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LY T B DA % O, D A EE 5 ST O LT Z N
5. 74K UB. 01 TH -2 UHEAT—4), [10.258]



16.7.4 LT )= K
TR A A LTHIIZCYP2C8 DI D L2327 Y = RO. 5mg% A (300mg 1
A2 SR N b)) PP CHERR A#S Lo & & B G &
He[ b7 Y = ROAUC, o & UC,o DFHEE B 3 MM D FeiT £
NENL IR 69TH 7212 GFEAT—F), [10. 28]

16.7.5 3% >
TEFERE A 13HICP-gpDEE DY TX 3 0. bmg % &K (300mg 1 H 2[H]
SAERE O L P CHEIR O S Lz & & B 50 & b
T AX T DAUC S ONCo D FHIEJE R LB D LT ZE L E L
146K 2. 36 THh - 721" SHEATF—4), [10. 28]

16.7.6 ZDh

(1) BEFERL A 9B AAI300mg 2 HIBR A D A A 75 >~ —/1 (40mg 1H 1[H]
RiE#HS) LA CHERAOKS Lz L &, B 5L b Y
T3 F =7 DAUC; ¢ B OCo D FRHE Y F S BIE OD LLIEE L€ 400. 88
FEO0.8TTH -1 GEAT—4),

(2) fEEERR A LTHICMATEL/MATE2-KDEEL D A kAL 2 > 850mg % AH])
(300mg 1B 2[EIKAER N 5) &P CTHIEROKE L & &, Bl
BeHREE AR A R I U DAUC, S ORCa D FREE 1 I 24 AT L fiE
DITFNENL 39K 08 TH 7= GEAF—F),

(3) BEHERLALTHNCCYP209D HE D L7 % I F500mgZ& A (300mg
LA2EIXER NES) EOFACHER ARG Lz s &, B SR
LR RV TH I ROAUC oS UNC,, D FHFE 7 A S SEE O i
ZFHRENL 05K T0.96TH 7Y GrEAT—%),

V) AHI o 7GR R R AL E]300mg & 1 A 20l O e 5T 5,

17. EGERALIE

171 AHHERUVRLEICET 555

17.1.1 @45 T 48508% [HER2CLIMB (ONT-380-206) {E%]
JAFA U <X FIRRRESUI BRI IC T 2Bk L LT, #
X4 RPUBMEEAY, IRV T ALY AT RO T
AY Rw T TAH DK BIRFRIED & HUER2EGIETY O FliR
BEX IR IIERE6 2B 25 L LT, R T AV RS T R~y
2 OB TARRIIET TR e 59 % " E SRR A £
L7z, BE2 : IOEIGTARARE (RAl+ h T AY X~ T +H Ly
e ) (4106) SUIKRRRE (78R + N TAY R T +7
R FEUEE) (20261]) IZHAEBIZEIY T b, 1A I vE
21HRIE L. A#IB00mg %7 T AR IF1 H2ER nE 5, A=y 2
VIFEIH G814 0 BIZ1000mg/m* (RZEHEEE) %1 H 20RIR% 0 #
HE) N5 2y X2 TR A 2 01 H BiZ8ng/kg (KH) %
TR G- L, B2V A 7 VURRIEEE L H B iZemg/kg ((KE) % §8K
N¥EE LT,
FHI AL S 7= B DORHEHIEIC OV T, HIE I3t T 2L E D
AR O i [FFH] 134 [2~14], PIRARE ST HFRILEIC
S AALEFEO RS O R Y fE [FFE] 133 [1~14] Tho
Too FTo, HIEITKT 2 & 0 RBUEMEEEANC X DIERBO H
LHRFOEIBIT. A TH-T,
FHFAMNIE B Cd D MAELIZEHN O 1 7= ) 048061 (ARFIRE32061,
SHREEL60M) (Z351T D B MRS H L] E O FFAM I 35 < MR
TEWM O RAB I ARFIRETT. 8 A, XHHBEETE. 65 A THY, Y
— NH30.54 (95%EFEXM ¢ 0.42,0.71, @Rlla 75 v 7 igEp<
0.00001, A A (W) 0.05) T, AAIBECHFFZMICH /I
EMRRo b,
AHIFEA0ABN IV T, 3931 (97. 3%) ICRIEFANZRD BT, FE2F]
TERIE FHI30161 (74.5%) . T8 « J2JEEFE AR 0 A A0 1 1 264451
(65. 3%) | FEL21561 (53. 2%) | 357162451 (40. 1%) , MEH-1134 (28. 0%) .
AN 100651 (24. 8%) . RAKIFESSH] (21. 8%), ASTHEMMT7HY (19. 1%)
FONLTEE 7445 (18.3%) % Th o7 (HRIEIF2019F9H 4R T —4

By b AT RAEMIT2022F9H12H F— & 1 v A7) 19, [6. 18]

Y1) FRBRBHAARE ST, 4 5 o ROUENEIESANC £ 5 I0REO b 5 BE VPR L Shiz
AL RERIET T, XX RPUEMEEE AN K D IREIBIEM bR & LS,

752) THCHES+FISHIERSME S TSHIE R IE O A 305 & STz,

1E3) BIEARBIREO A EBFAEIE < 2 B U BEOUR SCEITB I D CEORSEE - 7k
-T2,

B IIST HCHE ORI 255 < SBEEA AR OKaplan-Mei er fifi

1.01 AL RBUN hsRfE (95% CI)
——— KHIB 178/320 7858 (7.5 986)
x -—+-— YR 97/160 5658 (42,71)
0.84
+iTH404
*. ERAY— K (95%CI1)  0.544 (0.420, 0.705)
+ WmEER O - 7#EPp<.00001*
1= 0.6 )
e oy
=
: %,
E_ 0.4
0.24
0.07 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
RS (5 A)
1) Z 7 BEY
AF|B¥F 320 235 152 98 40 29 15 10 8 4 2 1 0
WtHEEY 160 94 45 27 6 4 2 1 1 0 0 0 0

‘B A LMEFIBICESS

17.1.2 EEH£ RS T48585% [HER2CLIMB-03 (MK-7119-001) &XB&]
JEAMTHIE U IEFIRARRE UT R T 25k L LT, #
XY URPUEMEEA, FT AV AT AV X2 TR RT R
VAT TWH ALK BIBEREED & HHERGMETY O FAHiRRE
IR Bl (AAANFAEET) 258 LT, hTA
YR T RO 2 L O TARE R T DG RRRE
Efi L7, 1A 7V E218[ & L, AHFI300mglL1 B 2[a#% 1 5
AR EUIHEIA B S H148 HIZ1000mg/m® (RE R %18
BB ARETD | bR X TV A 2 L DE1H BIZ8ng/ke
(R ) Z¥RIRPNER G- L 5291 7 L DAMI3E5 1 B H 126mg/ke (1K)
T FRARN G- L7z,

FAAAFL BT BBE OBTEEREIC OV T, WIS AL FIRED
AEFRIES O P [FPA] 123 [2~7]. PRREESUI IR
k3 DACFHEE O AR R ER O gl [#iPH] 133 [1~6] Th o7,
FHEFHMMIEE Ch D AARNEN 48%1) (2F1F DI gL DFF
fZFHe5 < 285031335, 4% (90%ZHEXFH @ 24.0,48.3) THYH . 90%
EHEXHE O FIMEILFATCHE L7z BE (20%) % ElElo7z,
BIVERIE A AR NSERB3HIH5361 (100%) (238 vz, HARANEM
THROONToEREMEMIXTE - 2T IR0 T A A2 IE 1 A 35 61
(66. 0%) . THI315] (58.5%) . BL2301 (43. 4%) . #F HPEREIE 1841
(34. 0%) . HIMEREGEA 1641 (30.2%) . ALTHAAN164] (30.2%) . AP
1501 (28.3%) . ASTHANNLI3M (24.5%) . ML E U LB B n124]
(22. 6%) K OMPERIR126] (22.6%) HFTholz (T H20234ETH
1TAAy MA7) 1P, (5 15H]
YED) THCHES+ ., SUEIHCHE2 + A ISHEED BE A AN STz,
VE2) B RBINE O BRI <2 4 RO ST 51 B O DI - Wil
-T2,

18. EZhIFEER

18.1 YEF#RF
Y AF =T HERROFF—EEEAHET 2 2 &1 kv, 5o
BT 5 LB BN TNSY,

18.2 fEBEA

18.2.1 in vitro
Y HF =71, HERZRGED b bR Bk (BT-474MRkakkE)
W2xf LT, IR 2o L7z

18.2.2 in vivo
YA F =71, BI-AT4MMarE % B2 F Rl L 7 e A R R~
U AWK LC, BRI ER 2R Uiz, £z, Y A F =7 B
BN TAY X< T HM LT, YHF=TE N TRV X<T
& OO CIEAREFEFEIIHIVEF OB H =2,

19. AR ICEY HEILZHME

—WREGLTR Y F =T = ) — A (Tucatinib Ethanolate)



&=

24 0 M-(4, 4-Dimethyl-4, 5—-dihydrooxazol-2-y1) -M-[3-methyl-
4-([1, 2, 4]triazolo[1, 5-alpyridin-7-yloxy) phenyl]quinazoline-
4, 6-diamine hemiethanolate

S5 73 1 (CogHauNg0s) 5 CHG0
sy & 01,007, 11

&3

&

21.

R ARTIAG~EOOMRTH D, NNV AFNLFRLLT I RIC
RREITRT K AX =)= H ) —)1 (99.5) [IZITFIc <,
KIZIEE A ERT 720N,
PR

H3C><\)\

* HsC

KI Jé
AKEBEH

EIE Y R 7 ERE 2R ED B, EYNCE-TD 2 &,

22. @%

(Y 74 H5e50mg)
#% [8%F (PTP) X10]

(Y A4 HEE150mg)
g€ [488 (PTP) X10]

23. FEXHk

D U EHOERE - JRIERAEICET 2RO 0 0 R E AR
(202642 A 19 H 758, CTD2.6.6.6.1.2)

2) Ty hERAVEIRE - BEREAICET 5RO 00 M B ERR
(202642 A 19 H 7k58. CTD2.6.6.6.1.1)

3) T v MEMAWIKEE G EERER (2026452 A 19 A &G,
CTD2. 6. 6. 3. 1)

4)  ERERRAN (AARANKR N — 4 ZRIMEN) OKYEEE (20264F
2 19HKEE, CTD2.7.2.2.2.6)

5) LR oEKWERe (2026424 19 H &GS, CTD2.7.2.2.1.2.3)

6) BHEOME (20264E2H 19 AKX, CTD2.7.1.2.3)

7)) MIEEARAE (20266F2H 19A &8, CTD2.7.2.1.1)

8) E MIBIFE~ANT L 2RER (202642 19 H KGR,
CTD2. 7. 2. 2.2.1)

9) NFHEREMEE A H T 5 BB OEpERE (20264527 19 H &R,
CTD2.7.2.2.2.2)

10) V77 ey o3 AEER (2026452 19 A &GS,
CTD2.7.2.2.2.4.2)

1) a7 4 7mdneoEyMAER (20264724 19 A &R,
CTD2.7.2.2.2.4.3)

12) IV T LTV =R, MATHEI R LY AER
(20264F2 A 19 H7&FR, CTD2.7.2.2.2.4.4)

13) vakxy o LoEWHAEER (202642 19 H 7&GE.
CTD2.7.2.2.2.4.5)

14) ARAT T — O AEIER (2026427 19 H KGR,
CTD2.7.1.2.3)

15) A AN v L OEMMAEIER (2026427 19 H KGR,
CTD2.7.2.2.2.5)

16) V&g MFAZRER [HER2CLIMB (ONT-380-206) #Er] (20264F2H 19

H#&FR, CTD2.7.3.2.1, CTD2.7.4.2.1)

17) [EFIEEE DAE3BR [HER2CLIMB-03 (MK-7119-001) #XBR] (2026

F2H 190 &GR, CTD2.7.3.2.2, CTD2.7.4.2.1)

18) Y HF =7 OIEFEEF (20264F2 4 19 H &ZR, CTD2.6.2.2.1)
19) Y HF =T OHREEREFANT 2 in vitrostBi (20264524 19

H7&ZR. CTD2.6.2.2.2)

20) YA F =T OFUEENREZ TN 5 in vivoEEERER (2026424

19 H7&FR, CTD2.6.2.2.3)

OH

24 XBMERERUVELEDLE R

7 7 A At

Pfizer Connect/ AT A H)b o f VT A= g
T151-8589 A AUARREAF X A& AR3-22-7

TEL 0120-664-467

25 RIRHEHT EDERE

AFNTHEESETH D720, [EABHE S RE1075 CERKI84E3H
6 H A1) 1CHES &, 20274 R H £ T, #EKiT1n14 H 4y & BREE &
ERTVWET,

26. WERTRES
26.1 SRR

7 7 A P&t
HRHR A K% AR3-22-7

RERGR PR



