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ABEE, RCIKE-HESIF 552 EEICHT 5188 2+
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TO22&. BEPROONABZEICE®EZPIEL, BEYA
WMBEITHIZE, £, BEVHIIARIEZhICETZE
HEOTFTT. MEMMERBRSEOEELEMERARBEICHT 28Z
EHQCITHT &L 8.1 9.1.1, 11.1.1388]

g

=%
=]

—_

2. BR(RDBEICIEHBEL BV L)

2.1 KB ORI UBEE OB EO 5 5 B [11.1.95 8]
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9.1.2 DARLIERDH 2 BEXILZOREREDH 5 BE
SERDSEALT 2 BENDDH D [8.3. 11.1.58H]
9.1.3 EEREEHSETFTLTVIEE
JERDEALT 2 BZNDDH 5. [8.3. 11.1.58H]
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9.3 IFipEREEZRE
9.3.1 EEDITHEERZ (Child-Pugh%%EC) D & % &2
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9.5 1Ti@
TR SRR L T W AT REE D & 5 ek, EE L ORI
WEkEEE RS LTSN ABEICOREGT A L, B
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9.6 ®IiF
B LW EHEFE L, BIERTAT BT T5 2L
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14. BALDOZEE

14.1 FEFZMAEOZE

14.1.1 PTPALEDHFIZIPTPY — PS5 WL CRAS 5 &
IIRET L&, PTPY — FORKIZE D, W OSifAE A E
HElEAMIA L, BIZI3e L2 2 U CHERBIR &5 0 B 2 A0
AT LI ENDH D,

14.1.2 fRHERNCPTPY — b 25 WY T X HfRES 2 2 &,
[20. 2]

15. ZOMDEE

15.2 FEERREAER (CHE D < 153k
FHER 2 W7 R 2SR RBEBRIC B W, BIESRO SN Tw
L5, & MY UNERE v g R 2R B, Mutavy v A &
AW Bm TR ERABFL T v b E VIR O
aXAy N7 vEATRENETH - 72,

16. EMENE

16.1 MHiRE
H AN 38 7 126012 451020, 40, 50mg % 22 JE I (R HT2ME
fif] e ORI A ) BRI G- L <1 H 1128 H Fif BUAR A%
1455 L7z & & I RZEALROIEY BYRE/ S T X — & R O ML R
AL BEHERS 2 LU 2R o AUCo- Je UCaxld s ASHI120~50mg D
P CHEILZ D2 LRl THINY %0 $5RMEHRSH BIZI3ER
REEIZHEL T EE 25N, KH O RFARBIIAUCH-TI132.8,
CoaxClE2.1TH o 720

R ORHROKGHOT 7 7F =T OFEYTRE ST A =5

Ha S
RMFI9ME | 20mg | 40mg | 50mg | MMFIIME | 20mg | 40mg | 50mg
(% gCV)¥ | N=3 | N=3 | N=6 | (% gCV)¥| N=3 | N=3 | N=5
AUCo 147 | 2999 | 539 | AUC..¥ | 409 | 1240 | 1010
[ng-h/mL]| (84.5) | (6.01) | (59.0) |[ng-h/mL]| (16.5) | (9.73) | (71.5)
Crnax 124 | 189 | 44.4 | Cmxs | 26.9 | 83.3 | 66.8
[ng/mL] | (101) | (45.8) | (60.6) | [ng/mL] | (24.9) | (30.1) | (71.6)
‘ 3.87 | 4.05 | 3.00 3.97 | 2.97 | 3.00
tma” [h] | (3.00- | (2.00- | (2.02- | tmax. 2 [h] | (2.92- | (1.98- | (0.983-
4.98) | 8.95 | 4.95) 4.95) | 4.02) | 5.03)
21.3 | 37.99 | 14.8 38.5 | 40.4 | 33.5
belhl @) | e | o) | P2t ey | iy | @22
a) gCVITTE B RS % %5
b) Hr g (/M — fe K AH)
c)N=2
d) T IX24FER . sslXERIRED /8T X — ¥ & FT
_ #5188 #5280 8
£ 120
E" 100 —O— 20mg (N=3) —0— 20mg (N=3)
E —4— 40mg (N=3) —A— 40mg (N=3)
& 80
~ —0— 50mg (N=6) —0— 50mg (N=5)
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N 40
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16.2.1 REOHE
BN B AR 40me & m B AR I C B MR T 5 Lo & & 22
NS 512 T AUCo-o J UCrmaxld Z 12139 K UB0%AE T L 722 (4
EANT—%). [7.32H]

16.3 2
© MZBI Bin vitroM¥EE FIAG & 51395% T - 729, RANL & b
HTIVT I RO a l-TEMEREE T (AAG) LA L. AAGE OFEAI13&
FUERE IR LTz $720 & bin vitrol2 BT A1CIE#T 7 7
F = T OIMEFIT (C/Co) 12, 1.02~2.21TH - 727,

16.4 X35
777 =TV din vivoll BWCEERE R AT AERALIHRENZIZ L A L2 T,
IO EERAHTETE L OIEFBEIIMETH 727, [10.5]]

16.5 HEit

16.5.1 “CERkT 7 7 F = 715mgV il & R A ISR O#HS Lz & &,
PG BE D85 . A% ATHEAF 2, 4.3%AN R HEE S 2 IS
72U E D H988% (FEE P © 85.6%. JRH : 2.5%) ASKRZALKTH - 727,
FENT— %)

16.5.2 In witrolZ B \» T A # 13P-#E & 11 (P-gp) & OV 5L it 74 & A
(BCRP) DIHETH B Z LATRIBEN TV 2772, [10. 5]

16.6 HENEREETH8E

16.6.1 BEEESE
rp B IR OV R R R AR R R (£:801) IS AR H140me & HE Rl G- L
o8t EREREIE RS (K o B 1ok L T e nesl) 2kt
AT U R R AERE E (eGFR : 30~59mL/min/1.73m?) # F§ AT
1ZAUCoas1322.2%(90% CI: 95.7, 156.0). Cmacld1.2%(90% CI :
72.9. 140.3) ® EH 3 RED AL, HEEERAER E (eGFR © 15~29mL/
min/1.73m? % & § % B T &, AUCowstl350.0%(90% CI : 105.3.
213.7). Cumaxld21.7%(90% CI : 90.8, 163.2) ® L A-H3588 57z ()
EAT7—%). [9.2.15]
F 7o, REIHEMPEL G % 2 7 Bg27 (g 7 7 7 F = 7k
44605 57) % b G REE S B EE AT 2% 206 L . A B SE R R O R
VBN ASARA] O SEW B REL T AT § 552 % 3Rl L 72101, 30276
b, BEOBERERERE (L T7F=> 27 7 > A50mL/minkk
1-80mL/minkA ) (£52861 (205115 57 , 45 JiE > B H BB 5 F8 3 (30mL/
minB\_E50mL/minsf i) (2161461 (5548 &) . T 5 o> '8 i 52 5.3 (30mL/
minZk i) 1106 QU ) THh o720 Z LT F =2 20T 52 AN
79mL/min (Fr Y fiE) o B & I L T, 60mL/min % O0°30mL/min® &
HTIFAUC: . «lFZFN2N13%J% 10842%D 15, 90mL/min/% 1°120mL/
min® BH TIEENZ16% M O20% DI T AR E 7z,



16.6.2 FHEERREE
£ (Child-Pugh/3 A U E# 1 (Child-Pugh /3 #B) O IF AR & 12
AFS0mgZ HRFEL 55 L7z b &, MFERESE & B L CRERICH S
LA A SN p 225 72101 FE (Child-Pugh%3$HC) DIFHRER E D &
2 BEI B HIEYBIEIME ST, GHEAT—4)[9.3.12:01]
16.7 EWHEE(ER
16.7.1 U RFEWL
AAN20mg D 5 1T 2 P-H & H (P-gp) OIEAITH L) b EV
¥ L7z & EDOARH O AUCow L U Cumax|348% J2 1739% 15 L 729, —
Jiv AHl4omge ) M FE N EREEMALzE & AUCo-o K UCrax® 1
AT ENZNLI%K U4%., AHIITORERTRIZY D ez iH#S L
7ok BIIEZENENIU I UB%TH - 72, [10.250]
16.7.2 U7 7>EY >
AHN0mgRAFIZP-gpDFFEFTH 2 ) 77 V¥ Y &G LI L &,
AHN D AUCo-w B U Craxld s ZILZ134% S U229 F L 7255 [10.2Z: 1]
TE)RRR S N - ad, TlE, AZiE7 77 F=7& LTLH
11a140mg & ZEJERF IS RE G35 %0 2l BFOIRREIZ L0 @Y
WY 2%, 1H1A50mgE T TE 2. ] Th b,

17. BRERARIR

17.1 BHHRULRLMICEEY 28R

17.1.1 ERREE S M AHERRRERR#EE (LUX-Lung 3)
AL 2 9 1 R iR R OEGFRE (5 T %5 2 (Exonl99 K 2% % % (Dell9)
Exon21 OL858RZ: F45) itk o0 JE/INAI Al (s /B & Kb 52, AH)
40mg#% 1 H 1[0 22 1 (A2 oo 1IE R Db i D01 A 3 i DU R ) 4 5 L 72
BROFMER &IV T, XA ML FE R+ A7 5F ¥ (PEM
+CDDP) O s & i & L Cafili L 720 AR PEREx R 611334561
(A5 823060, PEM +CDDPELLSH]) TH V. = D 9 583 (AH#:54
B, PEM +CDDP#:2961) ASH AR AT - 7219,
FEEFMIEH CTd 2 MO H e T B AHEIC X 2 IREA R (PFS)
OfgEIE, AFIEETIL.1H H. PEM+CDDPET6.97 HTH . A
HI#EOPFSIZPEM + CDDPH#E & W L THEICIER L7 (N — Flb
0.58, 95%fZHEIX ] © 0.43—0.78, pfii=0.0004, WiflGH TS > 2
WesE)o 72, EGFRE(ET RO (Dell9, L8R, & Dfth) Hili &
LR EHIENT OFERIZ, TROLBY THo72

1.0
25%fE hRME  75%fE
S Iz 532 1114 1912
/o8 "
-]
=
E
&
= 0.6
04
02|
00+
0 3 6 9 12 15 18 21 2 27
atrisk & EEBEEHE (R)
FHE 230 180 15t 120 77 50 31 10 3 0
PEM+CDDP#: 115 72 4 21 1 7 3 2 0 0

S48 7 A A7 3 ] O K aplan—Meier B 75
% EGFRE&TZEROFEHEMIC X 2 PFS (Fr i) o F

Wi | AR | | v i | 9%t
peng | P 260N 0.28 | 0.18-0.44
s I I 0.73 | 0.46-1.17
zoft 2(53:;5 o 1.89 | 0.84-4.28

BUREHITIE H €& % 24 H (0S) (20134:11514H 7 — % /1 v b
7) O IE, AFRET28.27 1. PEM+CDDP#£C28.2% I Th -
7o (= FH0.88, 95%EHEX I  0.66-1.17)0

AR 522960 (H A A5481 % & ) t228651(99.6%) (2 BIE A3
o b, ERRIFRIE. TH21860(95.2%) . 56514161 (61.6%) . K
1 9£130%1 (56.8%) 55 T - 720

18. ERhEIg

18.1 fEF#RE
AFNL, BAERK O #ATERE2E T HEGFR(ErbBL) 7217 Tld 2 <.
HER2(ErbB2) % "HER4(ErbB4) & F 11 3 & 3 F — B {ifi M % R0 iy 12
[H% L, ErbB% %1k ~7 7 31 — (EGFR. HER2. HER3(ErbB3) if: 0° (2
HERADIE T 2 RERINT O T A v —DiEHEHET L2 L1248, %
BRI S DRA Y 7 FIAZE R MWL, TSIO8I % 9§ 2102,

18.2 HEEMR
KRFNZ in vieroRWBRIZ B\ T I NI FH K OEGFR# (77 B A 1
% B3 HHI666M ARk, EGFR# (5 DL858RZ 5 % A ¥ 5 NCI-H3255
AR B OSL858RZE B & T790M%E 2 % 45 4 4 NCI-H197540 i bk 0> H4 Jiki
I L 72202,
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19. ARMRSICET 2 EEFME
— kAR
777 F =7~ LA VY (Afatinib Maleate) (JAN)
b2
(2E)-N-[4~(3-Chloro-4-fluoroanilino) -7- {[ (3S) ~oxolan-3-ylJoxy}
quinazolin-6-y1]-4- (dimethylamino) but-2-enamide dimaleate
¥k
CuHzsCIFN5O3 - 2C4HaOx
SR
718.08
PEIR
H~EEEDOM R TH Do AMIIKAIILY AT IV ANKFY FIZHE
FRF AT = ZRREITIZ L 28 7 =V (95) I ITIZ v
23N

SEREL
log P=4.7(pHO9LLE) . log D=3.8(pH7.4)

20. BV EDEE
RANIBE LA E R 720, REAOHERT VI o —adED
FEMRAL, AEGRIRR LR MG TRET 2 2 &0 [14.1.22]

22. @k
<TF MU T720mg>
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