVS If 52 8 A A
A B BTSRRI 1% 7% 75 BT RIS (R,

YO25121(ENSURE) & fE W 38 AT i — T2 e . FF. BEML. X BRI R
7t, W B 8 5 & v fh s/ AT 1F y — 28 7R 77 B BGFR 5 R UK 58 48 1) B 19 (ITIB/IV
HHNSCLCHIYT R 22 4k, 111061 JEis & B ih7 B #7222, 5IEis e
LRVERE—3, RENFHZ2ET.

ZHF S B B R P B AR NS (67.3%) BT (40.9%) FIHGZ% (10.9%),
KER B S2%, THIEE (6.4%) BB E. 2HENGENIRS2E, 2685 N
3RIEE, TCARESHEIE . JEis B RiayT AL g2 14 (0.9%) [AIFPERZ% . JeisE e d
R T EIR B I AR (ALT) TFEN9.1% , RARAMAIEEHE (AST) JHEH5.5%,

MR ZE T4 156.4%, £EC 158524,
#1 ENSUREFAAHEERERARERBNITHR (=3%) BREZE>10%KF REHF

JEEE R4 N=110 ITE N =104
MedDRA | NCI-CTC 4% NCI-CTC %%
HIEARE FESH% |3%% |4%% FiBR%% |38% | 4%%
Bz 67.3 6.4 0 10.6 1.0 0
G5 40.9 1.8 0 9.6 1.0 0
SR 10.9 0.9 0 0 0 0

JEis & RA (b 2 IR ek W EA RFME (SAE) AP (3 48,
2.7%)~ MR, BIEAGIE HIRE R (3 2 BIERE[1.8%])RAED.
75— W E 234 O BT B BEAL B TR RIS (MO20981, OPTIMAL)
i FEATTYIBRIGTIBA (T4fazK) sIVH. 4 EGFRIAEMINSCLCY A B i LA B i &
JE 25 3 PO VR RS T T AL X832 Jus B R IR YT B AT 2 ARV
5 e & R C M SR E— 5, RRIHI %455



EE IR BB R A BN R A H A 88.0% (73/83), HIT4LN 98.6% (71/72). H
TS & JBHL IR 1~2 BAR KL, 3~4 BIA RN, 5 12.0% (10/83), H
HZ 2 B (5 2.4%), HABESEH DI &% (ALT/AST Jhm, FHEGHEm, a7t
w, MABLLERTED, AU ET &, IS, MRR O RS 16 (Fh 1.2%). 7
2 3~4 A RIRPL A7 65.3% (47/72), i W SREe SR A 5, b PR g it 20T
B, I /NBCHECR B, AR TR BRI S AR (11.1~41.7%).

JEis R A R R R2M (2.4%), YINAFThRE R . IR RAH ™ EA R R
R 1061 (13.9%), 23BN BETE], R gn i . FETTRH DI RE e 5 161

NSCLC #R8T7

PRTIOUE  BEAL 22550 R 1 11 3T 78 BO18192 (SATURN) £l BO25460 (IUNO)
I 1532 IR B IR NSCLC B8 #e52 — Rbn e e Bl A7 5 362 Je i
B 150mg FR—IRELBANAYT, FEE S HIORER . Az dtk st F e
Ak REIHI 2GS JEIEE RIRTT HAR S AR AR R B B RS (IR
200 FEAE—HF R R ISR R 4 RN EZEIRIE . FERFFT BO18192 fr, KA B AIETS S
HEEE RAEL S T N 1% FI<1%, TERFFT BO25460 i, A BN k%
RIS T VR - FEWFFE BO18192 1, BRI B2 MRS 7 B AT 7S 1 5 (rpIbr sl )
(B AT EE 8.3% 1 3%, TERFFT BO25460 H1, 1X— Ll 5A 5.6%H1 2.8%.

2 BF5TBO18192 (SATURN) FIB025460 (IUNO) WA EHE NAYA KR FKIFIR

BO18192 (SATURN) * B025460 (IUNO) *

MedDRA JEEE R ZRH JEEE e R

HIEARE n=433 n=445 n=322 n=319
% % % %

SE2, ARIEG 49.2 5.8 39.4 10.0
3% 6.0 0 5.0 1.6
B, AR 20.3 4.5 24.2 4.4
3% 1.8 0 2.5 0.3

L PN

TEQERFIRITIR TO, B2 JEis B R S 23Ry 7 I 3 L T P Dh R R & 53 (046 AL,
AST FIHZL R TFED . kS BB 4Lia )T B8 KA 2 94(>2.5 - 5.0 XULN) ALT Jt
R 2940 1%, 3 Z7(>5.0—20.0 X ULN)ALT FFEf B 205 19%H1 0%. JE
BB BIRITA I 2 24(>1.5-3.0X ULN)F13 2% (>3.0-10.0 X ULN)HZL & Tt i i) 243 31
i 4%M1<1%, HZ M, XA R <1%. SR IIRE B E AR, 0 A

wEIbEsERe Y (0 THEH=D.
BT/ 2 T



NSCLC —/=2357

—IREAL. BUE . R R IR (BR.21D) 1, 731 BIREAE 2/ — /M7 i &
RIGCH) R ¥ e A SR B P NSCLC H 4% 2:1 [ Lk BB M2 R H — IR D IRJEVE & J2 150mg
B 2 RANATT, BRI R BUA AN R I F A IR

B IR R B AETS RO, 390008 75%H 54 %) FREEZ N 1 92
G, T0 TR R RAGHE ] SO B SR VR TT K B 3/4 S RIS A 2653 5 9% 6%
JE i B JR IR YT I 3 R B2 B T 26 LR IR I LE B3 1% 43 I 6% 1% 11 &2 R
AP T2 . BR.21 AFFEH I B2 i b Az )0 8 R, IS By i Az ) Dy 12
Ko
£3 BR2MFAHERBRBARERRZEALR (>5%) HRER>10%MA RN

JE¥ & B 150mg 41 N=485 ZRIFIH N=242
NCI-CTC 43-4% NCI-CTC 434%
YA RS
FiBEZE% | 3% | 4%% | FESTE% | 3%% 4 %%

JZ 2 75 8 <1 17 0 0
i1} 55 6 <1 18 <1 0
K& 52 8 1 38 5 <1
B 52 14 4 45 16 4
TR PR X 41 17 11 35 15 11
s 33 3 0 24 2 0
SR Gy 24 4 0 15 2 0
1R i ¢ 17 <1 0 3 0 0
PRI 13 <1 0 5 0 0
B 1 12 0 0 4 0 0
Sh I % 12 <1 0 2 <1 0
TR £ 4 JEE ¢ 12 0 0 3 0 0

B RNEERE, QERE, RHRAMPAORLGEIL, BIE, RGN, GRIERN, 48,
Bk, RIBAER K, &, BB

JE¥E B JE 150mg #2576 77 ) NSCLC ¥ Tl LRI ThRefa & 7 H (B45 ALT. AST
MR FETED . T EER— I SRR A . JBis B Rz BANGy T EE B 2
% ALT JHi (>2.5-5.0 f51EH BRI 70508 4%H1<1%. Jei B e iR )7 B8 AR H L 3 ¢ ALT
T (>5.0-20.0 F5IEH FRRD . FFIRE R ™ B Z25 R R s s B 0T (S0 D
FE] FIEEED,

LB e B4R TR A NSCLC Ryl . X IR [ b2 HO IR AR 70 (TRUST)
EeoT/E21 T



AT, ST 6578 BLEH I A EEE, 4 RIHE RIF = aWES. g
JEIRITRIORI B2 KA T1%, b 3/4 BN 12%. ek B e ™ EA R IR KA %
N 4% A 5% EFF AR ZA R M4k e B g ihyr: 18 509 FINE M+ E
BFET, RBRAERN 84%, 3/4 HIIZEHIRKERN 4%. X3 4] (<1%) EF HIoE e
TBIT AR EA R KM . 6 1 (1%) BFFA R NHERT 7 21L& & Ei67T .

JB R - B SR Bk & i P At IRALST

— TR I RAR K (PA.3) 1, 569 151l J &l ik S A AT T2 A ok 14 B0 A P g s £ 4
1:1 LEBIBENLIEZ)EI% B 2 (100 mg BY 150 mg) B2 RIS 7 PUfliE IV (1000 mg/m?,
JAM1—3F 1, 8, 15, 22, 29, 36 M1 43 K452, 8 A —JIH: A 2 RUUERIAS, 5 1,
8 F1 15 K&z, 4 A— D, Jeig et H O RE E5R R A2 a1, 18
LU, IR SR BRI LTI . AR IRt T AW ER . 3L 285 ol i %
Z e R BB A VA IRIATT (261 B TE 100mg 2, 24 FEET7E 150mg ), 284 il &
T VIR N RFVETT (260 1 B {E 100mg 21, 24 55 1E 150mg 40 . %% 150mg
e BT EE LD, ARG RS L.

P2 100mg JEi% B 8 + 75 P A 6 7 10 e £ 2 P o LIS R B 2 77 2
Wley BEARMIEYS . 120 B e + & AR T, B2i0y7 5 3/4 Rz MgTs
MIREFSHN 5%, PALRARTESHIA 10 KA 15 K, £ FH 2%00 EH AT E IR,
A 1% B 2

150mg 41 (23 F) PoREE i —A RN, GG B IR AR, AR s 5
i IR

4 HIH T M B RELIG AR IR T, A EEEKR, 100mg B e+ H T
e T B E TR AR EFIA R (=5%) HRAFE=10%AR M, %8 NCI-CTC
BEAT 5 2%

R4 PAIHRPLEBRARERRZEHIART (>5%) HREZR>10%KF B RN

A RRM JE¥EE e+ PRI R+ AR
1000 mg/m? IV 1000 mg/m? IV
N=259 N=256
% | 34 4% | EMSE | 3% 4%
% % % % % %
2t 70 5 0 30 1 0
&5 48 5 <1 36 2 0




AR 39 2 0 29 9! 0
TR G 39 13 3 30 9 2
R 36 3 0 30 4 0
i b 5 22 <1 0 12 0 0
AR 19 2 0 14 <1 0
1% 1t 16 0 0 11 0 0
PR 15 <1 0 10 0 0

*RGUNEEARTE, EAE AR B ARSR I E0R R ARG MR G (AR R AR SL TR kL
PR EAD . FrE . (CBARIG S, Abar AR RE ARSI i 35 A0 L TR I G M0
T RZENEERIE, QIS EHAMPBIREGEGIE. BRIUCERA . IERE R BER. b
U S S-SR G AE . FRRE . 092, RRIEE . R

TE R e I RIS, 72 B B J8/35 PO R 2 b 10 B8 R AR Bk RS CRAEZR N
4%). AN, fEREFE PfbiEA T 3 BB R AR RER I AR CRAEEN 1%). 3 Rk
4 AR S, AFEUREBK MR ) SR R A SR AE R MR T A 8L i B e + i TR A
N 1%, 2GR+ & AR 9%.

JEi 8 e + i VU 45 2 R R + 5 PE AR AR L, 3 Rl 4 SR 5 2 R AR
E 5t

TEJE % B JE + 7 PO A 4 b R AR AE S% LA I AN R Y (= NCI-CTC 3 40 f4f
BB OEEANTE AR BRI B AR AN R/ 5 R P I
O IUEZE O ILBR L 0 L8 R AL 8 1 o DA B RN A (L DRI ] ).

P2 i B Je + i VA IR T R e £ TR LR B Th R AL S (4% ALT. AST
FIPHLLZETFED . % 5 ol T R4 NCI-CTC /™ B4 M HIF DRSS 5 . Wn ST Thae Az (L
TR TR, RO%H R EE B IR (U [FEAE] FIRREE .

K5 BIREBENFRRERY (B/ZE NCI-CTC 42%): 100mg 4

JEEER + HHEMIE TR + HPEARE
1000 mg/m? IV 1000 mg/m?1V
N=259 N=256
NCI CTC 4% NCI CTC 4%
2% 3%k 4% 2% 3%k 4%
iEEAR 17% 10% <1% 11% 10% 3%

E8T/E21 T



ALT 31% 13% <1% 22% 9% 0%
AST 24% 10% <1% 19% 9% 0%

HARKIE TR (ETHrH K hs R TR

UM A R VR ZEEE e 150mg 247367 B LB # JE 100mg 5% 150mg 5
W OB AR YT 1 T LRI

T MR R R IE 1. £2. R3IMEK L4, HMSHEGRR KNSR ELEWT.

B a7 7
BB iR T A B mIE ALk, AR OO T 1%, #amsl g E R (L
[ERFEHRD.

THALTE R B R E W RIS SE TR ED, —S 5 FN RAEERG K (S
[ R0 1E FrbrtAl LB INROFHRRT HH BT B850, 53— L8 B4 [RIN IRFH 7 NSAIDs.
XEARIEOFEASE R E N (BR. BS5+ 2fpivz) . Wil (Fil. BIELLE
REmIZEln & i (W [EERFHD.

B Z)gesz

A B S 2R E TR A, BERAET, A SR IR IAE OLOERFETD.

HFT)RES 5

J& % B JE I RIS P WP ThBE A & 5 (4% ALT. AST. JHARF &), BEAL
71K PA3 BT A3 W RS ARBINE, B -dWslSHESaL. e
AR TR ThRE s CRLAEFETD) MR W] o TR ZR IR 3 G4 S i A7 1E 1 P A =l
250

Vi3

TS B e RT RR A 0 W AR I U LA

PR NG LR AE JEvs B R T o WL BEBAEK W a4 BB NAEK. WdEAEK
MFEEAHE (W [EEFEWRD.

HFIRIE . SRS RIABGT %

JEI& B JE iR NSCLC A1 Ath ik f 1t SCAART I, A il 58 2k A= 7 B 114 () J5 12 i
(ILD FEEFEERAET) (W EREHRD.

SLIAAE NSCLC B e i 56 v i .

SEIFRIRE FHALF



TR JEIB R B OF AR AN R RN B, — R BN 2 b B 2L AN e
e, 2 RAEBINE T SRR A X T 2R ARG NSRS, #EE LR
MUAC R, A/ A BT AAE (RIS i) . H LR . B FE R RANBFE 8, KA N
R, AR EME. RIPOTRIGER W, ZAE, KEn5 B MBI TRA <. HERE
(1 BBR S BRAn E 3R OB A R, EAR L (DT 1%).

O ATRNE, K PEASIBE SRR R, AR S WL Stevens-Johnson Zx1Y
(/P B R B IR BURMAE, ALt 0L T 28 (W BERFRD.

e PR G A 100 e SR AR T AR A, 38 AN ™ 5, i, W LA 28, B L2 BIE
B/ JE B LU AL

Bk b, R AR R S P A, JER B R R et Lt S Bk
HALFERNE 65 2 U EZENZETREZMN, £AMANEMNESZFBILER (2
K EEEHR] A [ZERAD.

EviRak

TEJETE B JE L T R LR AN RN A A3 e R PR A E HIFEAR 2 1 &
IR BABERFERIT 1T R AEAFERIZG I A RIS o

SEIRIRE PRI

SRRMFE AL, WEATEE, EAE RN EERS, G, 2R EERJEEE
e HA 28 DA e FORIAR B o

K B, RERVESS RSB A IR, $&7r Stevens-Johnson Zx /2R FIASERE
FAfE

B a7

Eh7EER

WS %

FEH T B Je S 25 10T BB A AT K B oA R i

WA H #5545 5 H RS

Sty 25IR YT BRI R AR, A RERESUUEIRE .

IRFIF

A b T i PR 0 A R R R o
(%3]

Z10 /£ 21 7



AR ity B A I B A
[ERFE]

A EAT IR 50 I PR A 4 5 N A

7% A T I B A2 1 NSCLC B RTINS, 2 BOW T A 38 1) EGFR RAZ 13
ITVRAl, Bk el RAFISUERY AT SE 5%, DLIRE S ) SIAR B A i PR Ik o Gr I &5 2R o 7 27
B, TEMRRAIMNET 19 HREAMNEF 21 (L8S8R) Bk #bHAh EGFR S48 1% #%
PENSCLC &, WARVEO IS & RVE N —2if T i 2 e A Rk .

T

fEEtE

7E NSCLC BH B SRR 32 Ju ik B JE V6 YT IR R 8 A i ™ 28 [B) ST PR il Ao 1, 0
FEHAT DL TEIEH S B H25i8)T NSCLC R, HERFAYT I 7T Hh IR BTk s i 2 7E
JEI& s Je A 2 BRI R A 255 3 0. T 0%,  —/ = Z 3R Y7 BT 5 v [a) o 14 B A A4
AR (0.8%) (EJEIEE R AN 2 I —FE. NSCLC FlALN I ARG 2 2 7 B h
RTIR, JOISE Je IR BT R S ) R A 20N 0.9%, WTRRZECN 0.4%. (EIRYT IR
B — WA 5 UL, 1A) B R AR S A A AR A O e+ TR 2.5%, 1R
R+ 5 PO AL N 0.4%.

A g 8] Jo A A o A 1 R B2 WA TS AL A 58« BRI 58 o LBk A 4% L TR
PERG A o TRDGTAEITE « PRS2 . B4l QBRI A SRS AE . Ml IE Al
Ko AERERMIEEE BIG 5 RE 9N (PALRFE 39 KD . KEHOHBIEIFEIE
Sl R E SR R R, [ B R BT . BRAEROT . CRTAEAE I Sk BUR AR . R
s o B P R 4

— ELH IHT B B A A mCHE AT (0 AN B AP Y Rt R S R PR K | R A A, A
WP I I T L IR & B IR T . — B2 e ILD (Jalsa i ), T Rfe 1k Je ik & e
BT, DEMNGSTELRNGT (SR IARKM]Y M LAHVEHED.

B BiK. HARR KA 3

TS BRI RS A Re AR, B EIRE RS T IR T IR YT . R
B RET R . 0 P B S BKAR RIS L Bl IREEE IR, SR 2 IR
Jit KR IBGE 2 VR I i (L DA RN D . B2 uig B e iir B E G B85, &
PR CBFEZETD) MBDhReA Sl . HUl AR5k, FRSIEE. KA/

PREE 51 it /K B A T 5%
£V WiVE: ) W



PR MRS 2oy CEIRSAET SO0 I8, —SRIEM R TR . MK Al/E R
BIEHIBK, WA SRER S IHIT 4.

7E 3 TR ZVR YT I AT 7T, JEvs B Je L 3 B W 10 3 1 B R AR 260 0.5%, S AN 0.8%.
FESRMBET T, JEWs B SRS PO A AL B T B 2N 1.4%, XSIRZALN 0.4%. 7EHHL
HEERHESEDEERH LR EHERE HHER.

Xof A B RS B SR TS | L A K IR R SR R A AE v A TR 3R R B8 T (45
W2 FPAYT . A ERERERER « BOA B G 6e f R 55 H e R R S F R, R
Wreis B Jein sy, FHRIBOE Dt onS S8 BEAT B BKANA o X0 i 7K B3 L AE AN (R I i3k 47
Tyt S M. Fi Ao 45 LA ) 00, e A8 300 M 00 It 7 XU KB ) 5 T RE AT L7 FL A 5T (O,
[RRSBID.

o V2R /0 LR T

TEFEIE Im RIS b, 7R OIS B e/ POt 6 B E CRAE 2.3%) KA UURE
ZELOUER I, For 1 R T O NUEEZESET. . ML T, R/ P AR T 3 R
BRAONIEZE CREZR 1.2%), HA 1 Bl T ONUEZEIT.

Jii L B R A

TEFEIE Im AR RES b, 7RO B e/ TU AR 6 B E CRAE 2.3%) KA MMM E
AL, i 1 Ik, RME B SR LT, FE R/ P AR A e I A
b

L /NS R 5| R AR L B I 4 211

TEFE IR ImARRES b, 7RO B e/ TU AR 2 B CRAE% 0.8%) KA ML/IMK
/> 5 R UL LR M. PIALERF ORI 1 e & A v fhis. M2,
FE 22 R/ VAR ZH p AT R AR ML /NSO D 5 RS R A L V5 A 1

FFd FFEEE

JEvs B R A AR o 1 I D RE s (CRLRAETD) HYZE W] . TR 2% R 3R 04 B AR I
PR e R 250 . BRIE, TSR N IEAT I D Re k.t L™ B JHF Dl e St 6 7
fEIE R EIS B e . FEARS T R DU DI BE A B R SR I E IS, 825 18 v I A/ G A1 71 2 RT3
DN ZhREAS 2 ME AR . YT AR B R OB AL, WAL ER>3 x ULN FH/E0 2 l>5
x ULN , NN reirsds b A e e (20 AR A DRZEHED .

JFThRE R H R

B ARRIFEAR S0 A1 B JE 3% B JE T AR IS I o DRI e Dh e e B B eV B JE 1 2%

F12T/E21 T



SR (W (2805 ) Rk AR Dh Re 5 A CRREF ] FRIE RO,

TEPEE IS (Child-Pugh B) f3% (58 E AR 610 55 MBI Ew o,
15 Bl A 10 BIFEVRYT IR BREE B JE RIkZR 2y 30 RNAET . 1 BIEESE T HFE 4G
fiE, 18T P sk e i ThRe avdy, HoRx 8 BISE T st et . 10 HIFET- A 8
PIFELL ENHLIZR> 3 x ULN, XRHIEAH B0, FIHEHAIE> 3 x ULN B8 N1A
MIEEE e, ELidE Einyr Im R it CEIEZLER> ULN 54 Child-Pugh A, B #1 C)
BFHATEYIRI . WITATR AR A OLT, A ATThRE L E AL, SBZL R F A/
BT = A, IR e I ER & e (S0 THEHED.

B g F L

P OIS B JEIRTT i 8 I B ol g LA AR I, (BN B L B 239 491 A B 1)
JERD . R A IS UM LR TR AR ARIHTI R Z (NSAIDs), Fl/5%
ALK FERE AT, B BEAE AT WA PRIt 27 B 25 50 T S R KU B . LRI
JoriE 77 L) B MR AF R ERE e (W IAR KB D.

RS B P e B PR SR

ARE R, AR [ A4 B JFAEIR, B 5 HE 57 LK Stevens-Johnson £F 5 fiE/H 2%
YR BEIRBERAMRAE, A7 LerE 00 T 23 (U AR KRN D, ands HI = E iR, K
VL R SR J A B SRR, e T sl A Y T 5 2

R S5

A FH JE 78 8 R 7 7 <l 2 L T 0 S 2 LA IR PR o S % 31 1 A B 356 7
TR B TR AR SRS AR R, Xt R A AR 5 L5 S
B DR o G iR I SV IR R e B E A IR S, N s e B e (I TR
RNMD.

HEAEA

JEI% e W] REAFAEA IR = L2 - 25 A AR (R LA EAER D

B PR A LU BT R A0 H I T

TERZ A IRTT I BE P A IERY], 57 SR EHUEZ EIEEIZM A AR 33
EBRbREAL LS (INRD S A i pEn, S8R r= A 80 J5 9. R A 25
YU 1) B P06 L IR 8] A1 INR AR A HEAT 7€ H 0

PRI AU, P R T LB A - FUBE AN 52 . Lapp LB H5R = 35 530 4 B -
U ISCAS R PR B85 AN LA A i

F13T/HE21 T



X2 BT LR ERAE RE /7 IR M
JEis 3 Je okt 2 BRI s U B8 70350 B LF- 350 2

[ZE KA E LA 2]

W ARAE YR IA 2 BEAT B B SR IR A0 10 X HEMERIE 5T . RS BRSO, MK gk
JEs B e 2Rk FEAL B4 H 150mg 45 245 N LIRIREE 0 3 A5 I BHAS 1 S BUIR /iR )L
HETTMIRE™ o MEPE K SR AE A IC AT B AEURSS — #2249 T 150mg PRI R 0.3 57 0.7 15771
B ORI mg/m? TH50D 1L 8 Je m] LS 5RO S BUSas in ) LECE T . 3SR
FESERVEAR R 25 E WA 20 i T i 5 JE 1 1R] L S b ko £E IR T TR T e s 250 2
J R 7e oy k2 . RATINN RESR I 52 a0 KX iR ) LI G 3 AT AR Lo VA BEARBHA )T - IR UEYR
WRE OIS B e, s N T N iR ) LT £ fa 35 A FT e 3 B0

AN 2 NFLIT P A2 75 0 WA O 5 JE o R IEAT VP AL T3 5 JE X 7 Wy R B2 1547
FETFL R IIBE T T VF 2 29T o0l BN FLI rhmg EL T 3% 8 Je x BEZUIR TR AL L2 1
AW, DR EWEEZER e a7 M RER A R 2 R DL R IRG 2 e 220 2 ] kAT
MH 7L o

[LEAZ]
RAE 18 % LU R R ify 37 JL 8 5 JE SRt i EAE (1 A7 2P A 2 4

[(ZHEMZ%]
NSCLC #4677
ZNBENL NSCLC 4EpiGyT IS T B, £ 66%1 & /N T 65 &, 34%IH &3
ST EUKT 65 2. 65 % LUN B LA I XS EE Y 0.78 (95% CI: 0.65,0.95) , 65 % Hk
DA b AR A A7 T XU ol 0.88 (95% CI: 0.68, 1.15) &
NSCLC —/=£&¥RJT
Z: ) NSCLC BN LIRS (1 S A HF 1, 629%11) /N T 65 4, 1) 38%I[K) %4 65 % L L.
TEF AR 5 AT SRAFAE AR 2 36
[ZAE/ER ]
AL RN A HEAT T A ELAE AT
AN FER I, JEIRE e R CYPIAL HIBRZAMNHIR . CYP3A4 Fl CYP2CS FH i
. UGTIAL 55 71 & 5 B A 1 s i 77«

Z14T/H£E21 T



HI T CYPIAL fE NEARA I3 ABR, ToMSRTG CYP TAL SR ) ) A 3 27 A
Ktk

X T E R AR A T R 2 RS — BRI Z R RIE R UGTIAL JRIKZ,
PREAR AR 3T UGT1AT ik /KPR IR B A 38 4% 9 4 H R AL (B Gilbert 575 )
g, MBI R AT R o, WZEH .

Jeis B R AN, F @I CYP3A4, A EIEI CYPIA2 FIfili[A] A CYP1A1. 1T
RSB A ToX  AACU 170 247 470 2 Rl 4 ) 7R 5 5 R A TT R 5 R i B SR R AR AR ELAE

CYP3A4 5l 77 T CAREAR B & R AR, A M 25k FE T v o 5 S Y JE i 5 SR A
tt, BHEEME (200mg &K 2 IRIRA 5 KD @] CYP3A4 RgHEME S BT B e AUC
B CF¥) AUC 3801 86%), Crax I 69%. JEIEE B CYP3A4 FI CYP1A2 FIHIFIBR A
WEAHR, JEEEJER AUC K Crnax 73 AN 39%A0 17%, & PEACHTYIH) AUC AT Crnax
TrINLIEIN T 60%A1 48%, H HIIE A I 1% 2 B I IR AR ARG E . JEI% B e 1R 53 b
B SGR CYPLA2 I Clngs kv i) B L, JEEEES CYP3A4 SRl sis:
A1 CYP3A4/CYPIA2 $il 514 P By i, — HORBLER AR T, B4 BRI B B &

CYP3A4 #i% SAT &= % B R RH, 35 FFRJE &8 B I M 2596 FE . 5 i fe
JEig B JEAHEL, 45T 150mg JLi & BJE, FlAEF (600mg &K 1 kA 7 X)) BEHES
CYP3A4 NG 2 EUEIE B B #I-T- 2 AUC (K 69%.

HRTTHT AL EGAYT IR AR, B4R 2 450 mg 5B B JEAFE AUC 2R
LRRETIRTT I FLFZ5 24 150 mg JEI& B JE S5 11 57.5%. annl fig, ROk HARA Rk CYP3A4
BRI AYIGRYT X T HRERMEEEE + 5. CYP3A4 5T 71 (Ul R4 7D iy7 I 3,
NAEF VIR AR T (L ERFEID K571 % 300 mg, WRE R AF 2
2 VLR, ArE R B A 450 mg, [N BN REY Atk . AR R AR TR
MFRERATH . ESHEESH, WRZE, RGP, EHRZREELHE (St Johns
Wort) & HIES, BEEERESMEII, JLEE e 5X S 2476 FI SR AN G . AT REM
THOLT, FTLAE EEAE B T iR A CYP3A4 5 I G IT 2451

JEi#% % e Tiia T B A T SR CYP3A4 JERAIKIAME & FILT B R SRR A .
R, 5304t CYP3A4 i3 B ) f) S5t 2 A ELAE RS Al R R A o Rk O 11 IR AL
TFHART 24%, (HIXIFAE CYP3A4 VEMERIRZMATE. 765 —TikKiR%Td, Jeikde s
CYP3A4/2C8 JRMIE IS T, WIS /1A m . BRI S HE CYP3A4 JRMMITERR ]

AP RTEZ R (SR

BI15T/H21 T



JE B R HIVEMRIE S pH EAHK . pH ETHmN, JEid & e s FEfC. oo Bl
18 pH {H K251 P Re iU ek B e TE ML, BEmsema A BRI . e B e 574
R EERE G H, T B I AUC F Crax 7 IR T 46%81 61% ¢ Trmax BTG
o L% E e 300mg Hy SZARFHMTZG e & TG I, JER B e AUC M Crax 7370 FEAIK
33%A1 54%. AL, WTRERITE DL T R 20 G Jou ik & e B B iR B A E . /£ 51X
2y FI 30 e B JE BRI B A K AT REAME 2 Fe B i b SR, i B e 5E e B T
Mz 2o (e T 150mg & HM R, 4524501 2 /MBS 255 10 Mas e e), e
BRI AUC F Conax 4351 B> 15%F0 17%. QB8 E B2 IR AWIRIT, Wy %2k
BELUT 26 17 JE s T8 24 % R SR IR 45 245 . AUEE Ha S2ARFEIT26 45 257 2 /NI BR4A 265 10
NS TR B E .

oI & JE Y P-FE R FIE TE RIS R R YD, 55 Pep W57 CAnPAf AN ZERLIH A
A HIAT B S U SO v B JE i 23 AT AN/ B B, H I AN 28 1200 ELAT A 45 R 35 (I CNS)D
FIFEHE,  PITLAZE BB T RAE

JEWE B R I INBAVR L o 72— WU PRAE T, BV B e 5 R & I 250 5 50
AUCo4s BN T 10.6%. BERIZZERAA G ZREE N EINZEREEARA AR
KMo FEIRKSERE T, FTREEAFE — LI SECRARE R IR R, mEHnd. <
PSRBT i B e W 254R3h V)27 6 B35 5

REAIE AT RESH e B R R . s B e 5 REM RS N, 555 —uleik &
JE B2 T A L, JEVE BB AUC LG BN, Conax 161 H I I 515 LY
BN e e XS R B K 2548 ) 2 T8 B2 N

R S AT 225 F AT R N 7T S 2400 51 Ak 1 LT 0 L I R LA ARRE (1) K

SR 155 CYPLAL M1 CYPIA2, SEULIREJE BRI/ 50-60%, HIEIHZE
R QN GRPREEE—9 I CSTavrIMIESD IS YN DR

[zt E]

i RS2 303 Hh BRI IR 1000mg RIRSAE 26 245 ] B IR IR 1600mg RERSIN 52 . i Bk
AR IK 200mg FIENBORIIM MR ZE . RYGX LRI soR, Bl R 150mg
HEFF SRR PTRE R AE A REREZ I P AN RN (AIETE . B MR = i T, WL O
FHED. PEEd BN B IR OIS B 4 T X AERYT .

@ik 3y |

F16 /21 T



Z¥EH

JEi B Je R A T 324k (EGFR) TR EAE K 734K | (HFRA HERD HIBR AR
PR A 7] o TV 5 JE PT A R 40 ML A () EGFR BRI, EGFR W 3RiA T 1R % 4H A
T 988 0 P ) 2 THT o 76 S RARE R o, ) EGFR BERR AL 1T 51 A 40 M A K45 A/ B 4 B BE T
B F a5 19 S4ME Tk el 21 S4ME T (L858R) Z4%( EGFR [M4s& fim T EF A%
K. EGFR RAR ] 3 EUHUAN A TG A (5 5% S B O M0, JEIs B Je /e EGFR BUK
SRAZ B g Hh A 2 BH T EGFR A3 15 T IE BRI /EH 3 252 e B e 5 EGFR AL
F st ATP 25 &AL ik A R G IS, T NS S P, R4 3G 5 & A
ok, JRE I AR A0 TR AR S UIIAE T . AEFRIL EGFR RASH /N AR il g2 )
JihpE BB R
HHEMA

HEAAFERE SR, 208 —MEiAES I T AR (. B Bk
WA (UEIRAYE, RAE. RN E) , UNEZESE, AL, BRI S NEY 5K
M WiE SN, GER) BHFENIEE) « AARSETRE, A4S E (2 g R4
JD sEm. BT FHZAHCH ALT. AST MIHZLERT . Bid RN R AR T m AR 24

WRTEKT
JETE B JEAE UV IR AT IR O 1
Rt

JEVEE JE Ames 156 . NI L2 B % o (A i A 0 i 27L 4  R A  A ) Bl B BB A
TRIG 45 R A .
G-t

JEI 3 JE R R R BRAE 7 0 AR WA

s BB T IEI & e, MR 259k B2 1 1) K 2 Il RS 771 & (150mg/d /) AUC)
MARZAREE 3 fi5iS, ISR EHAZENE, SEURIRMRAFFE AR SR B A% B T Uy
7y, FFRELNIRRAESE T E N B EN, REIEIGHEAF LTI o #EPE KRS
P BT 2 UL UR 25— J5 45 F 30mg/m?/d B 60mg/m2/d 11T i% B Je (Fth R AT 8, LINImRHE
HAER 0.3 50 0.7 ff5) 7] 5] ke IR O ia T - BUSGE e AT R .

W e B e MAE LA Y R B ER S . SERAY, fT7aRkmE
600mg/m?/d K)JEis B Je (UL 251K 29 9 m PRHERE ) 150mg/d LR 25k B FY) 3 %)
AR S i 22 60ma/m?/d eV B JE (AR IS, Lo RHETE 77 & 150mg/d 1] 0.7

B1TH/H*21 T



i), AR IBwE.
BUE

FE/N AR RSO RIS, NRE D PIEE S R £ 60mg/kg/d (R EE =LA
PRHEF IR 150mo/d F 55 &1 10 £5) ; HEMERRZAE D% 7o & e i ma 10mg/kg/d (B
T LN IRAHE TR N R R 2 %), MEMEKRZ 0% T e B e fiom % 5Smo/kg/d (5
T B T IR N R |, 4ERRWBURME.
(23721

Wk Z 7E b BN gt AT 2530 AR R . LU BERbR B B SN R 7 -

MR R 23 A

JE¥ E Jé Mk 150mg RN eV B e i AEV A - K208 60%, FZ5JE 4 /NS F) L
R, YRR S AR, AELTF 100%. WG KL 3% /eik e 5 F&
FA ol RIEFEEH (AAG) 4if. JEIRE IR AN 232 Tt —BRTTHEE T e
W RIE NI AL R i AT, 4 &8 (3 ] NSCLC, 1 filMEE) #2)uis &g
150 mg FR—IRE, FEIRITH 9 RTFARVIBRMBEAEA SR g H L ek & B T2y
N 1,185 ng/g A4, M TRSEIKER 63% (5-161%) [FEAFEE. MRHSh 35
AR E N 160 ng/g HEY, MY TRASMARIER LR 113% (88-130%) MLk
SERME. MR ALAIL 95%. JEiEE e 5 Mg A alpha-1 BRYEREEE Y (AAG) Z5&.

RBFIFRR

RHNAR i 2K G P450 0 AT R W1 JEE B B 1 28 CYP3A4 Ui, A iEid CYPIA2 Al
FFAMFLES CYPIAT AR, FFAMRUIERE/NEA CYP3A4 fR#. Filih CYP1AT AR LL S i
FIHZUN 1B1 AR, ATREXHEVE & e rARUNE B A —E 1EH .

CAIESE 3 FMREHR A : 1D SO EESORIMIER O-Jit F AL, Tt — 25 SUL ORI
2) ZHSEREA, BB KRR BRI 3) KPR FER R SR HAM
FE AR —ANE OB ARG 7= A 1 R ZARMIF=4 OS1-420 F1 OSI-413, TEIRIK R ARSI E 5
PR PR R, R AU P R S e B e A, HAE LR (K17 7<10 %[
JEis & e, HZBI 1 FRES T s & R AR

FIk 100mg FIE S5, FTRARMSCE] 91% 254, HrbfEZefEr ol 83% (ST 2 45 17
T 1%), RN 8% (JFIEZ 54 THIE 0.3%),

591 {5 R FH BT JE v 5 B IR AR AR 2 AR B0  2 Ar BTR B eh 1 36.2 /. BRIEk
IR MIKIRE T 7-8 Ko ERRFGER Z MITCH ARG . WM& TS B e i B 1y

I8 T/H 21 T



i 24%.

£ 291 ] NSCLC B AT 1 —Bikh s KIREA 253N 1220 7, eI B Je g il T4k
FRBYT o 7T G RERHT, (R A S m JO I8 8 SR T BR R I P AL 2 5 S i i) 28 24 245430
JIFI T G RARL, R IIHT B P AR Bk

F3 A TR20445] 35 32 UV B e + 7 U A IR I FH 245 P e e J A B 2 AR 2 A 5 SR
W, B P RN JE i R T BRI R 3 5 e AT S 2 [ 25 AR A T AL W
SBHISIA R . 575 PO G 2500 JE i B e i MR G BR 2 TR

(SIS

FEIRZIARB) )1 R, TR LB R % 5 e . PR, PERIAIRI 18447
FEIGR R X R R 5EIEE R 2580 1AM R I 8 B 3R IS SUIBZL 3R . AAGHT TR
JHARDL, M SN LL R IR EMAAGIR EE RGNS JEWs 8 e i BR 1 T A o, X7 Ry
PRSP AN TS 2

WA LE RIS AR B AT & I 9T

HFL)BEST i 82

JOi% & e EEAE RS RS . R DhRe il 8 (Child-Pugh 2% 7-9) 5 DhReIES
BENCISEr e 255 2R, AR EUR R AT 88 83 o 75 P I RER 4x (Child-Pugh
S 7-9) SRR B E T, JEWEEE AUC o M1 Crax B U305 519 27000 ngeh/mL
1 805 ng/mL, SZAHLL, 7EEEMIIREA LM EE (BIFEREMRSUTEREZ) W+,
XPAME S BN 29300 ngeh/mL F1 1090 ng/mL. EIRTE HF AT IHAEIR FE B E T Coax BUE,
HZERAAGH R BANAIZE R BAAINREEZ . T JoA CE T s it
X E % B SR 2B 1 1R W B0 « FERHRZIARBN J0 5 i RN, AT R LR FE 1Y
YIRS PERES Y R by S F S PN

B LgEsT i B

BT 2 J5 R A3 T 9% R D S 1R R v R EAT IR R 1R

IRA 2

R AR R LE R B0 ) e 2 SR R 244X 0 240 L s RO 22 3 BRI B SR i B g
TR o — TR AN BN 2 BT IR R R S IR R AT R H DUIRJEIS BB 150mg 254K
TR FAESE T IX— flo AR Conax JLIATPIECH 1056 ng/mL, WMHE 9 689 ng/mL, T
Tl 5 AR T LE A 65.2% (95% CI: 44.3-95.9, p=0.031). JEMIHE AUCuing J LI

19 T/H#21 T



SEYIBON 18726 ngeh/mL, WH#E N 6718 ngeh/mL, WM 5 AR -T2 LA N 35.9%

(95% CI: 23.7-54.3, p<0.0001) o JEMRMHE Coan JUATT- 355504 288 ng/mL, W H 7 Hy 34.8 ng/mL,
AR 5 BT KR 1S 38 LUAE A 12.1% (95% CI: 4.82-30.2, p=0.0001) (W AHZE AN AN JH/
BRI AL 16 ALzl ). IEAEIRNE# 2 #2 8 Hys /b T e e 1 T XAl CYPIAL AR
CYP1A2 5 S1EH .

FRBE I 3] NSCLC ImpRitse: (BR21) o, IEFEIRIHH HJEE & R S MR AR LN
0.65 pg/mL (n=16), LIJREAERIHFE BNABRMEZE 1) 1/2 (1.28 pg/mL, n=108), JLIKE/)E
RN MIIE B 3N 24% .

IEFEMR A NSCLC [ 11 1 S ICHR o, FaZS 25030 )12 0 i om JE vk & e A
150mg 3G N2 K 52 71 & 300mg i fer, Jeik & e 2 Fe 2l ) S b B . 300mg 77
BACET, IEERMEEE PR MK AIRER 1.22 pg/mL (n=17) (W, [HZEHE] A (4
WHEAERD.

HEAEH

i e 2@ CYP3A4 AR, [KLHEN CYP3A4 HIHIF| i R m. 5
CYP3A4 F A1) 771 i FREmE I 151 I IR s B JE i AUC s 1 2/3 (L D29 EAE A T

CAREME]Y PR,

BT HITE P R ] CYP3AA i 5 FIAE-- AT LME T & JE i Brde i 3 1, [
AL EiE B e 1 AUC NRE 2/3 (L D29 EAER T A CATVZ A & i )& 53 ).

FE— T Tb Sl ARG Y, 35 PO AT AT I8 & JE 25380 0 24 A R A B3 A L

FER BN 120 W o, B v 225 ml A ey 2 JE 2 e B 203 N 11 %.

(5]
wH, =REAT.
[E%]
IR, RECHEGLGRER, ITERR, R AL,
(1) 100mg: 10 Fr/HR X 1 AR/4E X1 4814
(2) 150mg: 10 F/AR X1 HR/4E X 1 48/ 8; 10 F/H X L HR/AE X 2 48/ 8.
[E%3]1 36 ™H
[HATHR#E] YBH12342020

B0 T/HE21 T



[HtHEC 5]

(1) 100mg: [EZ5#E5 H20213411

(2) 150mg: [EZj#ET H20213412

(45 EiFaTRrAE Al
GFR: TLH SRR A BR A A
Hudik: YLHABERBETFTHAIF KX

[A4r=4r]
LR LI SERA AR BRA A
Mol FERBAEGHARTFRX)E L 8 5
MR it : 222047
FRSS LT 4008285227 Al —ZJH . 9:00-17:00 CTi{E HERAM
& Hk: http://www.hansoh.cn

601665B02

E2) WAE:) Wil



