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AN EHE B EBAABRA RN S 2D T Giotrif Film-Coated
Tablets 30 mg (& 48 5B &R 4230 % 1) ~ Giotrif Film-Coated Tablets 40 mg(&
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1. Giotrif Film-Coated Tablets 30 mg : 201335A

2. Giotrif Film-Coated Tablets 40 mg : 201339B
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SRR 203040 50 £ Z,
Giorrif Film-Coated Tablets 20 mg
Giotrif Film-Coated Tablets 30 myg
Giotrif Film-Coated Tubicts 40 my
Glotrif Film-Conted Tablcts 50 mg
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¥~ (2E)-, (2Z)-2-buiencdioate(1:2) » 2R X &

g;coo« #coon

Ffp-
&

GIOTRIF o s A 4 # 4 F (50 mg-40 mg~30 mg & 20 mg alatinid» 5 ¥4 £ A 7390 mg-59.12 mg -
44.34 mg X 29.56 mg afatinib dimaleaic) +

Afatinib 14 dimalcate ¥

linvi)-4-(di
AL e

J"ﬁ

L]

12, MM

GIOTRIF #dhi64b 4o T *

$H K- T laciose manohydrale ~ microcrysualline cellulose ~ erospavidone + Silica colloidal anhydrous «
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A Bk S R AT 3T # GIOTRIF 223 A # 100 mL &£ 18 A(JERM )Y M Mk F 7168 R Rk -
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Alatinib 3¢ 8. (Child Pugh A)% ¥ &{(Child Pugh B)H h S F 2 YA A AR B & A M XM bo[th £ T3
WA

2330424 (Child Pugh AVK % B (Child Pugh B)St2) R 2 R A + B 18 % GIOTRIF syin 5 €[ 3k §
MK MR | k5 F R (Child Pugh O 21 F 2 /A i 7 GIOTRIF #93 % « % i 1A GIOTRIF
Mt BN AAIS SN T RIS EA |-
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FREEARHERLLMARA KRS R alatinib 9 E BEM MmN EM " River h ¥, ] AR
PR ¥ K & WA (cGFR 1529 mLminl. 3m*) ¥ sh £ K £ M5 A + & 4184 GIOTRIF thinso g - &
ARHET D BRAMRA GIOTRIF & F b BM > v Bk a4 - S0 % GIOTRIF 8% » GIOTRIF
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HANRE AT afnumbh P-36 £ Q(P-gp)@y & o - SEA RGBT (RF &) P-gp 4o 6 M &I R
TR afainib HEAEE [hEM TEREREST, |« WS XA UK KT - GIOTRIF T
£ £IER P-yp e ¥ F(M 4 ritonavi BM - ﬁ-if\'ﬂﬁﬁk GIOTRIF =1u4u1 &&JNMUH iﬂth P-gp
Hp A& 3£ 42 F RLAY ritonavir » cyclosp A + ketoc * ety
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%4 GIOTRIF 40 ing i85 6385 A 3 i A o) ARSI K R (£ 5 KR KHALTIRA I X w8l
WESAASTIA %) « AR QA § MY SHE » FRBHGS I - 4842 GIOTRIF XIERSKATY 5
BA TI%P 0% MK 2 M(>2.5 £ 5048 ULN [EEALA) ALT 485 %5 HH I5%M 1L8%AR
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KaBiA - BR AT AT HE 4 GIOTRIF ;68 i A 8 33,1% ¢ % & gemcilabine/cisplain # % &
AAK 265%

¥ gemcitobinecisplatin 8 + &4 GIOTRIF /8 ) A i ADR & ¥ . KB S GH# 2 BA £ %
2(39.8%15.6.3%) « it GIOTRIF ;e s A d » BAHPAF/EA R ADR BT LS MRE &5
HH 2.5%F 1% «
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{E 4% GIOTRIF 50 mg &% (5 A & R BLH ) &8 RIS R L8046 ALT MAST &) M RA 5 B
et ARG R A JE4 GIOTRIF KT MOABA Y » 54 33%K 13%ER R 2 M(>25
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GIOTRIF K — ik 1A B — X 40 mg £ 50 mg Ade oM 4K 21 hiL 55 NSCLC tkae % EGFR
REKBEANYRAFAH L ARA W LIHE R AKRT RS E 5 WA MHME - ADR
B3 A E W afalinib 4 EGER 304 15 A M ta M » @ 14 LUX-Lung3 & LUX-Lung | % [#) ADR
moLim—K -

454 GIOTRIF 40 mg § SO mg ;6% $h85A - 9 4 SB8%4v 53.1%f £ CTCAE B | & % 2 4 ADR -
42 GIOTRIF 40 mg % SUMQ M &1A A + 5 M I8%i0 4% % £ CTCAE % 3 M4 % 4 M ADR « 11
REAARAKSOHENEAT » ELHADRB CICAE # | ML ¥ 24 < ADR & | "MsEM &
SR TR LA R BART ol - AR HNE TR ADR mme&u-.a’-nt*ew%l
MT%)

444 GIOTRIF & — #2244 A EGFR R @ & EGFR ¥ R @ M £ (enriched) 2 NSCLC @AMt 4 2 &
RAHERREMBALAEA)NLR S 03 -

% 5 BRI TS GIOTRIF L —#5k 2 A EGFR X @ & EGFR & X % & £ (cnriched)#) NSCLC
WAL RN AN/ B 24

KMk WL EGFR-TKI 5o & | W ¥ 3k EGIR-TKI i &
(6 M 40 mp/R) (Ande R ¥ 50 mg/x)
a=49%(%) n=1638(%)

CTCAE ¥ 3 M A £/44 | 143 L8

CICAE 33 pMY (X7 176

AAAEERPHALA |12 19

(i d sl

28, RTOR S 23S 06 45

(% 3 628 5}

LR A mg b MEOHAT A | BFAO2% UL 1 MEAIER - LWL SOmg WM TN
AAY A LG AOIS)HERE 4 BAFAEE 3 A022WDIRF 4 AN -

Sl b g M A IR R A E B 40 mg % GIOTRIF B — sk )2 24 04 LUX-Lung 8 tX8k P 5t
% RERHRHF REA M GIOTRIF &) EGFR I $l fEN H & * S B QI MR ERA RS
LUX-Lung 3 f& LUX-Lung | tKasE R — K « KEFRARRIME RREOG)BR | K¥ 2 ¥«

[CTCAT 2 3/4 ARBRHFARAR RS 0% /05% - $1on bl CTCAE & 3 MEAA S9%- 4|

202K

HEHAMRER AL AR LG HEMRASERET RERASRENS)A P LisR O
EF R G IB%M20%

R KRS

4 LUX-Lung | & LUX-Lung I AR ¥ % GIOTRIF 6B A R B4 $<10%A R AR B &I
ok MRERKUAA S D MRS

HEAERRT : RARTL/ R RS

SAALT MR E © 4 R 142 (palmar-plantar erythrodyscsthesia syndrome)
RMARERT Bk

R AST i

AATBASEAART RO T

RINRE AR R

RUKAE D ILRE - ALK

HEALLS T hRH®

k6 P& A0 mg & 50 mg GIOTRIF E454 W2 A7 SE ) bash B8 B0 IR AL A b 17 1 46 W S804
HAHRIMFE AR EAARE - RNEREESLAE  BABMA KR TR0 BREVI0E
< RERLEIA00 E<1/100) + FREIN0,000 £<1:1,000) ¢ 955 FILEIIV000) » fedi — RS
HHE  ABIRARRARR LR

ROEBENAEZE RS BT &
FURR FEERLCID) [ FACINE | FEALGLLOW | FLEVI000
<1710) E<17100 £ <171,000)
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P eHASHHLTE
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s - 2 SRR

S Bis R AR FAWMH

TR EARIN AR

9. &%

LRI ALY S D Ram AR & GIOTRIF % 4 M43 B4 160 ng —~ X — K68 3 X LA 10
Mg —R—KiGH 24 - MBI FROAARAELERRN(ASES)MNT FHALAMR) - &
A28 Z45UtTF 360 mg GIOTRIF #ie &% S5 (MB-LF S0l n i Ko - AAmialRL |
HMBERABECISS T~ Bek - B ST - A - AAREBMABH(LS 15 ULN) « ERAKE
42 202 V.

H¥# @ GIOTRIF A RAFHAEMME S - 30 RIS LR ER GIOTRIF» $6F & 4%
HEulk « R EX  THGMAR AR RF:Heh A Afalinib - |
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10, WEgd

¥ 28565 5 #A: Antineoplostic sgents, protein kinase inhibitors
ATC code; LOIEBO

10.1. %M

Afatinib & — 8 % « AE{FH - F T 04 EroB B MBI - Afatinib € S ErbB SR 84 R EGFR
(ErbBI) » HER2 (ExbB2) & ErbB4 A & & 8947 & F) & = R4t (homodimers) & Jt 1 = 2 # (heteradimers)ts
AR RO TEMBBAE—RUONERE -

10.2, M MIEH
#dv EGFR R @A/ &M A ~ HER2 A K KW + R/ FroB 40 &4 £ Pl X ALig & #) ErbB MR
RE - ASHBE I AFABERAANLGKHAZ —

£ ErbB 334 & Di(derepulation) s Ik B8 R 5 A B b ¢ nfatinib § — 8k P T & 2 ER Y EbB £ 8 ahiR
RAE s B4 & 24 M4 KR+ Afatinib #1054 £ HER? 8 & LKA P F5118% +
& # ErbB WAE R 2 (44 EGFR SR AN LR )&k alatind En LW RBZMA F ANt
EHRTRVARN -

SU4 LB5SER & Dell9 EGFR R M # NSCLC base ) afatinib it 44 5l sk 2 -
£ NSCLC  » F EW & fo i 0 afotinib 568 & 4 0 R IRM 60X £ RAPPE RS & TTYOM R+ 8
Aot RHEAORD TIOM XY ALY RRBOHUA KL « L4 afotinib ;68 B

LASRIEN » A SO%BAERTIOM BB - ffbmA S » A BT TIOM Btk
-SABRMn A SR BT — AP RS A )RR -

Ageq
£3 5 % 50mg MR &) GIOTRIF — M.k $ MikI0F & Wsk QTcF MM

g—h r'!ﬂii“l!-
el




103, BENELBRH

R RPARBHTLHFORSM « Bi5F afatinib S HFH AN & ALKk 26 AXEGRER
d 52 AQURERMBART RAEELTEANKRHATRLC LEERPLRR) - WML
RECFTL TS S8 F-1 RN $ 49 1 EN ULE VU LIRE Lt 7 ¥ b i) L2
HEEABERHME BERNAESHELSHRANRARE - Lot AREHSE P SRRHE
PETARKEEE - AWREA L LS -

4HEH

KRR GIOTRIF A TRHE Lid s HE - RELHRLEARBOAY L EF R /AL
FR(AA W0mgikg/day) * R EZREL AT T OAL - MEUETRUAESANKA LA R
(Tt 2 Smpkgiday) « 24 kB R AUC)T M 20K Ke) 22 LR EN(RT W O0.3M)MER
AHERE -

A MM A RO T ARAMT - MOBERRARAMANTEnehast LRL T H EMENY
¥ ARE ALK AR LS AR R FAUC )W B AW I6R EFArSMRPIHOr B 13
HHOS )

E—BAOBERESARTEIHBAHLNERALY  MANANARENALATMALT - RBF
FARRARANE L BELARGS TP X SUETHR L URKTHEHINUALRN
RELE - AKX QP TEHORS B X REEAUC) KERAY RRH 023 @)

X 1:8
M afatinib AT TRA I AFHAM - FMGIOTRIF TRAF WAL &R

24
# 4 B #7 afatinib o)A IR

- b B H(Ames) 093 R W4 MMk 6151 » alalinib RALEEMMLAA - FiB - SRR AR EtKA
DAT T AR N ¢ A0S SR ~ 19 W o4 R dK(Comet ussay)id X R W AT 4 A
Muta™ o oA RUL P+ A G afadnib SA B R WK OB N KL TR

11, Miam i FHHE

p-18

o 8K afatinib B K424 - aflinib 40 KK (Cun) TH A RKH 25 5 54it £] « § GIOTRIF20 5
S0mg ME BN Con MAUC-F A K NAORRHE SR AT LHHAGHEL

AR AR T RUR - R0 K ket A 5 - aluinib 698 £ 1L 8 ¥ A 50% (Cu) M 39%
(AUCo-) *+ LRI A 542 BUKIRR M KIL RIS #3148 < LA GIOTRIF 2% 3 | A &2
1A  AUC, 3978 8 26% » Bk - fLBUA GIOTRIF i £ 3 Sz b |
PELESEY L S R e RN

RO AR BM GIOTRIF 2 i 6540 5t 4 8] 4 & F44 92% (1} AUCe. 88 7R 1 LR 1742
Ei) -

plx)
QAR A% 95%sy alatinib & A Bl Pk G 5h S

£
AR B AL A S AELE alalinib KM Y REOHALARMRBHA I LUK T
X & & afatinib KMy -

BNz 25K

ML AMME S REOIN IR ARRNFARUARKILE MELK AR
b HBRAAPRE RS - M alainh HMHB AR YR REY

DA
MR EHRAANT 0% RIE 2 A2 18 RUT I LHAARME I BEBMLELA L REY
Hindie =

Rt ) FRH X EHN
RETRE

P-2°’% & (P-gp)

P-up 4p 4 21K 14 & 21 alalinib HHE

€15 S B AR IR 16 rilonavit (38 71 P-gp Ke#d 213t alouinib 2 R4v# N RHEE - AL —R
afatinib l#f 4 BT M £ KM & 5557 F)wk4k B riconevic (00 mg — KRk 0 b I Rya it M B
GIOQTRIF (40 mg) 4k 6 - €44 & A ritonavir= & A rilonavir K] 844k M &F aladinib o ia $1 4 42%) M IF & 119%
{AUCn )% 1042 (Coua)* 550 H GIOTRIF 4 6 ) £ 54 4& W ritonavir 8% - 14 & 111% (AUCo =) 105% (Caue) *
£ B IR ¥ o 4t £ 19 N4 GTOTRIF (20 mg)#y 1 #0J-5HE B ritonavir (200 mg - Xy :R * 564 3 X)
54 + afatinib & & £ 3 46% (AUCo~)R 39% (Crus) (K M THSER S , - TEBATEF A ™K
HREHAN ]

4 R E# A0 mg GIOTRIF 2 ¥ + 14 55 h P-gp ¥ B M rifampicin (W0 mg —X —% - G| T XY+ &
WEAK Y afainb B & ML 4% (AUCo-) 22% (Caa) [N 41 T DIFALE W, A T MR
EHM ]

Afutinib 24 P-gp R 1 &% % :
AR T e T H X GIOTRIF 568 % P-gp A4 ¥ W/ 4EM » ik afatinib @ IKAF OB R L ¢
HiEPgp RAMRE -

1 {Breast Cancer Resislance Protein RP

o rhor R M alatinib & BT & BCRP 40 R 51 S oI -

RinAEL AR
BAARXNFHET - BICF B A OATPIBI - OATPIBI » OATP2B] « OATI + OAT3 ~ OCTI ~ OCT2
SLOCT3 $REEK &R 4pH 5 X GIOTRIF &4 Rdn 2 4 M -

RoRwud
pags &, & P4SO (CYD)8R K

CYP B i 6 A ALY S H ofatinib ¥

HMAREGORBIT - MR /DA T KRS CYP MK N K o4 M & 1517 M & P afatinib £ £
B R EAYE - ARMGOTHIL - S E AL % SR A5 ufatinib 4R 894 SF 5 « K A 2% i) ofatinib
M¥ & FMOI MM b CYPIAL A fEIL o N-& F RAE M A R385 5 Ak L F WAL -

Afotinib $t CYP &Y & #0/F ©
Afatinib 3t 5k CYP A8 & thba ) 8 486 @ A - B ok afutinib A $h7 52 30 48 CYP M4 1 RS M 4h M1}
'Kl

b1
O 1S E & afalinib BRI KRB REREUL D H B RSAUMAINGONE - AHRKYNET -
& €3 A 494t 49 afatinib {5 88% ¢

Bt 5k M & K R (apparcat terminal hall-life) & 37 /< 8% » MR tha b ofalinib ;AT LA §
£ ofatinib o9 8 K191 > A4 277 HAUCH 211 H{Can)H EH S -

oy F A

# M g afatinib f + BT RIS X K 5% - AT —HEHMBILT GIOTRIF 40 mg ey ikak « ro gt
RELUERT YA LEHRL ofatinib RAZNORBE - ¥ AR HERRINLLUWA (K MDRD 2K
1 R 2 W RKAA £ 0T N eGER 38 30-59 mLmindl. 23 M)l R R £ k4 RERE M A 101%
(Caali 122% (AUCou)* $ & B 5 4 & 2 € 1A (I MDRD 2 K st} 2 ¢GFR 1t #¢ 15-29 mLémin’1.73
)it R R RE R E BT Y 122% (Casd A 150% (AUCou) « MM A KBS R UA § TR M
WA 2 R IR b A5 ST W8 A 9 #9450 4K (eGFR 60-K9 mLAmin) ~ ¥ R (¢GFR 30-59
mL/min/1.73 mY) & & R (GFR 15-20 mLmin/L.7I m) oy R F & 2 S ARA : MEFE MM BN
FAEANHERERAMBATHNEM AL M AIERSAMRS) |« GIOTRIF # k&8
¢GFR 4 15 mL/min/),73 m? IUF & 302 1 Z MARATHTR «

HAKE 2HA

Alatinib £ S48 M/ N E M o &£ 16 R4 GIOTRIF(S) mg)2 1 » & (Chitd Pugh A)# ¥ A (Child
PughB)RFh R E L HZA > X EX T AN & WA KF N - b N S HMG X BRI el by
AERAME  WEN TERAESTR K TABEHAEA ] HRBARYRAHABER Y
BA GHAELIGNE - [HEN TREAE, )

5k 394 AL(Child Pugh CIME9 8 F £ 65 A AT alatinib Wby £HAR [ M7 SELL X5 )

Bganpdht ) Rl
& 927 £144% GIOTRIF RA0MAAERA S BT —RGFRMID 0 F 54 - HRUT TR Y
LERETES £ LSt N

E 5.4
UAREARREST  WRSE Q2 2FMEY RUMKA 2 D2F(R 25 T EMBANAR
+ R A BRAUC.IR A0 26% - 95 2 (F 97.5 1 7 BLIOH AN & 22% «

HH
LHBANat R AR EAUCHIE LA ITRERDRELBAS 1% -

EJ3
RREI S SRR : 2887 R)¥F alatinib &) Rty FH BEHE

Alt

Alatinib o8 h BAB A B EAZRLH ASHERMELR » 54 - dELBAGH AHECLY
3k 927 B8 A) » UK M B kPR R A RN A F K6 L) LRAY 2R B0 R G4L
WMALR -

AEAEA 2

WA TR L MK o d ARSI E AN aluinb RAE R ESMERIELY -
B AZ 7] 3

@ L34 nfatinib £ & F M F BRHREANSE/NED K04 P ECOG ANWS  AUNAMEE

FATEN |

UDP- % & &8 % ¥ 45 #(UDP-glucuronosyliransferase 1A1 - @1 % UGTIA1)
ARLOKMMT KT @RS UGTIAL £4p4® #t 2 GIOTRIF M3 £ 2 1M -

12, BRREEH

4 JFRE R 2 MIKAR(LUX-Lamg 3 2 1200.32 > LUX-Lung 6 3 1200.34 » LUX-Lung 1 : 1200.23 4o LUX-Lung
711200 123y T GIOTRIF S 6% L% EGER L ¢ NSCLC 3 A ¢ sk 24t ) 4o X B R4 1
JA A& (LUX-Lung 2: 1200.22) » LUX-Lung 3 + LUX-Lung 6 + LUX-Lung 7 fo LUX-Lung 2 $X843 % 7
488 CGFR TKI 5G4 & EGFR R Ry H 45 A « LUX-Lung | SXRMABR L T4 EGFR KRB A »
i§ab% A # J4 8 EGFR TKI i (gefitinib & erlotinib) « LUX-Lung 1 & Mt » HL3 RS A
A TIOM MR RS ERMEA LK H) S0% AR R B2 crlotinib fo/& geliinib & I &) JE ) b
BHESATTIRMETBRYE -

— 3 Mt 8 BKAR LUX-Lung 8 30 7 GLOTRIF t51 Mk im i3k B 7 55 A — Lot 3 ) 3y L
o 24t -

121, %Wk ¥ 4 ECFR-TKI /4% & EGFR X # NSCLC KA

LUX-Lung 3 24&(1200.32)

EAR—HUEBE MY < ARMRSA - 2SR P-u - MR 00X ¢ (LUX-Lung 3) + 1#45
GIOTRIF M $t A 47 EGFR X2 2 Bstad Jif & H 484 NSCLC #; A (swage 1I1B or IV)$) ot & 404k « 44
HERAS RRLKB GHARMANBHLBERA + LR S MLHEAPCR)K #:(TheraSeroen”
EGFR2Y % % HeR! £ fa, Qiugen Manchester Lid) 55 # 29 877 5 8 EGFR % 2 « & AN =354 %
(2:1)44 GIOTRIF 40) mg(sr BL« — & -- R)(n=230) & £t $ 6 ## &) pemetrexcdicisplatin(us1 15)ié o -
KRS LA EGFR 9k B(LRSKR : Del19} e A M(EMA  JESHAIIM « 49 - 40544l
MRl k) EOAKSEREF Y RRDAMERFAGED > ROK - LF R - AN
ARCICAL R | ARSI HMPHIRE RAOLT - AANAR AR MY BTH GIOLRIF ONE
M4 E 50 mg -

£ #5533 120 B & (62 %% M(progression free survival * 48 PFS) - KA WAL HR LS
(objevtive response rate - B 4§ ORR)~ & s 4% b £ (discase conrol tate « 44 DCR) « & 2 4 & # K (duration
of response » M4 DR) - R 3t 8 #:5(overll survival - I§H4 08) « PFS i & b M miF £ 2N
@ (independen! review committee » K #6 IRCISHAT % & B RB R T2 D 0 L2 K 08855 R L&
Y PFS 9954 A MA 221 (HRM RN OF H50A 230 f hiIME R AMENGTFH -

£ R IMEIALPFS) R M BT » R ERI6D MHMA - M GIOTRIF 4 &) PFS HiF R
KRB ELOXSPFS Pl 11 148A vs69 81 ) 5L ® LILRSSR & Del 19)EGFR T @ HA
Foksf - W PFS ERRAAMCFS ¥ L 136RA w69 WNA)  SIHRMLNEK - 7 128AMW
GIOTRIF {8456 AW & BAL &% AT FH(PFS W H)B 405% L afid 2% HEAXEY
F S 51.1% vs21 4% »

£ % PVS 344 Kaplun-Mcier @Y L1 1+ SASRMREAL T RER PFS XXX Lo

— R 45 2(20%)3R GIOTRIF i % AN 3 (0% EL LR HRANNRREABLTHE &
HXTHEIPRA -

LU |



W1 R 835 2 M PFS 2 Kaplan-Meicr & U418 %51
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A7 SELRRZ GIOTRIF ¥ Pemctrexed/Clsplatiu # £ % PFS #2849 ¥ SR

GIOTRIF Pemetrexed! A (HRY
(n=230) Cisplatin BX L (OR)
(n=115) (95% M ME M)
p-i !
PFS » 0% kS
LE G EE D] 1Lt 69 HR 0.58
\ % PFS $ 46,5% 22% 0.43-078)
1SN PFS & 26.4% 3.0% 0.0004
PFS+ A LISKR & Del 19 MM HRA’
LR (E 202 3] 136 69 HR 047
(0.34-0.65)
1 £ PFS & SLI% 214% <0.0001
19684 PFS & 28.0% 74%
EMAA A (CRPRY 56.1% 22.6% OR 4.06
(2.77-1.83)
<0.000]1
ARIEWE W% 9% OR214
(CREPR#SDY (113404 |
L
ERAR
Avivow) 1.1 S— =
£RHE (08) 282 282 HR DK
AR () 066117
039

IHSIOS o pevitue & dior B $§ L2 HEST 0 45 0 K BAR A B A g 12 41 8 pevatue & o o 1 N i 4

“a%

=308 (GIOTRIF © n=204 » pemcirexedicisplatin 2 n=104)

*CR='% 4 & M (complete response) & PR=4f 73+ 5 R (partial response) 3 SD=3 ¥ 48 & (suable discasc)

2013 ¥ 12 H R 42 K BEEO0S)N R

21728 N

M 2 LUX-Lung 6 Bk ¥ 7R F) s b0 PFS MU0 2 Bt Kaplan-Meier df (MR 8 2 £ 41)
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B2m (e, 530
Al

EWASHE 6 PFS i AN S 10 F oo i BUT B ARG (PFS Fa ki 111 vs67HA -
HR=0.49 + p<0.0001) » FRAMALIEE X E WAL » S5 F80 - EK  ECOG dh BIxA 28
£I(L8SER » Del 198 £ 8 FHELEII PFS 694 LR —F - BT 5 AW IR » GIOTRIF ;¢4 s
Aduia it sk A 69 ORR 2 69.1% vs 44,3%L A DCR & 90.0% vs 82.6% 4 . EGFR X #(Dcl 19 ~
LESSR)A PR F #%ot P « GIOTRIF s (N=203)${4t M m(N=104)4% OS ¥t 4t 31644 vs 282 A
(HR=0.78, 95% CI (0 58, L.OG), p=0.1090) - {L % % ¥ 2 EGFR R W-F %t ¥ + & — 4 GIOTRIF
Ao BLZ Del 19 8 A(n=1608 05 ¢kl 333 86 4 w3210 20 A (HR=0.54, (95% C1 0.36-0.79),
P=0.0015) - & 4 LESAR £§ A (0=138)4 27.6 8 A vs 403 8 A (HR=1.30, (95% C1: 0,80-2.11), p=0.2919) «

GIOTRIF &) PPS gk 18 (EM % 5 4 M K 2 & MRS S £ R U6 R MM EORTOIE 5 50
1 £(QLQ-C30 % QLQ-LC13) + H1L% safu i + GIOTRIF = B %1€ MK H(HR 0.60: p=0.0072) e =51 )
B(HR0.68; p=0.0145) ¥ P A Z ARG LGLGFRETRA « REASSILRL B GIOTRIF |y
& Ak s RA(HR 0.83: p=0.1913) - WRRLLIEH R GIOTRIF 6% i IREN S A A L4
& 1 20 & (64% ve. S0%; p=0.0103) - A 7 @ TR 5| GIOTRIF A $4k 20 8 6508 95(59% vs, 48%;
p=0.0513) » LAMA B R A B AMA(TRAAR 5 [ 5600 vs. 40.0% : p=00005 > Ty | :51.0%
v 30.0% 0 THRARRAMAS  © 4L vs 20.0% 5 p=0.0103) - KK 5+ & GIOTRIF BHERSKAA
Y BLACE(67% vs, 60%; p=0.2444) «

B0 3 M % 2 % (HRQoLIK I 14 34 4 % o4 EORTC QLQ-C30 ¥4 « GIOTRIF mia g it %
ELESRALMERRE AR OPF UM ARG -SHAYRUAHRE$H INRAR RS -
Who) Wy d 304 MM > HRMAREIARADILELR -

LUX-Lung 6 18(1200 34)

GIOTRIF M 3% EGFR R MM AL 4 36 6k 30 % A4S 355 5L (08 TTID/IV )3 M4 A 9% sk fo R 4%« 2
—IM RS~ $ e s ML SUAR(LUX-Lung 6)E F it {6 « BB LUX-Lung 3 Maest » #5ER 4
BRI LB &L AL LGB #8 A KR PCR A ik(TheruScreen®: EGFR29 Mutaiion Kit,
Qiagen Manchestor Lid) + 48 i % B 29 7% ¥ & EGFR X 9 « M AN=364) 5t r ik 2 ®.(2: )i &
GIOTRIF 40 mg 4 B — % 0 N=242) + & $ F 4% 6§08 & gemcitabineicisplatin (N=122) « Ky i
AR EGFR Z PR (LESER 1 Dol 195 A#)DPA « HERARBLABEH VURHUBTRYF
A(EE AR A& OM A G RIERI CTCAE R 1 AR R¥4) A RHEA UK LW A
SRR BT AR - XGCHAMQ2I K)EM GIOTRIF HERAL S SOmg » ARSI REATT * &
G5%A kM EM Y BN SSREMEAATAZEMA - RH B R(LBSER & Del 19)EGFR R &3 A
A5 IR Y o) 89% -

PFS 3 $3P45 35 48( ¢ AWML 1pF - 221 HF AN i 48 28 bR #a - GIOTRIF 558 fu ¢y PFS ¥ W iest
BEVCS(PFS P28 11.0vs 56 1)« th i % L(LRSSR % Del 19)EGFR X9 9 & 3 3ke¥ > M5 i
PFS ¥ (2 St IS8 (11.0vs 56 8))) + SaOGRset 4 £ 1281 6B B RILPFS £)MKAY
4rtt 4t GIOTRIF :64 @ 46,7% - ® L% jnk 21% -

4 PFS 245 ¥ Kaplan-Meier dh Mo M 2 s « kR R ok 8+

F LA |

ICR=% 4 & & (complete response) : PR=41 7 & 1 (partial responsc) : SD=45 % #4 & (siable discase)

2013 § 12 A 27 8 L K2 E $ XGS0S9 H(LH 246 ZRAFKL)

‘PFS/OS @ p-value A P A NMFHREHE . ENEABERAKAEHEY pvolue A AP 5
a1

EJ5ASEE 6 PES 236 0 200 S 2 ap 3 o) 2 4 4K + BT h B I3 R (HR=0.26 > C1=95%.0.19-0,36
peOO00L S PFS # 40t 37vsS6RA) - FRAMEMS L EINAME LM% 34 M2 ECOG
S UM N A2 (LOSER » Del 19)% £ F SRR PIS @M 0 —sk « REENAIRESR
GIOTRIF % a3k A9 2167 fusth A 85 ORR B 74.4% vs 31.1%4 % DCR 2 93.0% vs 754% + ¥ 2
EGFR % %(D¢l 19 - L8SERYS)H £ F s + » GIOTRIF m(N=2)6) 1L & m(N= 108)43 OS ¥ {0 $k A 236
WA vs 235 MW A (HR=N0.83, 95% C1 (0.62-1.09), p=0.1756) « A% EGFR R W-F ssF ¥ + £ -4
GIOTRIF 4y @746 M 4 Del 19% A(n=186)8OS # {24k A 314 @) vs 1844 A (HR=0.64, (95% CI
0.44-0.94), p=0.0229) + % & LYSER 5 A(n=138)4 19,6 8 5] vs 243 % A (R=1,22, (95% CL 0.81-1.83),
p=0,3432; «

GIOTRIF #) PFS 4k 34 {£ M. % 1 M 22 0 20 @ < ¥ AR B 3N A 9 0T % M A(EORTO) 4.8 &0 B

1 £(QLQ-C30 M QLQ-LC13)> 4t it du 42 *GIOTRIF 77 B 1 & R H(HR 0.45; 95% CI 0.299, 0.685:

= 0,0001)~ =91 @ B (HR 0,536: 95% C1 0,398, 0,727, p <0,0001) S A (HR 0,703; 95% C10.514,0.961: p

=00265)% AL RGME B « 4 AHF 1 5 4 CIOTRIF 64 ¢k b m in & KR (15.9%

B A Vs 55.4% p=0.0002) s [ B(N0.9% vs. 47.5%; p <0.0001) 52 B 7 ik (64.3% vs. 46.5%; p=0.0029)
¥y -

£ 848 00 4 75 2 % (HRQoL)RE # P4 69 % 34 5 Bt R 54 EORTC QLQ-C30 &M + GIOTRIF mia R R it & &

AAELT MR ANRBEPUAEIE A W XA A EERBE R -

LUX-Lung 2 (1200,22)

LUX-Lung2 & =SB4k - S aeh B = sfak « AN 4 EGFR R & # ikt EGFRTKI 64 129 42
BRI BB AR B L% IVRAAS LR - Ktk A GIOTRIF ik 204 - 45
ABMAR—BEN=C)ER —MBEIVRN=ORY T A —~FIE SR A A L2 ) 55 A4 EGFR 2%
b il AR S E — k¢ GIOTRIF 40 mg (N=30)4& 50 mg (N=99)i64 -

£ R E ORR K R8540 4% 646 PFS-DCR #2 0S+ R — BB RIRIRR Q68 61 ZH/AF -
BAML I E RS T ORR 4 65.6%14 2 DCR & 869% « PFS P AR H LIt 4 4 12084
PIREHAIES 156 MA « Z—ANIE ¢ LR OS M - LW WL LA A GBS
AHFIAN=68 ; ORR574% : WA RN 2 PFS & S A AN EHAHEH 105 8H  DCRI7Y%) -
RoRAR T OS ks 233 M KA (95% CLI8.5-38)

LUX-Lung 7 tkak (1200.123)

LUX-Lung 7 e & — 40K I 5 0 ~ 23Ki% + SIAARE ¢ R TTh RN DR - S R4 EGFR X2 8
Sl AN EWHE(RZ B MR RO A - 1HE GIOTRIF AR —HUGR M 8 MRET &
1 « 1 TheraScreen® EGFR RGQ 314808 44 & A it 3 & (PCR Kit) (Qingen Manchesier Lid ) # i 8 7
12 EGFR R (Dl 19 R/ LESSR)E8% A « 3885 A(N=319)K 9 #(1:1)ik% GIOTRIF 40 mg (0 & »

— & — k) (N=160)% gelitinib 250 mg (0 BL» — & — 3) (N=159) K it & KA EGFR R @3k B (Del 19 :

H H H M i w o oom M 2 =
& PRAL E (L2 550 KD
TR on ] E £ g hd & i o H 2
ES ]
X PFS £35 £ H35 2012 % [0 A 29 g 1M GIOTRIF & gemcitabing/cisplutin(LUX-Lung 6 Stak) o
AR (R L )
GIOTRIF Gemeitabine/ AN
(n=242) Clsplatin »i
n=122) (95%CI)
P
PFS» £ME XA
R (L2 R0 110 56 HR0.28
) § PFS £ 46, T% 2.1% (0.20-0,39)
IR 8 H PFS & 26 8% A <0 (001
PFS+» R L8SSR & Del 19 TR A!
B B 4 i) o 5.6 HR0.25
(0.18-0.35)
<0 0001
EMEAE(CRPR)Y 66.9% 23.0% OR7.2%
(4.36-12.18)
<0 0001
(3.4 L) 92.6% 762% OR 3.84
(CR+PR+SD)’ (2.04-7.24
ERAER R o
H (b in &) ».7 43
EMAFE (0S) 231 235 HR 093] © %
A (b 4o 10

"=3I4(GIOTRIF 216 + pemewrexedicisplatin = n=108) |

PRI S ]

=

g i

RN GIRAR  B)RTHMN
M B A T » 02%A it FMPABN 63 R ICNHEARNRHS A 1M ECOG It

(58%5) & HRAT- 21 LRSER MR (42%)% 8 -

<o {22 E R =9
= 8 Lr' E B0 GI%)& 1(69%) 5T% B & > 43%4 3 B> A EGFR RWBERM2Z B A BILBF

= HH 4T 2 R AL TSV RIPES) s X BT 2 At 06

HLORK 3% 48 81 F(DCR) + £ pefitinib & is it - alitinib M4 %

=




LS F A AE Bk 9)+ L% B M F (ORRME afatinib M gefitinib a5 34 70%& 56% - 248
HEOS) X £ B I5E R KAt EE AR - LA HRAFH B2 RIATH U

4 9tk LUX-Lung 7 t0ak#t 2015 5 8 /4 9% & 9-37 + GIOTRIF 40 4 gefitinib sy atbs R

_AR(%)

PFS 1z 4(A) 1350 318 15.66 9.80 13.70

(95% CN 16.77. NE) (4531659 (256, 41.26) | (8311367 | {1114, 13.0M)
oS ¢ i #(A) 2694 17.12 NE 2310 3295

(5% CD (1643, NE) | (15.34,21.55) | (342, NE) (19.65.2681) | (29.31,37.45)

GIOTRIF Gefitinib A S AT
N=160) (N (95%4% WL 1Y)
— p-ti’
PFS & 4 I(A). ZRRme no 109 HR 0,73
(0.57-0.95)
18 @} 2 PES % 2% 15% 00165
24 ®H x PFS # 18% %
SR KX R(TTF) (A) 13.7 L8 HR0.73
(0.58-0.92)
18 /) & TTF # 8% 27% 0.0073
L LEANE] 25% 13%
0S ¢ (A, REL KA 279 250 HR 0.87
(0.65-1.15)
0.3

P300S 4§ 8 A AR IE S #T(OSHR A M
T AN R MR A (Log-rank lest) PFS/TTF/OS # p 46 -

$+#4 L4 DEL 19 2 % & LRS8R % & 2 #5 A alutinib AL k23 gelrinib X PFS B 1L 4 %) & 0.76 (95%
15 SUE (0,55, 1.06] 5 p=0.1071 » & 0.71(95%E HE M[0.47, LOG] : p=0.0856) «

4 Ak ® 2 EGFRTKIES 24 AR 54 £ % B EGFR %t B QA4 ¢ GIOTRIF Rk 9r & (LUX-Lung2,
-3, 6 1K)

L Z.9R GIOTRIF BEASRAR 4 W o it 45 %0 o) 44 M40 35 B MM (3R = W BEAK 33k LUX-Lung 3 & LUX-Lung
6o AN AT MK U LUX-Lung 2) « K% 47 75 0K # 44 EGFRTKL 64 » L3

ARRALEGFR ZRA 62 M-IV MW KA ZAZKRAEA S - FELEGFR RRL AN

BT Del 19 8 LUSSR 15090 M4 69K B < A 4% GLOTRIF 40 4 &,(= #01K8& ¥ )% 50 £ £ (LUX-Lung
DB X0 RBINGH

fLAALHA R R R 9 GTI9X (N=1K)  LE61Q (N=16)% STORL T &34 X BN=8)4 + sl 13
2 KM M FEORR)T M 72.2% + 563% « KA 75.00% ¢ AR EWR ¢ RT3 13284 129
MAH > RE2638H ~(ERLE I0)

A0 Glorrif EMAARHEFRELAT L EGFR TRBHKA P sk

| =% ForR xR g EGER E9

G719X L461Q ST6HI LKSRR Dell9

N=14 N=16 N=%§ N=237" N = 288"
EREBORGEA ' | 13(722) 9(56.3) 6 (75.0) 124 (523) 195 (67.7)
A%) |
F R B(OR) 13.24 »nn 2027 1239 1245
CioREe2 VN (6.77. NE) (2.79.20,63) (4.11.37.29) (9.23. 1429 (10,15, 14.85)
(95% CI)
SAIE DI A " | 16 (889) 14 (57,51 8(100.0) 203899) [ 269934

R 225N

AN & LUX-Lung | 8k i £ £ 54 ¢ + GIOTRIF+BSC M dt = MM+ BSC ¢y sk R

B DC = #oshtesi(disease control), NE = &34 4 $| (Nol calimable). CIR = 3 & & (objective
rcsponse)

o M RO 1200225120032 4v 120034 Hafalinib 6 S RA - KMAERAFE R EGFR Ay
LBSER

oM R AR 120022 120032 fo 120034 ) afuiinib 6P mA  REGENF TR & EGFR B2
Dcll9

¢ RIEMRM

¢ AR Y

LAACHA et £ BF A A BT 20 504 N2)) - KB FRARFORR)S BI% » ALIKA K
Medadth 0 EA  EAZ QIR XN AH A i TTOM RRAN=14) o2 EPRLH
B 14.3%  AHHAREEI Fatd 83 Y -

12.2. &0 ¥ 2 EGFR-TKI s 2 NSCLC A

LUX-Lung | & (120023)

LRS- ARSNHRO P = MR P (LUX-Lung 1)+ stH AN $H 2 ) & 2 KiL
£6% 9% EGFR-TKI(gefilinib % erlotinib) st &% 4L 1.4 85 R & A 15 4 NSCLC %% A(stage 1B
or 1V) v 3tk GIOTRIF #55 st 5 24 « 7 AR M 418 585 {6 A « RIS DGR SO mg
GIOTRIF(s1 i » -- X —K) 40 LA {£ £ HH 8 (best suppontive cace * 4§ BSC)(n=390):% % SR L.
BSC(n=195) - [ B4 1 A 7% % M ¥ ik R EGFR-TKI ;6% E ¥ 1234 £ ke &+ A% EGFR X%
ARAHE A S

Fo UM B4 S0 45 4K AR Dy A QR 1508 05 N(0S) K MR G5 IR 1 By Jp A X476 AN (PFS) - PFS kb 1}
e - R A (IRO) MRAE x A 4710 -

58S (i R MR MG AT SRt FATE ALD 61 & 92%E R B ECOG 4 367 ik
BROK 1 NI%BGA GOUBTHA - HAOBAW MY AN YIRS AL RS L (0% &
HHAR L AR 3% Ak 2 RIS AR BB -

@ 4% 8 EGFR-TKI 568 69 A » R ¥ 55%48 7 crlotinib i » 40% & gelitinib 364 » SYdk & ikm
WA o BAH 214 6:(36,5%)% A B4 i X 44 criotinib/gefitinib 2 BH 6118 B (4 S M %
crlonib/gefitinib 5 # 8% + %4 erlotinib/gefitinib S 47 % 4 R A(CRY#4 K A(PRILSH L X(SDIE D 6
R - erlotinibiecfitioib 58 SR 1k 438N S5 216 - AA LA GIOTRIF 2 A R4 4
HAAHHR) -

FAPHEIE R ALK 11 o £ 3 2 EHRATRIEMB0S)L  #42 GIOTRIE 564 X RIRL R L
MGHEL BETAMIENER LR LSOV MA vs 120 MH) - £k BIFB (A B2 B
MIPFSDL » b a5 % R BNGH A + k@ CIOTRIF 563 5 4 PFS & 4x kb M tosh 86§ a2k
$G3MA s LIMA) -

PP ALY

erlotinib w2 371 NA -
£ 12 A& LUX-Lung 8 SRk & 1 MR ZEHI(0S) £ R4 (MAME RLMMIKZH AR
GIOTRIF ia i Erlotinib 2 st R

E3. 08 2 )
(n=585)
GIOTRIF + BSC % MM+ BSC A ML (HR)Y
X (OR)
USHIEMEN)
“'". 3
oA AN 390 195 =
B I
A St dndt) 0.8 120 HR 108
358 ¥ H (0.86-1.35)
1,742
PFS?
A (P 33 L1 HR 038
I (0.31-0.48)<0 0001
EREAR 7.4% 05% OR 15.6]
(CR+PR)’ .1-115.5)
0.007)

TEREQOSHHZ ik TAAMUMY AL IR OS [ #(501 MFH) 44 GIOTRIF (6% &K 109
A RETBMEALILTH) -

PR R -

IPFS/QS &) p-value & # 43 % 24 B4 & ® 4 Objective Response Rate & Disease Conwol Rate # p-value £
GAMARA KA

CR-% % & A (complete responsc) § PR-88 5y K A (pulial response) | SD—# 3 48 X (stable discasc)

12,5, Mk L, ) o B B A0 A

LUX-Lung 8 (1200.125)

GIOTRIF 45 By 684, LA b fa S0P Aot A2 3 = B W LA DML B — R ST IR~ Mk
B 2R F Z kel LUX-Lung 8 # 7B X+ A0 ~HUbMILIRE £ ) 4 EANZ A SAREGH Y
A MRLL 1 kR MY R E— X — K GIOTRIF 40 mg & erlotinib (50 mg &% » AHERRIL «
ZREEDRSHEMK RFHFS &k BILCTCAE § — L HILN - &5 - 0 RARK & Wi
HEH) A RMEA L LW K88 > 1) GIOTRIF M T £ % —QAHQ2E X)Z kA
HESOmg MR B RKARRIARIRER)ON - 2R ITGHEIRS BRALGMPFS) S &
DO A 372 MW 1 SRR AT I A5 T - BRRARIE A 0F R1(OS) D MLk £ AIRIRAEN 632 A
B A ST IRAT A7) » Xt R F B4 41k £45 ORR - DCR ~ M& X - ¥4t/ HRQOL -

£ 795 BB KA Y - AT D K H3R%) - GA(T28%) B WK AR £(01.6%) A
A2 Mk 8 ECOG | (66.8%) ~

#t erlotinib fa 4 + % =M% ik GIOTRIF 7T B4 208 MR ol 3k ) b RE 7B 45 A 0 & B 4L 3 76 8% R)(PFS)
HUERELEMOS) AE R (MBILHFRE) 245 4 GIOTRIF Mv) & RLFE M P dtd 243
® A - crlotinib M4 194 80 A (A 2I[HR]=0.82 + 95%45 8 & (U676, 0.998) » p=0.0427) + £t 8 M A M
Ry REARTHELL I AKSRPFS )T HETH T ARBRL 12) - BRFFIIO)HERY
15 B S crlotinib M 42+ Ik & GIOTRIF 568 & th X € B IR & R 6 R HIL-0.81-95% M WE M (0.69.
0.95) « p=0.0077) » 4RI M )~ AR H BRI ME L (GRS LI 12 R 18 80 8) Rt
GIOTRIF 6 o e o SRR I D OB AT -

GIOTRIF A RHHERBALEERARSEE -GIOTRIF )R A SR ¢ o ME 729 87 »

Bz W

GIOTRIF Erlotinib T s
(9% ERESD
(N=398) (n=197) th !
PES
N (T s 263 1.94 HR O8I
(0.69,0.96)
n.01n
os
H (Fieg) 792 6.17 HR 0,81
(0.69, 0.95)
T 12 A k2 fiER 36.4% 262% 00077
FIBAR ML YTS 220% 14.4%
TR B R(CRIPR)* 55% 28% OR 2.06
(098,432)
0,0551
SRITHT 50.5% 395% OR 156
(CR+PR+SD)* (1,18, 2.06)
0,0020

*CRe R 42 R S (complero response) ¢ MR= 84 K & (partial response) © D=7 45 48 X (stuble discasc)
VB M ST ALt (Log-rank tes) 2, PFS/OS ¢rp il « MARHBHE ST HARRES £ Mz KT
HEZpd-

M 3 LUX Luug § 30 ¥ 1768 la R % 2 50 4 7% B B ¥ Kaplan-Meler # &%
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LY 2 XY

£ QLQ-C30 £ QLQ-LCI3 M A 304 (s A &£ 35 R 9 A= « I erlotinib &1L « GIOTRIF A7
WER P RA LIRS/ L E DR N IR2LE(357%% 28.3% » p=0.0406) - GIOTRIF & H 42 B tlis
B AZ KR A% 15 2%  p=0,0204) o 1 (51 3% M 44.1% » p=0.0605) A e ¥ » LAKT

tHBA




@A BN RE02% $19.2% p=0),7752)-GIOTRIF T i ¥ 1L 98 F S 1) 1 8 (L & S LI(HR 079, p=0.0078)~
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W% 4 crlolinib sa «
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