fﬁ%ﬁéﬁ?ﬁi % 02790155
L d %557;)& e *

s ™oz 40% 5

NERLYNX?® (neratinib) tablet 40 mg

R A R

B EBARES 2§ %kt ¥ NERLYNX# § th¥7§ TR o 33 BENERLYNXzh% 5 ¥ 0 3 - NERLYNX (neratinib)

&R v IR,

------------------------------------------------------------- T
NERLYNXE - fdjppsdrildl - g * >3 A2 L4 £ F]F S M2 (HER)HB L2 S 5 = A 4 > T4 &7
trastuzumab @ 2% |25 02 2_ {5 ehsg i #Er 0k o (1~ 14)

________________________ N S -— *GE R -_E_ e e

i - HINERLYNXE B 1 iGFE 0 o » 550 o= 2B o R 3 (562 )W B F 63 o dpom p 4 ads
= LR R it 35 o (2.1)

. @gﬁm% DB P -, WG ts v pR240mg (641) 0 HFFsE1E - (2.2)
b

o iEik :;c:b‘;l[#he}_]“* BatR it g Er Eo/fAEHE - (2.3)

e SFHGLA 2 D ERIFHG A 2op A dhazde R R 7' 280 mg - (2.3)

------------------------ - -- - A3 aRE ------ ------ -mmmmmmmmmmmmmm-ee-
4z 1 40mg - (3)

=== TETTEEEEsssm T T T T T T T T T e EEE e e e m e # IE’\') ------------------------------------------------------------
# ° (4)

e oo EZoiiisn e

s HIHHPWRILZRIF ISR T VF L GRIG BARBARCE L LRE SRR RTACERBROR cFAE
)ifr/é:}?i:i@.ﬂm@ BHTBENERLYNX 5% o B 4 $A%BRE AN AR A RADERELS F 4 F25 00 iHa
A0 Mk A il NERLYNXGS < (23~ 6.1)

o FFF M I BN R B3R Y 30 B T RDFH G RRIE 0 2 B RE 3B P FALTRA R ITIEF TR RN
DB AT R R L R TR DEE Y B oo 2 N 3uFs L B ¥ ehgn 4 T BNERLYNXG A oA 4§ 4sEH
B ¥ e 4 PR A B0 NERLYNXG S B - (2.3~ 5.2)

o 9 rp-rs 2 NERLYNXT i #1702 5238 & 1 F o 4 %oy A NERLYNX$ 72 et b ' 0 2% LR % § ol 2 4
50 (5.3+8.1-8.3)

S — T Y —
Bk BenA UF J(5%) 5 UL~ R R C R Rk s A B s T el SR S uR B 3 2 ASTR
ALT= % ~ 439 8 b~ L o~ 06 ~ M E e g 1 2 - (6)

-— BT i -— B T

CEIEES CELE Y TS REFIH PP o Y p A FRET REFEE R HoR MBBFUR & FIE A 0 NERLYNX22
FIF B e ERRE S T 53 B o NERLYNXE Ho R FEFLB cn® B IR 5 1 52/ B 210/ BF1S © (2.3~ 7.1)

o sa2n ¥ sxCYP3AArHH] L wEL B ¥ o (7.1)

o ok ¥ 2xCYP3ALH 4 T L B o (7.1)

o P Fv (P-gp) i © 22 NERLYNX®E * & » T R 0P-gp W2 ¥ B »cE i ih7 2 F Ji  (7.2)

------------------------ - P T2 S
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1 FRme i

NERLYNX i * *t & 3 ’\#éﬁ%ﬁi’*

w0y

o
A

AT R A8 2 (HER2)M 2 & 3 3 & £ 5 4

trastuzumab #f B2 {45 % 2 {8 eip 1 g B 0 [ 2 B T4 A (14)] -

2 *xr g

2.1 HgIRER isRKk
Fﬁ s /,%E‘tj: i"y\ﬁxﬁ"’

& I+
““&t
1:*».\ oy

;}F]ﬂi:}[)‘:’& & %

Biom P (6 )PFLS > BEFF -
2 g EAGL) 0 E 7 28 6.1)]

1 #7757 PR * loperamide »

# NERLYNX B B o [ 2
EbrA B loperamide # 2 2 & p 11 2 AP o

% 1: Loperamide Fg I# it

NERLYNX: s % B+ &

Loperamide®| & % #7 ¥

$112¢($1114%)

4dmg> & p ==

%3143k (%151 28%)

4dmg> & p &=

%51 81k (%29156% )

4dmg’ =* P A =X

%971 52i% (%571 365% )

4mg - iRLE & (F 42EF p 16 mg)

NERLYNX & & » ¥ it 3 & ¢ #7{vid " Al "LIR[F 2L # 2 7 £(223)] -

ZRAE PR

NERLYNX chuz kA€ 5% p — %, *rie &1 jR240mg (= 42) > $# 5 i0% 1 & o

= p
Ap T A & X3 % Gap ke cpFE P PR NERLYNX o NERLYNX 4| i % B 5 PR(7 v vl ~ v $7 8% 7 ¥7

9§FR)°

Fp A et Eogha it iRaH R X gy o 4 SRR T - AR RenF p AR R NERLYNX:

23 REDKE

F12 LF B EHE

EHEG B A S 2 e A NERLYNX #) 8
BHE Ak 224 5T c HNINRAPMABANKRREL F 01 L4 BRIGFEE>3 %

A NmEatsE o 120 mg s Ao sk NERLYNX jp B o & i iR o 7 v il fek 4
é’{@%fg%ﬂ‘?_(m&ri HEEAL2Z A FEDE 253 2F BE)-

CEA R AF BB T A TR Y B Eio/A D

%2 7% F 7 3 F NERLYNX # £

HEE R NERLYNX#| £
Az H B * P 240mg
¥o AR 4 p 200 mg
T LL # p 160 mg
Fzaprald *+ p120mg




% 3t NERLYNX # £ 34 F& Ak —— &34

FHEERAT =9 1

5 3% P NERLYNXG s & 5| B 0k o 3 M R I<H L d A B o3
T — s @) B I NERLYNXG & (% 2) o

5 4 A A i F NERLYNX 5o o

* RS ARE T T O A4 45
Toied L3 2F 232 58 (CTCAE) ¥ 4.05%

r‘]nﬁ/ﬁm F’\” ff;@h']‘g.

B R LR R D FE Y
‘E‘ﬁjj—g EIJ'Q\'—"%\' 4 t”"i’ﬁ‘ o

B o4 S 2 9 NERLYNX &8 « % 4 %553 & NERLYNX #|

24:57mgas A EAE

HEEARR -5 1
. Hwﬁﬁ[#@#ﬂf—é%@ﬁﬂﬁH‘Wc<4~’r#h’i] LD )= PRS-
o F2HILPMAPRAZEH F X H 426 T] | o BELS
Fg<b=x o B2 L MR E LRk

. :);3&’;;/‘%[#9?&%@#);—; - igﬁ'ﬁ27:’(‘#k gy e r g2 BRI <%lusABE Fa& =%
BT iR P F A ABEL NERLYNX3 Z /F & & & * loperamide 4 mg -
£99] oy fF<2=

o B4 HAHE P 8 AT
o F2BFLIFEFEFERI Y
S g g2

¥ #NERLYNX: 5

A KD

BAaF Q2L BEP- & L 4R oK

EMEWI N B33 502 1% Bl R

A BFNERLYNX 5 »

FRAFFARELIE ] $21 %02 1% R

3 B I NERLYNX &% (3 2}% %2) o
,?3? % ;ﬁz“stxla*zl_\-%ng s E =X

NERLYNX3% % 75 & % & * loperamide 4 mg -

T4 H[E R A Dl %
T ehdp <]

[5ad
_§.
b
1

[ ]

A4 12 F NERLYNX 5 5

Aa-* % 120 mg=hHNERLYNX#| & p*
I %2% 0

A A iR E NERLYNXG &

* ik LA LF 2= R (CTCAE) % 4.05%

LR = é/”‘a\‘ pute X 3 E ¥ v on / hE
TR R Rk B M R B RBA K F 384 i L R
TR BRILEBGFER 2 Pick
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FFs e 2@ A FEHE

£ & *F# it 7 2(Child Pugh C ) « % #4 NERLYNX ddede B8 3 80 mg » $30 4 & 1 ¢ &5+
# it # 2(Child Pugh A & B B )ehs 4 > AZRAFRE[FLE# X FHE 7 (86)/ 2 fpfp FRE
(12.3)] -

FI3FF a2 R E

R34 NERLYNX 03] £ 33 5 Rlded 6 4657 « 3 2 2% 3 B g & # % (IV)B L% 454

SURIE L E A SR (e D REE R R R AR SRR S A S
,t}_g', & I3 ’f;’)fﬁ)m;];s Ay RIS H R 5 R EATEG R s W e AR RN TS WA LY
w fiE R [ AR EFL 2k FH(B.2)]

350 TR A B EAE

w3 EERERR Rk
* %3%ALT (>5120% & % @&+ *UULN]) * ATRNERLYNXGof £ FIfefe 2<% 1%
& e T H L F)F
o %3m % (>3% 101 ULN) o E3FPA MR ISFLE BIILT - B HE

P4 NERLYNX s R o 5" M- &/ E Mg =
# 4 % 3&ALT & ”‘4‘;_.:—,% B ER AR
NERLYNX; 5 #

* %4%ALT (>20% ULN) o A4 ik NERLYNX; S B

s FRAB FF

b

* ¥4m: =% (>10% ULN)
ALT=Alanine Aminotransferase; ULN=Upper Limit Normal
*iEF LA LE B3 RE(CTCAE) % 4.05%

B R Y R P
F+ & r#/#(PPl) - % & 22 NERLYNX & * [FR2F &5 2 7 /7#(1.1)] -
B\

Hy £ #7272 2> — B Hy X R3EF 1 5 2 ) P & Ho % R84 4ui|* 2 10 /] pF{s JR* NERLYNX
[ # B F# 2 7 i (11)]

FI A I F 155 NERLYNX B8 18 3 | B [F R B # 4 2 7 /57 (1.0)] -

3 AIEAE
4| © 40 mg neratinib (% F »* 48.31 mg £~ neratinib maleate) -

d SRR - RURT TWI04, & ¥ - RITFE %A -

5 ¥ ZeiAEA
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1 g
NERLYNX i 8 B 8 4 & B 9058 16 o (do @ %ok ~ Mg R 27 T % ) erid 4% - ExteNET (- 5%
Wape ~ % FHEERRER)Y F 5% NERLYNX inFm A 305 4 g > p & A & % 1L RiE
Pricg ot NERLYNX ¢ » 400 4 5 2 % 3 5rlil 2 0.0% 5 A 5 24 % 4 slig o % oy
L(Q3%) i H- B R A FAF A 3R Y il 8% (2811 350) A2
¥ 3B AR ki 5 (}_&Pl 3 139) [#4F 7 2 £ (6.1)] -

LR R T KR 2 F R AR - da B A p %~ A NERLYNX G B4 e
peié % loperamide 7 5w SBIE B s R0 X0 hodn 2 Bin k8 (56 %) B W HE @ B L R [
FE? A LR TR FE o % loperamide 2 b0 T pH A H B L RES [FRET L
£ (6.1)] -

ERpALFHEAEH LARFERY I
% %ﬁfr?ﬁiﬁﬁ? ~ ? % NERLYNX /r')%‘ i

R IR EE RS L Sl LN AR R
i%‘ﬁé
%Q’@ﬁﬁaﬁ%”ﬁ?”3*4k”%ég

§ NERLYNX #| & [ £ 2 # # # £(2.3)] - LTeh
6 g (R ok %%‘ﬁﬂ&éiﬁ%“&K

R - LR
5.2 3 &

NERLYNX icff 5 2 p b co3 2o B p s 993ps 5 2 8 o & ExteNET 325% ¥ > 9.7%:rp5 4 4
4 vieph i s (ALT) 2 B >2 12 ULN ~5.1%¢h5 4 5 4 % [ 4 vipik 38 v (AST) = >2 & ULN> #
3 L7%:hps 4 5 2 AST & ALT 2 3>5 2 ULN (2% 3 &) o 953 {2 & 0550 vefis 2 3 $1 1.7%:
NERLYNX ;5 5 4 i % %4 o

o 4 R %~ AST ~ ALT 2 dk (288 it 5 (ALP) %t B 4 NERLYNX 7% 0 14 2 5 b= 3 18

PR ERY R 2RI E 3B - g X TR TALTRAE R MR M TR R TR
PR T R Y S L 5 3 it g (e
RAEE s Rk £ AR SRR F Y L SRS S S R)p A - i e
SR RI[FRE 27 £(23)0 2 7 LF B(6.1)] -

5.3 3P5-PR2F |4

1P b P ip sk B I E B (5% 3 > NERLYNX 37 U2 ~ B Ev 23233 - addd
WY o A BE F 4 ¥ A (organogenesis) ¥R F 4 + A neratinib o A FF* MR EE (LY AT G
# AUC :=1)% ﬁi%%??iif?ﬂliiffﬁa LGER (W AT G A AUC 3ER)9 02 BAE T 5 LR
neratinib B3 & F 4 IR A S SPs-FR a2 BRI B o A SR A Lt NERLYNX #3075 52 enie
3 SR e S 1 tht EAGREY/ SURCEEEIE NERS F TS R N N s <
oo [FREBAERE 7 (81,83) 10 % g Fws(12.1)] -

6 % 2F R

THTRAEFSOD LE BRI H B
Wkl 2 R EFL2E FA(B.1)]
TR M[F LR EFLIE FH(B.2)]

6.1 Tk 5%k 5%
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O TRA GRS T L BRSO b BER 2 RAGRRY BB T UL BFL F AT -
BEF LGRS PF2FERVR IV RRAFRDF Y BB OEL F o

ExteNET :#5%

ExteNET 8% 5 - 58 5 7w v Ao fie ~ B h ~ X A ERER > 234 5 2+ 7 trastuzumab 4 2
2oE M n Rt 2 8 N S HER2Z LS 5~ 1L > Apti#Es%k® > NERLYNX i® 5 B - E4 @& +
P RE% Y EX NERLYNX j5 % ch €$ T EER P FEIR o o NERLYNX feansk i @ i # i
116 B * » Z &R =P 5 118 B * o X Pé‘v—*ﬁ-& #£7 mfc s 52 #(60% >50 & 0 12% >65 #) ; 81% =%
FHES B E A 3% B AN ERA 1A% TN AR 3% B A fEe - kG 1408 fp 4 dR
% NERLYNX ;5 ©

#% NERLYNX i35 mlj% A4 312%F)iE e & sihd 2K i@ 3% NERLYNX &£ - Apfiez. T f
T AR m A B S 26% 0§ 27.6%¢5 NERLYNX i A 4R FliE e 4 28 e XA B0k is
Koo B ERBLIDR DD LF 55 WIH o 1 NERLYNX i 5 ¢ 116.8% e

ﬁ,\’#ﬂ‘rﬁl QF@(>5%)§.:WE(%\F£:\;\W§:}) \:}ﬁf%{\t%:i\i%‘xt‘ﬂ’b‘}\:\a%ﬁ\;‘ B"bpﬁf’g}-\
FitdACASTRALT 28 ~ 47 A -~ A Fic~ R - MERESRER % - B ¥ ¥ 3
R4S UE G RIA S R~ RS BRR o

NERLYNX ‘e 4 P& 2 25 Jiu & 3% 1 LIE(1.6%) ~ v% L (0.9%) ~ % -k (0.6%) ~ 8 f 1225 3 (0.4%) ~
F % :3(0.4%) ~ = # (0.4% ; erysipelas) ~ 3 %ieps & sicfis (ALT) = % (0.3%) ~ = F* % »efg 3@ vefix (AST)
% (0.3%) ~ r&~ (0.3%) ~ sk #%(0.2%) 22 "L % (0.2%) o

% 6§ & ExteNET 2% ¢ 7 2F Ji -

% 61 ExteNET @% ¥ » 22%: NERLYNX ia R s * 4R 97 & F

AR AN NERLYNX % /A
(¥ * #73%) n = 1408 n = 1408
A ¥3& ¥am | w3 %m | ¥3m | ¥im
(%) (%) (%) (%) (%) (%)

THA R

e 95 40 0.1 35 2 0
o 43 2 0 22 0.1 0
R 36 2 0 15 0.4 0
PRk 26 3 0 8 0.4 0
vt 14 0.6 0 6 0.1 0
gt R 10 0.4 0 4 0 0
1ok 5 0.3 0 3 0 0
T 3 0.1 0 2 0 0
2P AR EI R

R % 27 2 0 20 0.4 0
H-‘F—E%_ﬁ B

[ efl g eps g 9 1 0.2 3 0.2 0
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%A OVRPLHE VREE S B 7 0.5 0.2 3 0.3 0
B %
FRAE R H 5 0.1 0 2 0 0
2% E
e 5 0.1 0 0.5 0 0
ek 51

EF PRt 12 0.2 0 3 0 0
LN 4 0.9 0.1 0.4 0.1 0
o B RS BRA R
o o g 11 0.1 0 3 0.1 0
MEE R IR R

A 5 0 0 1 0.1 0
ARBATE2¥A P
A7t 18 0.6 0 9 0 0
LR AT 6 0 0 2 0 0
ERIE A 8 0.3 0 2 0 0
LR 2 0.1 0 0.1 0 0

* e S R BT R

t ool v pgoapl v a;,%[,;v S UOEARNTRGE S AR L S CVFRRR R C TR R ~ ZF - S H ek
%

PERAL  Eml AR REBAS C 2PBAB S BREAL REBAL e 58 AL AR
INETESY £

§ededp T AR VRN T RORE T RE T A R AR R ST F AR

CONTROL :#%

CONTROL (NCT02400476) & — 38 % ¢ « ~ B 3xi ~ 3+ % (cohort)shzd s » 31 14 neratinib & p
240mg isF (5 ¥ B 7 — &) T 42X loperamide SR ip i 2 HER2 Hi 2 5 5 JU s £ > 3 % b &0 %
Tk gin R o T op X 393X loperamide 4 mg fhdede AR 0 R F 2T H 1-14 X JR* loperamide 4
mg * p == » % 15-56 % R * loperamide4 mg =+ p & =t » {5 3" 5 # — & cneratinib ok ¢ o
MG &R loperamide [z %R * & % £(21)] A Y - B R LS LBk EH(F 128 )
“,f 7 loperamide 2 *F ¥ #% budesonide9mg & p — =x o P A 47EET 0 AT X BAGFE 4 5o 0
HhEx loperamide 2_ 5 + (n=109) % 78%> 4p $i2_ T >t 3% budesonide % loperamide 2 (n=64)
5 86% ;% - mRaE 4 T o ul i 25%2% 33% % = mELIFE 4 F A w5 32%% 28% o FIVEIH
Mook ek fm A o3 H it X loperamide 2 5 4 5 18%: 4p $ 2. T 4% < loperamide 2 budesonide
2t s 11% -

-—

T®

7T EH23

7.1 B % EH HNERLYNX s 4

# 7% F B Fneratinib 6 8 chEEH L 3 (FF o
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% 7 B Neratinib ¢h% 2 3 152

NERLYNXg 53 R e d| 8] ~ HoX R 45408 & I pH) 3 * & 5 "%
neratinibshas. ik & o ' Mneratinibshd T & f#(AUC)T it it

et 7 . . . . o
NERLYNX# 27 % o Lansoprazole (& =+ & #r+#]#|[PPI]) % 3 neratinib 7
Crmax ™ " 71%7 # 57T & £ (AUC) ™ "4 65% [ £ R jpf F 2 £(12.3)] -
* PPI WL E* [FLEE 2 £(23)] -
AT - A HoR MR T 0 2/ pE 2
Y o HoxX 8 3 Fu HoX R FE4u®| * 210 ] pFis R+
NERLYNX [ £ & # # * £(2.3)] -
o | e I pa A S ﬁNERLYNXﬂ@&%F’*W?) |

[ 2E 7 * r £(2.3)] o

5% 28 ¥ 2xCYP3A4#Hr+

|

* NERLYNX:= 33 »xCYP3A44++| 3| (ketoconazole) 5 * i% neratinib Cmax=
% 321%m & AT G f (AUC) B 481% [+ £ 7 4 F2 £ (12.3)] -

et o NERLYNX#2 H @ 33 sz g% ¥ »zCYP3AA4Fr 4|3 & * ¥ it 3% % neratinib
kR o
 Neratinibdk R#& B 7 it € F 1R "6 F o
T B # . E * NERLYNX#2 58 »x g ¢ »cCYP3A4Fr$1] 4] o

7 2<CYP3A4 #7#/#/ : boceprevir ~ clarithromycin ~ cobicistat

conivaptan ~ danoprevir ritonavir ~ diltiazem -~ elvitegravir£ ritonavir ~
% thi+ ~idelalisib ~ indinavir£ ritonavir ~ itraconazole ~ ketoconazole ~
lopinavir£ ritonavir ~ nefazodone ~ nelfinavir ~ paritaprevir £ ritonavir:
ﬁwmf (ombitasvir{=/ 2 dasabuvir) ~ posaconazole -~ ritonavir ~ saquinavir£
ritonavir ~ tipranavir £ ritonavir ~ troleandomycin ~ voriconazole

? 2zCYP3A4 477/ - aprepitant ~ cimetidine ~ ciprofloxacin -
clotrimazole -~ crizotinib ~ cyclosporine ~ dronedarone ~ erythromycin -
fluconazole ~ fluvoxamine ~ imatinib ~ tofisopam ~ verapamil

5 oL g ¢ 3 CYP3A4EE ¥ H]

o i * NERLYNX# 33 »x CYP3A4 4 3 &) (rifampin) & neratinib Cmax "% ™
76%m & BT & 4 (AUC)"% 1487% [+ £ & ot 2 F(12.3)] -

=Y % 2 o % % NERLYNX# H s 53 5% ¥ »2CYP3A4 H-A] 7 i "8 MNERLYNX
o '% Mneratinibsd AT & ff (AUC) ¥ i i€ NERLYNXGE (27 % o
TF A B WA 3 NERLYNX® 53 528 ¢ »cCYP3A4; H 4| -
7 2cCYP3A4 z# # #/ - Carbamazepine ~ enzalutamide -~ mitotane -
o phenytoin ~ rifampin ~ % & &

7 2zCYP3A4 z% ##/ - bosentan ~ efavirenz ~ etravirine ~ modafinil

AUC=Area Under Curve; Cnax=Maximum Concentration
{*ﬁL“EFWMJF i® aip F 0 e R RAR A S T W RE 2 B A oo R ﬁ@ii’tlﬁ
Zé = }_‘ ™ m %

\Xr

$ o e

8 of 20




P-gpr 41 3/ 34 %A
rw*"’#;‘#%;&fr‘r neratinib = P-gp= & > & * P-gpdrd | #I/35 R 2 E 5T 5 ¢ B Fneratinibcotg p R
R F EFALEY c FRBELHYE GRIER Y XY RAFHE -

7.2 NERLYNX$t+H # 8 s 48
P 4% 3+ (P-gp)= &

& % NERLYNX £ digoxin (- #&£P-gp % ) ¢ % % digoxin =ik & [ 4 & 724 gﬂ?(IZ.B)]oDigoxin
PRREF TR ERT LF (e HECFIR)TR G R o5y digoxin PEF Y L EES T
E% R 8 B3R T o NERLYNX # i ¢ #r4] 2 & P-gp < B (&[4 : dabigatran ~ fexofenadine)
B -

Breast Cancer Resistance Protein (BCRP) = &

B oh 2% 7 Bor o NERLYNX # 3¢ ¢ ¢ & #r4] BCRP - NERLYNX ¥ & % {7 &2 BCRP < 2§k
A o 11 BCRP #r41#](5]4- rosuvastatin 2 sulfasalazine)is 5 2 s * s %7 & R

8 #rR%EFi

8.1 _%

R

BRI ddidsk g L E 2 5% 55 NERLYNX #7153 4~ e i 3475 > G I[FLERAE
2 5(12.1)] -

poan @ NERLYNX * 30 L B enF sl v @bl b 'k o b 2 %Y > LBF#2
& (organogenesis) ¥R & # + 5 neratinib » Af P * MR EE (& BT 5 ) J,«#ru» EX R

A ¢10.2 2.7 > neratinib ¥ 3k & F % R A PR S B QR Y (GFREFFE ) o KA
T g & 5 B NERLYNX $2 25 2B e b 'k o

PHFREEH A E AL TLIEENAPT IR 'GP B AP o Ko > o E Rh- L%EY > BE
;.’i;fr'}ﬂli g & i% R B R 5 2%3 4% A AR 5 15%3% 20% -

ol i
b 5
f— JE AR X Bland 4 AR g T FE% Y o oneratinib v PRI £ 15 X (ER few FIIRA

%7 %) &®:F 12mg/kglday @ D IRA R HaEE T o ¥ A ERRIAF H o & & 12 mg/kg/day =
A E omg/m?-E 55 Ilia Aok oiE A £ 240 mg/day (105 & o

[ERI I 2 5 r’ﬂ“&_”‘ PR T R A ‘W‘rv#"“ BEHFA ﬁﬂ FEtgE 15 mg/kg/day £
neratinib © FRA| & - EJ»» s RV RETLER L S R N 2k L ”’3 & 15 mg/kg/day # & (69 5 &% &
~ ZZ A E 240 mg/day g L R EE R (W fsﬁwaf)m% A "P (I Rl i E e

- EAHL T IR0 T BT RE B SR B 4 WX B i 9mg/kg/day sneratinib

vPRA R o 5 A E>6 mg/kg/day neratinib R F RS 1 SR A B2 R80T 2 (R BT 4r) o

,__>3 mg/kg/day =€ T - neratinib 3 % ¥ 3% 7 2R ¢F EL(gross external) (IF17E £7) ~ 0 0 5 (Y6 E S
A RIS FROFA T A2 S P /R S P )R ¥ B 4 2 3 o 4+ 6 mg/kg/day
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fr 9 mg/kg/day # £ T ch#EH R EFE (AUC )~ &5 5 X B~ 2R A E 240 mg/day s+ REFE
(¥ T & # AUC)#10.5 4= 0.8 &

- S RO AYIch fé F TR O AJERD Y 7T AR PR 20 X v RIS > 10
mg/kg/day # & (4 mg/m? & 4 4 i 4 Bex 2k AR 240 mg/day 4 0.4 £ ) neratinib %‘rﬂ# i
Mo I BERE -BEHEaF e L+_>5mg/kg/day 3 R E (2 mg/m?3tE g G IR N

S EZRAE 240 mg/day (902 B)T o RS P ERIEE P RO

8.2 #f F

b & E &

R >+ neratinib 2 H % By ) AREFLA Y o RNH Y BN A B PR E AP

T o e oY BT i ﬂ NERLYNX 7 f;a» L RE G UE R Tty 77 of 54 £ IR * NERLYNX
PRIE RS- REHBEI S LB DA EF R

*a%ﬁa%ﬁa@ NERLYNX # 4 2 + 7 i f{7n 2 = § T [F LA A wFE #(81)] -
D4 ek P B4 NERLYNX oo 30 42 2 1R Z Hep) -

l [
.z;,}.

B3 4
<

14585 4 3% - NERLYNX 37 L2~ 17 i $75 23 3 § F[FRF#A %#E #(8.1)] - fh 7 &
25 4 e 2t NERLYNX G P 00 2 Sefs - BEH ST 5 LB PR 7Y J 2ea@f R 5% o

7 2

ﬁ%ﬁ#ii#%ﬁ%m’@ﬁﬁﬁﬁﬁii?ﬁJ AR R RRREEY & NS N
NERLYNX i% 3 1 * P i& * § scenigh R 5 5 [F £ F A5 % # # (8.1)]

8.4 /) saf

& Az NERLYNX #f/] 525 4 % 2 1222 % o

85 kA7

t ExteNET 5% ¢ » NERLYNX ‘s soie 42 % 52 & » 1 ¢ § 1236 i £ <65 & ~ 172 =5 * >65
A(# 4225 75 kot b L) .

>65 ML d 7 4K foa i NERLYNX 55 en3 4 5§ 20<65 i &2 (A 5 5 44.8%7c
25.2%) » @ % FIA 2R A W 5 6.4%7Fc 5.3%

NERLYNX f4p i3t % Rl e chfed 3 % F 5 4 & 5 7.0%7r 5.7% (<65 )12 2 9.9%4r 8.1% (265
K)o >65 & m Y Bo¥ AR ABE A LE L5 Rk (2.3%) ~ HUE(L.7%) ~ T3 (L1.7%) 2 5k (1.2%)
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8.6 A >

ESIRE )fz%m W R Ao BER KT ,,mﬁ NERLYNX TARFEHNTERTH N
2P P EFTHEH)IBALFL EATHAD 2 Fih A7 e 4 13 2k * NERLYNX-

[l 2 3_‘-’!7}]%4 4«-;?,4 n/i/‘g] 20| F@“B ik uﬁzﬁ,-L B » J\qu]?]i’ F] L *tbj?i/\}‘f%z',}t;%k)’ﬁj?ij
[+ 2 & i #25(12.3)] -
8.7 "H#H i H 2>

Hvg A L ¢ R 5 2 2(Child Pugh A & B &) a4 > 3 m H 8 2) Fe RoOHWER T T
# it 3 2(Child Pugh C &) 4+ neratinib i“éf Vg L R Cmax TR @ fH(AUC)H § 0 F o
€ RN D S A J& % 1 NERLYNX | £ [,,"'-Kff?f #,t % f(2.3).//1 feg #2 5(12.3)] -

10 * %EE

FRFTDEZH > A ET R NERLYNXSEE »cZ Pw 2 P o 2 FHBE R Bl RE
TR — AR #?#' 35 o

B RER T o o A kjﬁzﬁ*"ﬁt c AR A A N R E G5 IR R Rl B R R e
P AERBCLE IR RO B R ) S BRI RREREHE MY -

11 #®p

NERLYNX (neratinib) % v PR E-i& $#3< 3| %% 42 7 40 mg = neratinib> 4p 4 *+ 48.31 mg neratinib maleate-
Neratinib % 4-anilino quinolidine #f %+ 7 Jcps ¥ 4] & - A - Neratinib maleate 4 + 3% 5
C3oH20CINgO3*CsH404 > # & + £ 5 67311 i f % - i & & 5 (E)-N-{4-[3-chloro-4-(pyridin-2-yl
methoxy)anilino]-3-cyano-7-ethoxyquinolin-6-yl}-4-(dimethylamino)but-2-enamide maleate » @ 5 &

Cl Z

Neratinib maleate 5 v ¢ 2 & ¢ 4 % > pK a 5 7.65 §= 4.66 - Neratinib maleate ;% ff;’fi “F pals pH
& neratinib m%‘f—r i@ &yl B o Neratinib maleate % pH 1.2 (32.90 mg/mL) ™ vt /% » @ < 5 & pH

5.0 1 F pFR| 2 % (0.08 mg/mL 127 ) o
?E»fé'f’i‘%\ [P~ (RN Y X | § iLEF ~ 4 @ﬁg N “.:‘_E':BB Dk g‘_% N \iﬁal__g g—ﬁﬁ" N ‘g a\_ﬁﬁ: i pqﬁ,xi;:b!;,
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3.{1-}‘327}(0?}%@3‘“:?\»::@13@3‘“:1\ Tpﬁ%\__g#,uﬁ-( ﬁ%\g-zﬂ*,,\;: F Y4 o
12 fpp ¥R g

12.1 =% 4]

Neratinib £ - f&'w?e p jgepsdrd| & > € &2 & L 4 £ 715 £ #8(EGFR) ~ HER2 £2 HER4 2} = 7 ¥ if chig

%o A4 7> neratinib ¢ *5 X EGFR & HER2 p gipk it ~ T 250 MAPK & AKT 3 4 @3Rp /s » &

7 ¥4 R EGFR {r/2% HER2 o fn?e R & £ % 75 14 o Neratinib % £ & 381 M3 ~ M6 ~ M7 & M11
&2 g7 ¢ e EGFR-HER2 &2 HER4 i 2o o 4 ¢4 -0 RIS neratinib 776 ' fe $R 4 I HER2

¢ EGFR e/ SR BH AP § #rdlim s £ o

122 Fhoes &
SHET A S

- 84N 60 i It%xpféim P me s FAIEEE B o EA AR R
NERLYNX % QTc FF i e 535 n 24 2 NERLYNX Frc R ZE T > QTCc R A A 4 Tk 10 M
H R

123 ¥4 64 &
Neratinib & 40 % 400 mg & p & 2 EH FEFIN » 2RI ZEARPB D PK #icdy @ & T 5 f# (AUC):H
B Ae MR E 0 B o
\:}Lj’(
Neratinib &2 3 & jE A3 M3 M6 2 M7 v JRICE S 2 3 8- 2 FFE P& B ER -
& po i 3

AT MR IR RS B 8 (Y 55%° 77 - 31%mH K 1t £ 45 21 14% %0 )& R 3 % (1 50%5 -k it
L‘Jrﬂ 35%7%5 7722 15% 3-v %‘r)w % NERLYNX 240 mg =i & i)ﬁ!ﬁ,—‘ﬁ PR AP RETRE o B
4 s> %) ¢ neratinib 7 Cmax 22 AUCine = % 1.7 £ (90% Cl : 1.1-2.7)f= 2.2 £ (90% Cl : 1.4-3.5) - %ﬂ;%ﬁr

B & 6 & Comax 2! AUCine = § 1.2 1 (90% CI : 0.97 - 1.42)f 1.1 (90% Cl : 1.02 - 1.24)  [;# £ F #
* £(2.2)]

AT

Bos AP ok % 8 NERLYNX i 8 3k i ™ engg i 4 R ff L 35 (%CV) (VsolF) 5 6433 (19%) L -
LAY AR A R :Ff: ® neratinib e3-v TR L F F 3 099% 0 ¥ 22k B m B o Neratinib 2 & 27 X g
o R Ao A el R B E

Ji?i“

R L FE YA T x5 p 240mg ¢ pRAE 59 NERLYNX i - neratinib ~ M3 M6 & M7 i 3 &
S T (%CV)/ﬂ\ % 14.6(38%) ~ 21.6 (77%) ~ 13.8 (50%) £ 10.4 (33%) | F¥ © fs 4 ¢ 423 WA v
FRA £ 15 0 neratinib m,—,?“,lfi FHITHEANT I LT R - BRI LY & p A E 240 mg A
% A NERLYNX 4 % — #2248 %5 & T (% 21 = )eh CL/F T 35 (%CV) A %] 5 216 (34%)22 281 (40%)
L/hour -

“\“v =

7 2
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Neratinib 1 & A 3F5% 7 4 CYP3A4 3> > 3ved 3 5 % 0¥ 4§ g8 (Flavin-containing
monooxygenase ; FMO) * gt o

NERLYNX © JR4% % 5 > neratinib 3 s % # i & e 2 o fuik B £ 34 5% (n=25)7 » 11 240mg 5
B pRAIR e NERLYNX i P48 %08 6 15 » &4 4 M3~ M6 ~ M7 22 MLL h1 &l 5 £ (¥ 40~
G )4 5] 5 2 4 neratinib g2 B (¥ T 6 4£) 15% ~ 33% ~ 2206fr 4% -

HE

vRPA 200 mg (1R AR A0 0.83 )ik ¥ am neratinib © PRA A1 » X TR FRHE Y
97.1% > @ Fife it (b 1.13% o 2 s {2 60161% & 96 /[ B ¥ e > @ 10 % (& % fc 98% -
FIREF

Eds ~ wE A ¥ neratinib 6 8 © o8 f54 B F R o

iy 7 _frﬁﬁ B¢

Fpod BEI L ARERTARG 28 F TR/ 4 FUEL S TR T 0 S S
ik Rl L g R EPHER DY R TG e 4 S RAENEFER - [ AR A
%2 ¢ 7 (8.6)] -

YFrd gy F rf?/,?; <

Neratinib i & & 3F5€7 3o A% i 2 2 G2 £ (Child Pugh A~ B fr C & & 5 n = 6)1
PR RS A L = el - éfé—‘k(n =9) ¢ » =5 H & 120mg 7 NERLYNX # & - % Child Pugh A (¥ &
3 5 5 % 2 )4r Child PughB (¥ BIAFF A };)m}i% A @ speratinib REE & 0§ i & t&ﬁiﬁ TS
B E &7 i 2 2(Child Pugh C &) 4 @ o neratinib Crax 2 & ST 6 ff (AUC) & 35 v It § chif R
AR W2 F 273%r 281% - [,,;tﬁ%ﬂ ¥k n £(2.3)04 2 #,;é 2 #(8.7)] -

R )

¥ 5 g CNERLYNX e f2 2 g% 7 5 (G phsk(pH) = % 7 "% M o 22 Gl 3 pH BEchZEF +
v € P neratinib 3 fER v kA PEE S cfer P REE o A lansoprazole (- FAEF & 4l H])
(% p 30mg)# H # 240 mg v PRA E 59 NERLYNX & *# E% » neratinib 79 Cmax £2 & R & f# (AUC) 4 %]

*% 1< 71%F- 65% o H &) v JRA £ 240 mg 7 NERLYNX *+= p & & 300 mg > ranitidine (- & Hz < %
IR 2 ] BFEIA PF o neratinib 0 Crax &2 8 27T 5 4 (AUC) A | ™ % 57%7r 48% - B | o JRA&| £
240 mg NERLYNX 3t 150 mgranitidine = p 2 St (3t 5 BAedt P B > IR X 12 0] pF)W 2 0] PR

P > neratinib £ Crax 22 4" 3T o f# (AUC) A B T '8 44%{r 32% - [7-2& # /# * £(2. 3) 7z %# FIE
#(7.1)] -

% 2027 ¥ 2T CYP3AA #rif/#) - teit B % 384 (N=24)7 - ketoconazole (400mg % p 1 454 5 %) (- &
58 211 CYP3A4S Fr4)4) 22 H 4| © JR 240 mg 5 NERLYNX #| € & * & neratinib 9 Cmax = % 321% >
¥ T 6 (AUC) = § 481% -

# AAT g ¢ 2x CYP3AL e & cngl 58 o
P *1&.& FREE RN 5 ¥ sz CY
flarfB#r 7 57 (1.1)]

£ 7| neratinib i & 4 CYP3A4 ijs (37 %55 5z CYP3A4
P3A4 #r)# & * 3+ NERLYNX % > M erBEA B 87 &4
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5 287 7 2c CYP3AA ZF#3 » bk = #H(n=24)" > rifampin ( #8556 »c e CYP3A4 3% &) & 5 &
v PR 240 mg 7 NERLYNX #| & & * i neratlnlb Crmax ™ "% 76% > & & BT & FF(AUC)™ "% 87% - p
* NERLYNX ¥ fhii # > E M 53 M6 & M7 chd T 6 ## (AUC) ™= T "% 37 1 49% -

W A g P st CYP3A4 3 S& cng 38 - 4 £ 7] neratinib 2 & ¢ CYP3A4 g5 30 x__frg »x CYP3A4
FETIRMBEEFORERH > ¢ ox CYP3A4 F 8AE ¥ 1 NERLYNX  se e B2 8 5 & B
(2B #FF 2T E7(11)] -

NERLYNX #7 P-gp & 3-v 77/ 7t it b 324 (n = 18)¢ - digoxin (¥ #| 0.5 mg © pRAE) (- &
Pgp % )& % % 240 mg 7 NERLYNX © pRA&| £ & * # digoxin e Cmax T 32E 2 3 54% > & & ST o
MAUC)= 8 2% [ #F e T it#(1.2)] -

KIEER 15/ 3 351 K. 4

13.1 Eﬁ&'ﬁ_\ﬁi%t}_ 4 ¥4 K#Fv
¥t Bl 13 ft’ 10 mg/kg/day s JR neratinib BT - 75 2 EH ARB IR o At Bt
A ¥ 240 mg/day 2. A H ¥ BT 6 f (AUC)>25 13 r;lgcg <, neratinib 244 ﬂfrﬁi]“* LBY A ER
Felt o f— I 26 kY > 454 TgrasH2 A Fl#g s ] Ko v PRIE & 2 N E p kA F iE 50 mglkg/day
(s242){- 125 mg/kg/day (¢-14) 4| £ p - neratinib 7 E Rl

A A ERRAMES) S T~ A AR T IR AT M AT & LA S BRI A A
? o nperatinib # £ &R R M o

- JE AL Blend sm 4 BT > A B E 12 mg/kg/day mneratlnlb BE (7 mgim23- 5 9 5 A Rh
*iERAE 240 mg/day 1 0.5 B)x A4 zﬁm BRSSP e AL L»P HEAF R E S
R Y o & p v RS neratinib £ i 39 ik{s 0 2>05 mg/kg/day | £ ¥ ETREINELEF TR0
FLER T g E R (F AT 6 A (AUC)) Y 5 B~ 2 A E 240mg 2 A R EE (¥ BT 5 i (AUC))
104 & o

14 T 5%

14.1 5B s v 3 B2 P00 R
¥+ ExteNET 3% (NCT00878709) # 431 NERLYNX 1% » 187 ok » i 2~ 31 £ % # HER2 15 12
L,}T%Lj’:; =BINR \“iﬁﬁk ]ﬁo‘ %‘F] ‘&Eji‘}'_{d’ﬁ&pé‘,‘fﬁ

- £ 2840 =g 3 S ¥ (% 13 % 3c#H)HER2 F5 51 ¢ = = §ff 414 trastuzumab Jo B AR 2 £ kit
b0 AL A fede X NERLYNX (n = 1420) ¢ % FA#l(n = 1420) « "L & fe e ™ 7|55 2 K 7 3
R E S HTEREO1 3 38 4 BT &) E L trastuzumab & 1 R s B 8 B
(fi\};‘ff A LT ) NERLYNX 240 mg & % G 5 & p — X v JREA #f*ﬁ’lioflﬁ'/%“i#ﬁ%%
LE B H P EREEL] (|nva5|ve disease-free survival [iDFS])* 5 > iDFS = & 5 p "W A I g & 2
RPEERAFRIFEREF RIS ERITGR)CBARF S TR RT - DR EHI F 2 EX 28 % o
Bl A T A B R AP I o R EE nE Y el 52 (28R 23 1 83) - F
12% % ;é—g E# G 65 R o % F R ;é—‘ﬁ w8 A (8l%) - Iy A ik 14% (385/2840) - ¥ < R4
s‘i’;éﬂi(% 7%)i7 ECOG # av it fs 5 0 24 1o 57%% 37 ?,jé FEF 2B R(EE S ER B/
PR Bit)~24%% H = S5 ~47%73 12 3B rhﬁc“’ BFoom 30%F 4 BT B 10%
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ERE R E B AR ~41%E B WA m 0 5 31%5 % LB A o % 5 ok 384 (81%) iz &+ i b
1+ trastuzumab el BN R o NERLYNX Yo BB - A trastuzumab o I
ﬁﬁ/&ﬁomfﬂ?ﬁ” Hci: 44 B > ZREAEP S 46 B Y o NERLYNX ‘e Ek& 5 0k ¢ =¥k
2 116B" » A EN S 1182 o

ExteNET 3£ s v s % f S50 & 8 ol 1 -

3 81 & BIPHLA 5 %05 W (IDFS)» & [ExteNET 2% - ITT %]

T & #i/ 8 BN ¥ 241 ¥ hiDFS ™ A & HR? s
(%) (% » 95% Cl) (95% CI) P
NERLYNX % A NERLYNX % |
67/1420 106/1420 94.2 91.9 0.66 0.008
(4.7 (7.5) (92.6, 95.4) (90.2, 93.2) (0.49, 0.90)

Cl= G # % &, HR= R *&+";IDFS=g &% {5 I Fn ITT=/55% & + 4 #7(Intent to Treat)

*Kaplan-Meier iz 2+ &

tix & w0 trastuzumabi s A (B P R A) s T B B0 123B 2>4BHB M B) 2 % E 5 £ BER/PR
AR (B E) A K

T4 K 8% 2 2 (Stratified log-rank test)

W 1: ExteNET #% ¢ 0 iDFS—ITT *%#
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100 -

D gL

AL a

AN AL L ey

------- | Liupy
it Ll S R () S TR LAUBRUINIUL WS YU P jal

90
—~ 80
X
= 70
S
vt 60 7R %k (HR)) 0.66
5y (95% ClI) (0.49. 0.90)
50 :
i pie 0.008
T 40
# 30
4
20 -
10 Neratinib =
o % A e
| I | | | | I |
0 3 6 9 12 15 18 21 24
A s ) #K
LN WES 3
Neratinib 147 1288 1257 1227 1188 1150 1108 1033 662
TEAE 1420 1367 1323 1291 1242 1206 1161 1089 704
% 9: % 24 % ¢hiDFS ¥ 4 A 45 [ExteNET ##5%]
s T & /3N ¥241 % ¢hiDFST (% > 95% | A 4 K HR
(%) Cl) (95% CI)
NERLYNX | % @# NERLYNX | % &#l
4 29/816 63/815 95.6 915 0.49
(3.6) (7.7) (93.8,96.9) | (89.2,93.3) | (0.31,0.75)
e 38/604 43/605 92.2 924 0.93
(6.3) (7.0) (89.4, 94.3) (89.8, 94.3) (0.60, 1.43)
T BR
e 7/335 11/336 97.2 96.5 0.72
(2.1) (3.3) (94.1,98.7) | (93.7,98.0) | (0.26,1.83)
123 HEMEHKT B 31/664 47/664 94.4 924 0.68
(4.7) (7.1) (92.2,96.1) | (90.0,94.2) | (0.43,1.07)
>ABHE MM B 29/421 48/420 914 87.3 0.62
(6.9) (11.4) (87.9,94.0) | (83.4,90.2) | (0.39,0.97)
% % Trastuzumabg? i % ¢hi s % "8 B
[l 49/884 66/886 93.2 92.0 0.80
(5.5) (7.4) (91.0,94.8) | (89.9,93.7) | (0.55,1.16)
& 5o R 18/536 40/534 95.8 91.6 0.46
(3.4) (7.5) (93.4,97.3) | (88.7,93.8) | (0.26,0.78)
BE3g L 9 Trastuzumabis B % = pF F
<1# 58/1152 95/1145 93.8 90.9 0.63
(5.0) (8.3) (92.0,95.2) | (89.0,925) | (0.45,0.88)
1-2=# 9/262 11/270 95.8 95.7 0.92
(3.4) (4.1) (92.0,97.8) | (92.3,97.6) | (0.37,2.22)
HR = fé Bﬁ L
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Cl=% i % F;‘*(Confidence Interval); HR=}. *% +* (Hazard Ratio)
¥ Kaplan-Meierré FE

%) T5%¢hs é#”‘ﬁ*-‘:é%ﬁé’: 24 7 S TP AN EHCH A THBEFER UL - =R op e
FIHFE R M A58 5 £ 8 IDFS % % & ExteNET 25 ¢ L& 5|2 #3 iDFS % % - & o & iDFS #
’HEE:' » e 4)1 Z%hj)sf:ik‘jﬁﬂ" > f{igﬁ#l%/r 2 AL 2 :’\"ﬂ °

16 /%% 8 R 5

NERLYNX 40 mg & ‘= d ~ #2554 — RURF TW104, & ¥ — @[T F &%l -

NERLYNX thé % 5 : 180 42 HDPE #g %

B2t 2 30°C 1T

17 pABATR
T < B PE G H Ty & A

=)

o & oy A NERLYNXGS ¥ 8 3 2 Ap M enilil > § BT vl 5 £ 4 -
o A AR ALI 2B 0 HEM L :%fé%%ﬁimlﬁ A
457 A FNERLYNX R 80 FF 48 4 & B CH35)gS & m 35 ~ 78 & 8 %ip M il > ez
T e H R R Az[pd_,egv #Er BQ1) 02 EFer g EA(BL)] .
o Xed
o &4 ANERLYNXG S g #F 2 AR B e md 2 J L FRT PR ZER -
o AT AR P T S R AR w o B o e R [ R R EFLALET
(5.2)] -
N PA-R5 6D F M
cdp A EEFRE AR L R R REREE o 2 vt fhm A NERLYNX$ P8 52 enh i 22 0
SEETREA s R *ﬁ/? #(8.1)] -
cdp B A T R PR R A HE Bfs - AINERLYNXS 1M 1 N i@ % § scenig 2 455 [
FREEFL 1 E FH(BI) I E ok .%—r/é #(8.1,8.3)] -
o f oo Y S NERLYNXGS B 8 I 12 2 bl — BE 4 (52 D13 1 p 3 (0o 5[ REH F 7
# #(8.2)] -

B i

P NERLYNX i #3540 42 2.3 160 3 Bl 7 s £ 8L i BRI iy R i 8 0
o B J[gg\, T it [Fi—ﬁé/% # 2% £(2.3) 0 % fpg #F25(12.3)] -
« NERLYNX™ ¢ fRTEE PRER AL I AET o g A AR TS RACRIFIPPE Y o o <R

LR UEELP 0 H A S IR - 7o ¢ HIRA A NERLYNX S E R IR S 3
f% B G IR T Hpt R FUB D 5 2] pE 210 BF i 0 1L IR ¥ NERLYNX o [fF £ £ # 4 # £(2.3) 17
z2 #1427 /7%(1.1)] -
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* NERLYNXT it 2§ § A 2 23 (5% o 4557 5 4 @ £ &R * NERLYNXPF @ * § 5 il 5[ £
REF T *(7 D] -

W /2-': W E;
BT omA K Rt Qdp ke cnpEATIE & 1408 NERLYNX » £ 41 o
CERALET E o B A WA QROHE o 5T RRT - A s p IR

NERLYNX [# £ & # # # £(2.2)] -

Fi A A
NERLYNX® (ner links)
(neratinib)
4z )

M ANERLYNX » & finsrig chb £ & T 5 0 ?

NERLYNX® it € 5142 BE Rl iT? » & 32 :

o Mo il s NERLYNXH Lehgiv* > fed ¥ S € B o Bend BT i in4 B 5 en@ A foipdld
ok o F G4 * NERLYNXPE » lmmﬁﬁﬁ;“ﬁﬂ@&@%%#ﬁNHMXNMG%m&?
B 7 (56% )7 B = loperamidelt /G3p 7 & 4 L& > 1 BRARE B2 o A UL hid B Rk
— % & NERLYNX# ;5% o ) HE e FEF % - HINERLYNXRE 42PR* o
N %TF"’Fﬁ FLE RSB = I
o KERYT¥F % - HINERLYNXH 4PF * loperamide -

o) L_ﬁurv B 7 (56= ):NERLYNX -5 8 B 3 PR * loperamide» 2 {8 AR F R PR * o (G enid B R
ﬁ&%%*%'ﬁ”@%“ﬁ%#m% #%ﬁ°
O ¥ R 4P NERLYNXPE » G enit B PRkt 0 H 7 il § R B G H & BF AL R - 4 B

[ et B PRGE R i AT o fe @ gt ) ﬁ%*" A e

o TR ER R LRGSR L RE

PR L RED T > GG A B B R e (S e i R R X LR 2

FELR Y R 502X EF A BT R SR B R

FREFLERFHAEORHEERS FRASFR G E L RBHAMEEIRERAERE

e

o ..5};5@2:@ (56 % ) HNERLYNXw f 18 > i@ B G chit & b dt - cdp 7 AR T R IR
loperamide ) #5241 %878 ©

O O O O

F AR BT o B BEREREET N R L EHONERLYNXH £ ~ #rpFiz b 8 % > it
* & B B A

NERLYNX; 5% o

PR B REY hF W 0 F 5B TNERLYNXF ¥R ¥ 3 chgl (72

|

0
L
o

NERLYNXE_i* 7 ?

NERLYNXH ~ fi % 585 5 9 5 & A s £ k™ 80 A F @ & 0T ig it
© 5 AR AL LTS L H2HER2)M 2

o LA i &% trastuzumab & 3 e B PR o

Py AAri NERLYNX® 0 828 F & >3 2% e

=
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FE* NERLYNX# > Fﬁ‘%?’? ik B ﬁ?iﬁﬂ:—‘k K& o3 m]’f%‘ﬁ"/"ﬁ » P REFR/F UT R
o FOTHRNAL o BV R |mMAE mNERLYNX °
. 'I*Zi ‘“‘”‘%"{‘5’- NERLYNX¥® sc $75 23 = 5 3 o F & f—’ﬁé‘_—f" Rl A

o & B4R NERLYNX® » [Seni B R 3k & f'@; & FIRE R

O }@E%?/r}?ﬁpﬁeua 6 — HNERLYNX s 2 ’1'@‘ T 4}5 rrend ¥ 'J(@i#%‘*’)

o ;%—E 'm'kﬁ%‘iﬁt"‘ FTPWuli—«E"F"ﬂPF'&ﬁ'%%mﬁE‘—%‘z ¢

o 5 NERLYNXGS 00 £ B » S5 1 2 3% 6 it 3 B A 2 -

o ¥ 'kt}]%i AFFEATA A BTE IR IRIRE R L ’*ﬂJNERLYNXfé?)TB; BN i H

7 rend ?4"”# (2 )5 -
e AR F R P 0T 7 e NERLYNXEE 38~ X 52 517 o 300 2 G512
- AINERLYNX{s £ 21 2 p A gL e

'frj,_ %%7@‘ U o K

i P i R IR e 0 s ek B Bl 3
4, @mk% R o B R

HEF IR Fh 008 5 (L5 T3 RArFIB L PPI) > 722 5
7o NERLYNX; o Hp FF PR #* i3t g o

;w;g,, 4ot JR* NERLYNX ?
s GFER BRI R RERE '?qz
° |m,L}3‘=p§§ﬁ,+—dz—ﬂ;bg ;%:
* FHER PR* NERLYNX -
. ’%—“4 x4 K48 fe epE PR NERLYNX o
© RS TNERLYNXE 4z 35 we i ~ v 3~ 2 4 B NERLYNX # 4z e
o FIGPRF FIELA] o o FIE A Y F3) PSR NERLYNX -
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