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BREE BEE (HBEGL) BAREE

ADC antibody-drug conjugate TR E AR

AR observed accumulation ratio BRR

AUCin area under the serum concentration-time curve up to 17 days | # 5% 17 H B £ CO i FjE — RefE dhiR T sk
AUC21a area under the serum concentration-time curve up to 21 days | #¢5-%% 21 B B £ CTO i 1 — R dhiR T i
AUChat Zi(:; tuig(;iriettli(:n s:rum concentration-time curve up to the last i B AT BE 20 Jo £ O 0D LT T — ] T
AUCun iff;- ;ﬁder the serum concentration-time curve during dosing 3 5 R = & o L3 P — B R e A
BCRP breast cancer resistance protein FLEEMHE 2 XY

BICR blinded independent central review BRI S E A R

BSEP bile salt export pump JEHFREHEH AR >

CI confidence interval fEHE X

CL total body clearance EHI VT T A

Crnax maximum serum concentration e I R

CR complete response SERZRE)

Ctrougn trough serum concentration MG b7 7 R

DAR drug-to-antibody ratio SEMBUIRLL

ECOG PS Eastern Cooperative Oncology Group performance status -

ELISA enzyme-linked immunosorbent assay P SR e E VA

HER2 human epidermal growth factor receptor type 2 b b bR s A A 2 B

HNSTD highest non-severely toxic dose HERBIENHEL L2V H &

IHC immunohistochemistry eI Y

ILD interstitial lung disease TR P T £

ISH in situ hybridization insitu A TV H AL E—T 3

ITT intent-to-treat -

LVEF left ventricular ejection fraction fe BRI

MATE multidrug and toxin extrusion HHEH T4 v/ HAS Bk R

MRP multidrug resistance-associated protein ZAImER M 2 o R0 B

NSCLC non-small cell lung cancer Fe/INH At

OAT organic anion transporter BT =F 2 N T UV AR—H—

OATP organic anion transporting polypeptide HHET =AUk AR Y XTF R

(o1} overall survival AL

PARP poly(adenosine diphosphate-ribose) polymerase RKY (TTF IV rBYAR—R) R AF7—F
PD progressive disease AT

PFS progression-free survival L LA A7 A

P-gp P-glycoprotein PlEX R

PK Pharmacokinetics W E e

PR partial response ESE30)

QTc corrected QT interval i 1E QT [#Ik&

QTcF corrected QT interval by Fridericia's formula Fridericia (2 & 0 ffiiE L7z QT fk&
RECIST Response Evaluation Criteria in Solid Tumors [5E] JFZ3 0D 2 SR B

SD stable disease R DL E

T-DM1 trastuzumab emtansine NIAYR~T ZhBv

Tmax time to reach peak serum concentration o v 1L 37 HR 90 B R IR ]

TTF time to treatment failure TR RS

tie terminal elimination half-life FEAAE DI S -8

Vs volume of distribution at steady state TEFAREE N DA FE
— YT HLRERL

A E&E
MAAA-1162a W) oI —

IRV AT FNI ATy (BIGTHIRZ) POUERELTZ, FARA Y AT —BIEER THDIH T T

DXd (MAAA-1181a) SRR (A e )

NTIRAYZX~T FNIATHY BEFHZ) OFRIE NI 2V X~7 L7 2 BEESINRE—O e MEbt

MAAL-9001 HER2 67 17 U > G1 (immunoglobulin G1: TgG1) x % / 7 11 —F/Lgifk




1. BEEICEd %A

| EICET 5IER

1. FARDEE

ToN=Y [RE : NTAYR~T TAT AT Ay GEBIaHz) 1%, B St ali Lz,
t b ERHEFER -5 54K 2 8 (human epidermal growth factor receptor type 2: HER2) (x93 5 bt MEE /
7 v —Ffifk (MAAL-9001) & FARA Y AT7—F 1 WEEREHETI 07 b7 v rahiEik [DXd

(MAAA-1181a) 1 %, U v —% L THG S EHUREMESR (antibody-drug conjugate: ADC) Th
%o 1HiRS 720 OIEY PR (drug-to-antibody ratio: DAR) (318 TH 5, AL, MEEMIEOHMIEE LI
B9 5 HER2 IZHEA L CRIIBINICER W IAE 7=, U > —3 Ko Sdu, i#8E L 7= DXd 5 DNA 555 E
MBEOT A b= ZFEEM 2R 2 LB EHENGETEN 2R~ Z 2o T, £/, DXd &
EFEME AT 52 &b BRI L CHOMREEZ I &350 22 02 —RAIagh s, A
OIEMRICHE L TV D AR H 5 1,
<FE>

HER2 13, L EH OF) 20% TMEFEIL L TRV THROK TR W EFRICEE T 2 Z L8 b T 5 29,
BEICAGR S CWD HER2 24 —74y | & LR 22180 K 0 . HER2 FEMEFLE B8 o SEHEE A I o2
EFHIMPSE STV D — T B3R LGS I3 2N 5 ORI L THRAMECIMEZ 5 L TnD 2 b %
VN, BEHER 2R TR IR IR IR L2 A i, B  R A W T & D WMARIRIR L U A U NFIEE T, BRI
FAMEE R T H T RIBRIECRT AT v Ay h=—XBMMEIRGFEL TS,

AANL, ETHEOEEEESE 2 x5 & Lz ERSERS THRR J10138) KRN T AY X~T = hZ v
> (trastuzumab emtansine: T-DM1) &R D & % HER2 Bt FIRARE ST 3L BE 2 x4 & L7z [EBS
JE[E S T AHRER (U201 3%, DESTINY-Breast0l [DB-01] ) 28\ CHRMA AMEN R S, KE T,
U201 3B 2 E R sBRahE & U COKRBHFE 21TV, 2019 4 12 JISHHER D b & AR 2 BT L7z,

AIZBNTE, MEPREREDH 5 HER2 BitE O FINREE IR IR (BRERRIBR S R 2256 2R
%) 1 FUVEREXIIF L LT T —> S0l EE A 100mg) (2 oW CTREEIRGEAGRHFFE 21TV, 2020 4 3
RAIWCAGRERG Lz, D%, T-DM1IGHERED H 5 HER2 GMETIARRE X ITHRIEEE 258 & LEES,
RIS MAERRER (U301 7Bk, DESTINY-Breast02 [DB-02] ) (2 W THERERMA AN /R STz,

BT, FTAY A= T ROF FH L RIEAN L DIGRIED 5 % HER2 IO FIRARESUI AR I EHE &
xtge & U7z E R ALREE MAHFER (U302 Bk, DESTINY-Breast03 [DB-03] ) 2R\ CHERRA AR E
7otz XTI R A ML FRIEREO & 2 HER2 B0 R ARE LI ~EE T 2 s R e AR F
TH— B HKGRHEE 21T\, 2022 4F 11 A IC/KBE IS LT,

F o, ALEFRIERE O H 5 HER2 KA BLO TR GE L RIS B 2 x5 & Lz BRI S MAERER (U303
. DESTINY-Breast0O4 [DB-04] ) 2B W CHKRIARMENRINT20, HEFERIEREDOH 5 HER2 K
FEBLDOFANARGE T FEFLIE ] *2 OZIRE TR RIAR 5 BER KR FH — AR ARG AFE 21TV, 2023 4F 3
AINAR A UG Lz,

Z D% PWHRIERE N & 0 AL ZHRIEIE D 22 IR L8 S BAREE > HER2 IR FEH U TBRIRRE B O TR
RE SRR L B 2 k5 & L7 (B BRIL R B IAHRAER  (D9670C00001 7k, DESTINY-Breast06 [DB-06] )
IZBWTERRBE AR R Sz izd, TRV BRI )>> HER2 IR B U THARFE B O FIF A6 X%
BIEFLIE | DORNRE TR RITAR 2 RE MR AGR I — S A HAGEHEE 21TV . 2025 4F 8 AT/ 2 AT LT,
< kv R it >

FE/HERLAfYE (non-small cell lung cancer: NSCLC) [EffifE & 2 S BE DK 85% % i, NSCLC &
— IR TIE, 2000 SERELBE, BR% 72 BT A N—IG I T 20 FARBRRESRE T = v 7 R A v FE

_1_



1. BEEICBE %A

RIP AR INTEY, NSCLC O PHhaRE<&E L, RIAN—BETD 1 >ThHhs HER2 (FERBB2) &
G258 503 NSCLC OFJ 3% 2y ST Y 5670, HER2 (ERBB2) s 17 %4479 % NSCLC H@%@w’
MARREVWIERBE S HD 0, HER2 (ERBB2) &in A RIMED NSCLC BTk L CIIAERITER Y K
ENTBLT, RIAN—BIn AR RO BE L RIS —RIBRE L TRIET = v 7 RA v MNLEAIZ
GUIBRSHER SN TV A9, —RIGHEVES Th oA, ZRIBR COIRBEREAR LN TEBY . 7
Ay h=—=ZXDFET D,

KANL, HER2 (ERBB2) #&in{AERGIEDEFES 267 5 NSCLC B#F 2 x4 & L2 EHEEIEFE S TAH
B (U206 5, DESTINY-Lung02 [DL-02] ) & (' HER2 iRIF Bl /x4 5% iR 2 UIBRAhE, /= fRis
BZaH4 5 NSCLC BHE Z x5 & L= EEILES TS (U204 38, DESTINY-Lung01 [DL-01] ) TH&K
BB RPN R ENT T2, [ AALFREERZR I E L7 HER2 (ERBB2) #8514 BIGMHOUIBRARRE /2 1T - FF
F& DI/ NI | *3 DOZHRE TN R R D BUEIRTE AR FTH A AGRIFE 21T\, 2023 4F 8 AICA&R %
B L7,
<BE>

HER2 I%, H#EEE DK 10~16% | ZHEPEECEMR FHIENGEO HbiLd Z ERHE SN TEB Y | EEHEEO
—HWTh D0, EERBFERD 15L& TS 72 UL, BHEickl) 5 HER2 RELCIT, Bl
% OIS N T O R —PERERD BTl v 131419 HER2 Bk B % Tht HER2 1A% 12 HER2 FELO/K
T Z HEIBITH 30~60% Th 5 L WG ST 5 1617, HER2 Btk D IR YIBRANRE /e HEIT « RO B IS
KLU T, — RGBSR L 72 o 721210, ZIRIGH LIS O HER2 Fr i) iGN 77EE7 . HER2 Btk
1B UIBRARRE/RTEAT - RO BRIBRITIET v A v h=—XDBFET 5,

AFNL, EATHEOBEEE 25 L L2 JI0L B NN T AY X~ T %2510 2 LY A VP EOTRHE CHME

mw%MKHmm%ﬁ® 170 B M ST E A A T B A kPG & U [EBRIE RS T AREER (J202 3K
5. DESTINY-GastricOl [DG-01] ) TERKMA A RSN, [0 A[LERRIERICHEE L2 HER2 B
PEOTEEYIRARE 2 AT - RO EE) ** OBRE IR, FELK ORISR 2 TG AR e ARSI A K
FAHEE ATV, 2020 4 9 A& 2 HUG LTz,

k10 S E BHIAGRRIE OMAX SR (BFcE 12 H 2 B SKASKER 1202 45 2 5)

%2 EIGIARDERFEES R BICHEE (BM44E8 H 1 ARt SRAESKES 0801 45 6 &)

*3 : | HER2 BIR T ERBIEOUIBRARGE/RHEST « B O/ NG 2 TESNDREESUIF L LT, M BpmAER
ICHEE (BEES : (R4 #) 548 B, B 4F 9 A 21 B} SASKEH 0921 5 1 5)

%4 EIRGITORD BN FAESSEHI IR B ICEE FEEES  LEEA (303 55, F 30423 A 27 AfF 3K
AR 0327 %5 1 5)

. BROARRFHEYT

(D) A#ANE, HER2 (263 5 & MEE /7 m—F A difk (MAAL-9001) & FaRA Y AT =R IBEEEMEZAT
LT TV UEEKR (DXd) &, VU —% 0 LTS SEnREmESIR (ADC) Th5H ([
EHREICEHI HEEB] 1) .

(2) &AL, HER2 (RIS U CIEGMIRNICI D A En7-%, EEMaNO Y VY — LR TY v —
WU S D Z L1k DXd il L, hARA Y AT —B 1 ZET D 2 L2 Lo T, EEAOREbEmH
YEf %~ T (dnvitro) ( [VILEHFEIBICEAYT SIER] &) ,

(3) EARRIEM & LC, MIEMEMZ A, B84l Infusion reaction 3% 5N 5 Z E03H 5 (VLREM (F
REDZXESE) ICETHIER] 2H) .



1. BEEICEd %A

<FgE>

(4) T-DM1 769D H 5 HER2 FHPE*L O FARAE X IT AR L B8 & 65 & U7 [EES L [F S MM RER (U201
B, DESTINY-BreastOl [DB-01] ) Tik., FZEFHMIEE T o 5 IS2) R E B T ORHMIZ B < #E
FhHRIT 64.1% (107/167 5], 95%CI : 56.3~71.3, Clopper-Pearson {%) Th-o7= ( [VAKICET SI1E
Bl Z#) .

(5) T-DM1 76D &H 5 HER2 FHPE*! O T RRE X IT AR L B8 & %5 & U7 [EES LR S AERER (U301
5, DESTINY-Breast02 [DB-02] ) Tik, FZEFHMTEE T o 5 IMS20 R EREB T ORFMIC H-S < HEHY
AL (PFS) O EIZARIRET 17.8 # H (95%CI : 14.3~20.8) | ERHERIGHERET6.9 % H (95%
Cl:5.5~8.4) ThHV ., KAIRECHEFINCHERIEREZ R LT (N — R :0.36 [95%CI: 0.28~0.45] |
J&%] log-rank i 1E : p<0.000001, A EAHE (W] =0.056) ( IVIAEICEATHEB) 2H) .

6) F T AY X~ T ROH XY U RIRANC L DIGHEED & 5 HER2 Btk * 1 O AN AR HE UL FE3E F B & 681
T-DM1 % *[ 3R & U7z [EE LR MAERER (U302 75, DESTINY-Breast03 [DB-03] ) Tif, FZAEf
IH A T d 5 M R ERE RS T ORI IS < PFS O Rl IZAKIRE CHEEREE (95%CI : 18.5 » H ~#f
EARFE) . T-DM1EET6.8 5 H (95%CI: 5.6~8.2) ThHV ., AFIBECHEIFAMICHEREELZ R LT (O~
P— R 0.28 [95%CI : 0.22~0.37] . &3] log-rank fi7E : p<0.000001, A E/A%E [#H] =0.000204)

( TViAaERICET HIEB) 1) .

() ALFFIEIED & 5 HER2 {XFEBL*2 O FIFRRE XL P T B A x5 & U7 [EBE3E R 25 AR (U303 3
5. DESTINY-Breast04 [DB-04] ) Tif. FSAE U ZREGHEMIZB VT, TEFMMGER TH 5%
T ERSBE COREMIZ 3-S5 < PFS O PR flf X AFIRE T 10.1 » A (95%CI : 9.5~11.5) | [ERHEIIRERET
5.4 # A (95%CI: 4.4~7.1) ThHV ., KFIBECTHIFNCHEBERIEELZ R L (AP — R 0.51 [95%
CI: 0.40~0.64] . &% log-rank M/E : p<0.0001, AEA#E [WHI] =0.05) ( [VAEICET SEB]
%)

o

(8) AT WM IEIRE DS & D AL FIRIEIE D 72\ W IR VT 2 BIREME DD HER2IRFE B2 SUTBIRFEBL ™ O Ffi A6
WAL R A58 & L EBR RS MRS (D9670C00001 75k, DESTINY-Breast06 [DB-06] )
T, EEIFIEE Th 5 HER2 A BUERIZ 51T 2N 2h S EMES C ORI £S5 < PFS o o fii
AHKIFET18.2 » H (95%CI: 11.4~15.2) | EAMBHFUERIET 8.1 » H (95%CI : 7.0~9.0) TH Y, KAl
HECHAHFEMCHEERERE Z 7R LT (N — R 1 0.62 [95%CI : 0.52~0.75] . J&%H log-rank T : p<
0.0001, AE/AKH%E [@WMI] =0.05) ( [VIARICEATHER ZH) .

< e/l e B >

(9) A& R PUEMEIELA % &b BRIERE DO H 5 HER2 (ERBB2) s 1A RGO UIBRARGE/RHEST - HRO
NSCLC #B# & %4 & L7 [EE IS DR (U206 A5, DESTINY-Lung02 [DL-02] ) o H[f#T o
fER, AAl 5.4mglkg BHFECRBWT, EEFMEE Th 5 5MR PN SHIEMEI T ORI 5 < fEE
5313 53.8% (28/52 5, 95%CI : 39.5~67.8, Clopper-Pearson %) Th-7= ( [VAEICET S1EH
ZH)

<BE>

(10) 7 AY X=7 | A&SRIUEEEEA, K07 vk ) I VU RTEEEA 2 5 2 LY A UL EOTERE

THIENFR b7z HER2 Bt ™ ! ORI UIBR A REZe 1T « FH38 0 B I XL B A B A T s B 2 x5 b
L 7= EBR 4L [R5 T AR (J202 7Bk, DESTINY-Gastric0l [DG-01] ) Tix, FHZEFHBIER T 5 M2 205
| ERERE T ORI FE S < BhERIL, AFIEET 51.3% (61/119 1], 95%CI : 41.9~60.5, Clopper-Pearson
%) | EMESEIORERE (1 T 0 BRI IR ) 2B L) T 14.3% (8/56 i, 95%CI : 6.4
~26.2, Clopper-Pearson {£) ThH V., AFHETHEIFHICAREICEVWENE LR LT (p<0.0001,
Cochran-Mantel-Haenszel f27€) ( [VREIZET HIEH] M) |

_3_



1. BEEICBE %A

1 : THC ¥ 3+, X3 IHC i 2+ ISH IER D BE B AN BT,

%2 : IHC ¥ 1+, XUZ THC 7% 2+7>0 ISH iEREME 0 B S HAAN BTz,

*3:IHC# 0 Do 5, JEEMIID 10%LL FIZHT 2372 XIdh5 D U TR TE 5 R 338 b 5 BE IS H A
A,

3. HBORAIFHEHE
RN L7220

4. BIEGERICEAL TEMI NEHHT
BIEEAICEY 2EHM.

i3 E3i]
BEEFRHES A K54 B A4 ML, SBESF
RMP " (' .6.RMP O E ] £R)
BN Y R 7 fe/AMuiEE e LT H c EFREFEANTEM T =YV RIEER T A R
B STV A& CHREMMITEHM . (o =V LD EEEZ T HERE I L DF A~

~ RV PR A DT~
(TXM.2. 2 DDBEZER ] ZH)

Bl HEE T A KT 4 v £
P Be0iE F b o> B3 5 TE @ S0 " [ S I, [ R B AR L ORIRE « RSO I S MEFEHEO W EICS
WT (51748 H 25 BHAF RIEFE 0825 5 3 &)

(IX 14 RBBFLEDEE) 2R)

AEN WIEREEIZFR D HER2 FEMEFLIE O i C |, Sef At & FHIARR I B oo x5 (B focsE 12 A 2 AfF 3K
AEIRER 1202 55 2 ) | ALEEREO H 5 HER2 (RFEHALMICIR 506 T, EIRMICIR 5 BeRA S8 H
(B 448 H 1 AfF JAFKEF 0801 4 6 ) IHEE STz, F7o, HEICIRDEIE T, EIHMLITHR D SR
THEEREHEOKGME FBEES  LBEA (30 3K) %5 5. Frk 30 4 3 A 27 BT SKAEISERE 0327
1) ICHRESNT, &b, THER2 Bin+ARGVEOUIRARR/2ELT - BROIE/NMIafiE] %7 iE S
TDIREST R E LT, mOBmAERE BERS : R43K) H 548 5, 449 A 21 BfF FAEIK
FH 0921 55 1 5) ITHRE ST,

5. AREHRUTE - ERALOHBEE
(1) RBEH
EE Y A0 GEHE A ED b EOICEET 52, (11.6RMP OMBE| B)

2020 47 3 A B IR TE AR EG RIS A S0 72 BT OGRS T, B i T AR T A AR B RS IC BV T

{LFIERED & 2 HER2 Btk 0 RN R BE UL R AR B HE 2 65 & LT RAEAY 7o B R SR BR A AE 2 4 HY L

2022 4 11 A ER AR FE —MA ARV Sz, ( TV.5.(4))QEREREMARE (U302

sAE%. DESTINY-Breast03 [DB-03] ) | &)

[ (IEZEEEDH S HER2 BHED FMARER (EBHIE (ZEMAELN’RELIBZEICRS) )
{LFEFIEIE D & 2 HER2 M1 D T R RE X P P IR & b 812 M o 55 MAR BRI 381 5 AAIDOH
M OV BPEIC DWW T, ERBUG I E N Rt 2 &,



1. BEEICEd %A

2020 4F 3 H R iR e KGR BTN K O 2020 45 9 H B G 0 SUE IR 78 AR H A B AR U IRFIC A S 4
T2 LU F OGREMEIX, 2025 4F 3 A 10 A FEEKIC L bRz, ( [V.5.(6)2)%&BEMHL L TEETF
EONBEXITEMELI-AE - KBROBE) 2H)

[ UEREEED HDH HER2 BHEDF M AR TBERIE (EENABRIRELIEEICRS) . NALLFE

FRICIBE L HER2 B D REUIRTRELGEST - BROER)

[N CORBIESI RO TIROENTWD Z &, BIERGEHR, —EROIEFIHRDL T — 2 BEMIND
FTOMIL, BIEFIZ 5t G HEEREZ T 52 1k, AFoEHEEOE ZEREZEET 2
b, AROLREER AT 57— 2 BHICIUE L, AFKI 0w AL i@ 24 T
5L, |

()& - FRLOHIREIE
WA A OHEEZ B & U7 fisk - AT O R 2 i U 7= 1% ([ ERE R ~AFK 2 AT 5,
cERMEEEENTEM 0 Tmoo—Y S EER 100mg @ EAE A~ 2 710 BIFEV

P € 0%

6. RMP

=3 EEBMRE R A — 25— https!//www.medicalcommunity.jp

DHE
EXERU RV EEHFEE (RVP) O#IE

1.1 REMRFHER

(EZELGHESNYRY] (EZ2LBAENIRY] (EZLTRIER]
RV P e R DEERERE (DAR4, AEBRHEKT) | 2L
B BEHH JHERE R
Infusion reaction IR - B VR A

1.2 AEICET HRFAFR

el
| FRCES S ZAMEHRO T D OIES) | FEZEES <Y A7 /MED 72D DOIES)
2. EERREMHERTEONE 4. )R RMEETEIDOBE
BEOEEARSMERTE BEOY R &IMEEE
BMOEERRLMERTE BMDY XY H&IMETEE

P AACFIRER I LTz HER2 (ERBB2) in 1A% [RVELIE i 78 D fo i D FEBURDT B3 2 Sl 72 Al
e O EIERANRE /R AT « FFFE DI/ NN 8 2 %k B EREELTTEM GETERTA F) OFEk & it
& U7 R MR iR A (B i AR

BENTEM (o A—VICEDIEREZ T OBESAL

3. AMEICEY HHE - HABROFTEOME THEME) Ok L i

2L

KERHTOMHRIT, ISATBAEN PEHE L R S ST O A BB R — U THERR L T< 280,



0. AFRCBEd2IEA

Il. 2% (B9 S5IEA

1. BR5E4
(HF 4
T N— YOS EHEM 100mg
ENHERTU® FOR INTRAVENOUS DRIP INFUSION 100mg
()& DHE

BT 7 M A& ED D (Enhance) Z & ~OFEVE HER2 # 12/ &3 A2 EAFICHEKT 5,

2. — g4

(W & (&%)
RIAYR~T TNy ATy GEIaTH#Z)  (JAN)

(2% 4 (f&&k)
Trastuzumab Deruxtecan (Genetical Recombination) (JAN)
trastuzumab deruxtecan (INN)

B)RTF L
v MbE/ 7 v —F 8K -zumab
FARA Y AT — 1T HEEN 243 2 HUENEER AL © -tecan

3. BEARITFMER

NTAYX=T FNT AT AL GEEDESRTH O BB TR ZE ) 7 a2 —F L HikD ) 8 Ho Cys

IS, AT R T U UBER L ) o —Inb R BT 2T F > ((BRS)-1-[(108)-10-~ > 2 1-1-{[(1.5,95)-9-

TF )57V AE-9-v Ru$i-4- 2 F)1-10,13-V A4 F V/-2,3,9,10,13,15-~F b Na-1H12HX Y [del &

7 103,467 A4 > VY ,2blF ) v-1-A4V]7 3 J1-1,6912,1518 ~F ¥ F % ¥V -3- 4 F ¥

-5,8,11,14,17- X X 7H R U a4 234 NV]-25-UAF Y Er U -3 V) BFEG LTS,

PURE 21X, B MEE 7 e —F Ak T, v v AHik N EERER 2R K 28 (HER2) €/ 7 m—F i

%@Wﬁﬁ&iﬁ EF7V—AU—7%&UtFlﬂH@Eﬁ%ﬁ%ﬁ@ T v A =— AN A X — IR
CRVEASND, XUNTEESE, ABOEDOT X EEREN DD HEH (v 181) 2 AR 214 HOT R/

ﬁ&%ﬁ%zﬁ%ﬁé L (k84 2 ﬂ;f*%ﬁkéhéﬂw VRIETH D,

fwax%ﬁpmmw%ﬁﬁ;

-+ glycoprotein

n=%J 8
SPURE D Cys IO R+



0. AFRCEEd2IEA

4. PFARUVDFE
DFRTNIT AT
Cs52H57FN9O13
/NN oy
Ce460H0972N172402014844 (Z /X7 Sy 4 KREH)
H #{ C2198H3391N5850672516
L #H Ci032H1599N2770335S6
SFE TN AT
1,035.06
ARENB)
#J 148,000
NFAY R T FNT AT
#J 157,000

5. t%F%& (W&ik) XIIXE
[T 3BEXRIFTER] 2

LEES

anj

6. M4, A&, BS.
DS-8201a, T-DXd



. A4 5 HH

. AT HHE

1. MEEFEMEE
(1)5448 - 144K
th MR~ IRIR
(2)i B4
ZUERR L
(3) iR 4
UERR L
(4)Ftm (AR . HR. BEER
MUERR L
(5)ERIE EAE B TE
Pl v/
(6)7 B fREK
Pl v/
(7)Z DD E 7 RENE
pH : 5.1~5.9

2. AT DEREEHTICETHREN

PRAFZRA: PRAFIEHE PRAF IR pe S

FEHIRFRER —20C 36 » H RSN
NNk EER 5C 65 A kN
B - TF LR 3 o AR TR T RO
IR - R | 25°C/60%RH EotiNy g |69 S BRI (HLRAL)
i
=t 20005k 120 77 Ix*h 60 7 Ix-h THEE, pH KT,

¥ (D65 5+ ) (=200W-h/m?2) IR TR, & /X 7 B s KR
B SR (7L SRA VIEN) | EMTEMEELIR A (A

ABRIE - PRIR. pH., MEERER, Z Lo HIRE., EMIETE

3. AL ORERHEE, T2k
BRBRE . (Do~ 57 4 —I12 kb (BIEKRE: 214nm)
QT F K~ FEICED (AEE: 214nm)

R IE XNV ERE TRV PTRBOEEERERE) (XD (ERR: 280nm)




IV. BFIZRE4 5 IEH

V. 2H|(ZBHd 51EH

1. #
(EIR DK
R R P A
(2)BFI DI ERR UK
W PEIR
T SIHHEN 100mg | FI~# E O8I

(©)F: %=kl
A Lg

(4EFIDME
BR7EA pH ™ IRBE ™ (4B R HIOR L)
TN R EREA 100mg 5.1~5.9 1.2

TE) AHN 1S T v BASKR TS K smLACIE R LIz L &,

(5)Z Dith
HEHFN ORI OR RS - EH

2. HE DR
(MEMRS CEERS) OEERVHMHF

W4

ARGy

an|

134 77/1/|:Pi321)

TN— S EEH 100mg

NFGAYX<=T FTNT AT

(Bfnf/fz) *2 107mg

FER B 482mg, L-t AF T 4.76mg,
L-t 2 F ¥ MR 21.6mg,
AU Y —} 80 1.6lmg

ELD 1AL TASHEY ORAEITEEREEE T,

1 2) AANZHERT DHUEHDIE. Fr A =—A LA 2 =i (CHO) Mildz v TilbEshns,

REMBEZEDRE
R L7

3@ =
YL

3. AT BRBBADHEBRUBE
ML

4. A1 @i
AR

5. BAY SR D & 5 MY
H W E oA TS TR H R AL




Iv. WANCEE4 5 H

6. HADZBEMGTICEITOIREN

PRI PRIFIEHE PRAFHAM iR
FEHIR TR 5C (2~8C) 48 » A RN
TGRSR 25°C/60%RH 6 » A Bk
BT T AL T I
g IREE - B |40°C/T5%RH 6 %A RN
%‘% . 20001x 120 7 Ix*h
Bt (D65 7> 7) (=200W-h/m?) RN

BRI E - PRIR. pH. MEEERRBR. KOy, NEMERKI . & o8 HIREE, AMTETE

7. AEERVBREDOREL

14. BRLDEE (K#H)

141 RFREFOITE

14.1.1 AR/ G EF K 5mL 2 &MY | REZEMRL C KT AY AT TA7 ATy (BIE1HE
#2) 20mg/mL O L L7t LERAZENFE CHREMY . BEHICAREKRT 5% 7 RV HES
% 100mL ZFRT 5 2 &,

14.1.2 BRERFIIFENICANA TR AR S, BRICEET 5 2 &, WRESTLEGTRET 2581%, 2~
8CT 24 FHILINE T D Z &,

14.1.3 WRZITHSLPITHEAT 2 2 &, B, ARBESLTEGTRET 25613, KORELZTROT WV
WL, 2~8CT 24BN ET5 2 &,

14.1.4 RETOWEM, FREOEGIZEDETAREMLUNICIT ) 2 &, FEIRITEYICHEET L Z &,

( I @ERALEDEE] SH)
<sE>
<1 EIE G EFHAER L EE S ®E (mg) = KE (kg) X &5 (mgke)
CHRERY EARERA  RERVE (mL) = KE (kg) X #5& (mgkg) /20 (mg/mL)
[2%5] kEHER
(FLEE - Fhie)

hE BE&5E (5.4mg/kg) —WHE (4.4mg/kg) “WkiHE (3.2mg/kg)
(ke) 1 [ REWY & 1 Bl 5 REWMY & 1[BBG hEin &
(mg) (mL) (mg) (mL) (mg) (mL)
35 189 9.5 154 7.7 112 5.6
40 216 10.8 176 8.8 128 6.4
45 243 12.2 198 9.9 144 7.2
50 270 13.5 220 11.0 160 8.0
55 297 14.9 242 12.1 176 8.8
60 324 16.2 264 13.2 192 9.6
65 351 17.6 286 14.3 208 10.4
70 378 18.9 308 15.4 224 11.2
75 405 20.3 330 16.5 240 12.0
80 432 21.6 352 17.6 256 12.8
85 459 23.0 374 18.7 272 13.6
90 486 24.3 396 19.8 288 14.4




IV. BFIZRE4 5 IEH

(B
hE W|HE&5E (6.4mg/kg) —WHE (5.4mg/kg) TR (4.4mglkg)
(ke) 1 [R5 REWY & 1 Bl 55 REWH & 1 [R5 hEin &
(mg) (mL) (mg) (mL) (mg) (mL)
35 224 11.2 189 9.5 154 7.7
40 256 12.8 216 10.8 176 8.8
45 288 14.4 243 12.2 198 9.9
50 320 16.0 270 13.5 220 11.0
55 352 17.6 297 14.9 242 12.1
60 384 19.2 324 16.2 264 13.2
65 416 20.8 351 17.6 286 14.3
70 448 22.4 378 18.9 308 15.4
75 480 24.0 405 20.3 330 16.5
80 512 25.6 432 21.6 352 17.6
85 544 27.2 459 23.0 374 18.7
90 576 28.8 486 24.3 396 19.8

8. &L DEEEIL (MELEFMZEL)
MU BRI L
<BE>

14. BRLEDIE (R
142 RHFKRERDOIE
14.2.2 fthl & OREEEZ LI &,

BEII T2V &,

14.2.3 KA L AASKR A EIEHE & OIREG 28T | B AR5 BRI & 7 Ui 7 A > 2 Tz [El iy

9. EH%
A L7

10.5% - 2%

(ERPRELGES - B, NENRRERS - AXICET 518K

L7
a %
1347
B FEBEE
L
4)BHRDHE
RATIV : HT A (H81a)
B TFATA
Xy w7 TII=TA

M. ARRB SN D EMEE
AR ONANA

12.Z Ot
% L7an

(MIMBEBALEDEE] 1)




V. 1BRICET HIEH

V. AEICEY HIER

1. EEXIEHR
OLZHREED H 5 HER2 BN F M TR T B RELE
OFRILEVZERKEEMN D HER2 ERBE X SBERXROF M TR TBRIE
OILEFERED H 5 HER2 ERBD F M FaER T B FHILRE
ONALFFERICIEEL - HER2 (ERBB2) BIFEEBMDUIRT AL EIT - BREDIF/MRAEMNE
ONALFFERITIEE L 2 HER2 Gt DAEEIRT G EST - BEOBRE

(NREX (EXNR DX ERHL)
ULEFEED & 5 HER2 IGED F M A REX (TBEFHEE)
kT A X< 7 RO FH 0 R EANC L DIEEEDH 5 HER2 Btk FHT AR RESUIFRILEERE 2550, 2
O DOEE THEAEFRFEE L S TWD F T AY X~ = hHX v v (T-DM1) x5tk & Uz [FEEs S [E 5
IMHHFBR (U302 7Bk, DESTINY-Breast03 [DB-03] ) O3 E L,
FEFHEE A Th 5 5 TSI R HERE CoORME (BICR #Hfl) 1255 < HEHEALAWIF (PFS) ok
EIIAFIRE CTHEEARRE (95%CL: 18.5 » A ~HEEAHE) | <HHSERET 6.8 » A (95%CI: 5.6~8.2) THY .,
AFIBE TR FEICHEBRIEE 2R L (O — R @ 0.2840 [95%CI : 0.2165~0.3727] . &% log-rank
BE : p<0.000001) .
(TV.5(4)1) @ ERLFRFEIHAERE (U302 ;XEk. DESTINY-Breast03 [DB-03] ) | &)
(RILE U ZBEBHEN D HER2 ERB X TBERBROFHATRERITHEFKILE)
WP UMIFRIEIE DN & O AL B RRAERE D 72 AR V| 2 IR 7> HER2 ARFEH S TEARIE BL D FHT AN 6E XL/
FIBE A RICEMEIIRR (I_Xv 2 X7 VxR IR7 U Z2xe0 [TLT7 I URE
I ) A %fHRER & U7 [EB LA S IAERAER (D9670C00001 35k, DESTINY-Breast06 [DB-06] ) DpkiEic
HOETHIE LT,
EEFHGE H Td 5 HER2 (X5 BUER T BICR #HiC -3 < PFS T, ERISERIAEEE & bt L CTRFIRET
HEHFHNCAH BRIER RO bz (O — R 0.62[95%CI:0.52~0.75] |, &5l log-rank /& : p<0.0001) ,
HELRIRGHEEE C©h 5 HER2 IBEHEMTO OS 1%, T—F B v hATHEE T+ 7 ru—7 v
HIFNCEE L TR o 7223, AHED OS #i#ITIREB A% 2 O TBED RO AL, RAFFED OS I EANEIIEHE
BRI LSGEMEA AR Btz (A — REE:0.83 [95%CI : 0.66~1.05] ) . & 9 —->DOEE IR
HH Toh D K OfFHT x5 4EH] (intent-to-treat: ITT, HER2 {XF Hl & O HER2 #IKFEBUEH]) TP PFS (3,
PRSI HRE & Il U CARBIBE CIER AR bz (A — R 0.64 [95%CI : 0.54~0.76] ) ., F7-,
PRERAFHIIE H Th 5 HER2 BIRFBLO BEEMTH . ARFIBHIEATRIUGHREE L bk L CERMICER D
&5 PFS DIERNRD B (A — REHiE 0.78 [95%CI : 0.50~1.21] ) . ARFIO—E LI IR R D e
<Y AW
( TV.5.(4)1) @ ER#£RFEMAZKER (D9670C00001 5%E&. DESTINY-Breast06 [DB-06] ) | )
ULFFEED & 5 HER2 BRBE O F M FRER ITBEHILE)
{LFFRIERED & 2 HER2 (RFEBLO FINARE LR AL BE 2 Xt RITEMBIIER (I~v 2y, =7
Vo, FhvBey, N7 UExk, 37 UV Zx8 [TA7 08B ) Z2xXIEE Lz Epdt
A MARBR (U303 ik, DESTINY-Breast04 [DB-04] ) OIS & & E L,
FEEFMIEH TH DA R FRBIEER TO BICR §HfiIC&-5< PFS T, EAIBRIUEHAE & il L TA
FIRECHEHARICAH B ODBARMICERO S HIERNRBD b7z (AN — R @ 0.5085 [95%CI : 0.4012~



V. 1BRICEEd HEH

0.6444] | JE7 log-rank /& : p<0.0001) , EHEZREIXFMEE Th 2D FAS (R S HKEEER %
Gl KON IR M) <o BICR FHilc -3 < PFS, R/LVE VA RBIEER O FAS TD 0S (220
T, BEEMZ2 PIECHRAEZIT - 72558, FAS @ PFS T, AL U ZEIRBEIELERM & RIS AHFIRE O i
PGB D EEE AR Sz (O — R @ 0.5014 [95%CI : 0.4013~0.6265] | J&5] log-rank 4
E : p<0.0001) ,

F72, OS TH, PFS LFRIC, AT U ZBIRGIEER KO FAS CERMBRIARAE & it U CARAIRETHE
SHEMICH BN OBKRNICEREDOH D 0SS DIERNBFED SN (KT VZRERBIEER NV — R [95%
CI] :0.6432[0.4804~0.8610] . J&7!| log-rank i & : p=0.0028, FAS /' — R [95%CI] :0.6408 [0.4903
~0.8375] \J%%UlogTankfﬁﬁf:p=00010)O

(Tv.5@4)1) @ EMHEFEIHHEAE (U303 ik, DESTINY-Breast04 [DB-04] ) | £H)

(BDAEEEERICIEE LTz HER2 (ERBB2) Bz FEEMGMDUIRTRELEST - BHROIF/ MR MME)
{LBFRIERE D S % HER2 (ERBB2) 15 ARG OEIREERE %243 % NSCLC BE 255 & L EHEgk
745 M AHRRBR (U206 38k, DESTINY-Lung02 [DL-02] ) o R OpkiE, K& O HER2 @RI B &
(G ERZRO HUIRARE, #EIREEB 2 A+ 5 NSCLC B x4 & L= ER RS THRBR (U204 3Bk,
DESTINY-Lung01 [DL-01] ) DIz E5RE LTz,

U206 BRI ofE 5L, EEAMEE H Td % BICR AT HS < #eE 2R 1%, AH| 5.4mg/kg % 51
WCHEAEZIZEI VT oNBEDY S, EIfANT =2y b4 7H (202243 A 24 H) ® 4.5 » A LI
ThHoBEIZE T 53.8% (28/52 #il, 95%CI : 39.5~67.8, Clopper-Pearson {£) ThV . =FILEKE %
A9 % NSCLC BEIZxT 2 ZIBM LS OBEFIEHR OE % BRI Y | BRMICERO H 2420580 &
iz,

U204 #RBrD 2R — b 2 [HER2 (ERBB2) @5 ERGIEOBFZRR L Lizak— b, KHl 6.4mglkg &
5.1 OFZEFME H T DI h Fofl RS T ORI B < M E L HRIL, 54.9% (50/91 fil. 95%CI :
44.2~65.4, Clopper-Pearson %) TH o7,

( TV.5.(3)4) EfE£RE DI4AER (U204 %ER. DESTINY-Lung01 [DL-01] ) | K& U* [V.5.(3)5) EE#

E% DI4A5KE& (U206 5XB&. DESTINY-Lung02 [DL-02] ) | &HR)

) I IR L2 2 AR ORR SRR UTNE., HIEROHBEIILTO LY Th D,
(LFEERD H S HER2 IBHEDFMABERITEHRIE. RILEVZEREEN D HER2 BEREX (TBERTEOF
MR ITEHRIE. L2EREEDH S HER2 BERBEOFMARERITBRIE. NALEERERITEE L HER2
(ERBB2) E=zFZEEBGHDVIRTEELEST - BHROIE/NEREAmE)
WH. RAZIE N T AYX~T Ty ATy (Efrffiz) & L T10Eb54mgke ((KE) % 90 37T 3
TR TR RHET 2, o3, WIERGOEAMER BIFThHUL 2 [B B LIREO R 5-RF#IT 30 47 £ THEME T
x5,

(BALEEERZRICIBE L - HER2 BB EUIRT L ET - BEOBR)
AV X7 ASRIUEMEEEA, KO7 vk ) I U RHUEEEEA A ST 2 LY A Bl EOTER
THED GO b7z HER2 DR TR R /2861 T - 38 0 B I X RS IE R 255 s L
7o EBR A R4 1 FERABR  (J202 7Bk, DESTINY-GastricOl [DG-01] ) OpAEICESEHE Lz, J202 B
BT, ARANIEAMEIUENE & ik LT, S FICA BICEmWENR K ORI OIERE 2R Lz,
( [V.5.3)3) EFF#£RIE I4EER (U202 iXBR. DESTINY-Gastric01 [DG-01]1 ) | &)



V. BRICEd 5

2. DREXFMDRICEES HFE

5 MEEXIFIHRICEET HEE
(EEEERED H 5 HER2 D F M ARER TBRELE)

51 FIAYXA=7 (B FM#HZ) KOZ XV 0 REUEMEEREANC X 28RO L WBHE TR 2 KK D
A NVE R OV RMEITRESL L TV 720,

5.2 AHAIDMTHEI « Wite EWHRIEIZ 1T DG RME K O BPEITMESL L TUVL7R0Y,

(RILE VEZBERGEAN D HER2 ERBE X (TBERBROFHFERITEREILE)

5.3 FRRRBICHAAN DT BHE TR DANGHREFICOWT, 117, BIRRART OHEOWNE 2% L,
KA DA MR Oz o0 B L7z BT @S EFEOBNREITS 2 &, [17.1.4 3]

5.4 AH|DOMTHE « Wite MWL I1T DG 2ME KR OLEMEITMENL L TUV7R0Y,

5.5 HER2 (XA L& OMHERHOERIC OV T, (17, BRI OBEONEEZBM L, +oaikise A+
ZIREE UM AR IS 1T 2 AT LY . HER2 RBEB UTBER B R S BH k515 2
Lo BREIZHT- - TE, KB SN2 WA EIES TEEREESRZ WD 2 L, e, AR S NTE
A2 R 3R S U RS AR IS B 2 B DWW TiX, Lo = 7% A4 B AFARRETH D -
https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.html

[17.1.4 Z ]
UEEEERD H S HER2 ERIRO FMARERIIBRILE)

5.6 ERRABRITHAAN SN2 BF BT DRNEREFICOWT, [17. BRRAGRE OEOWNEZRH L,
KRN D MR e 2+ B R L7 BT, BISEEORREZITS 2L, [17.1.56 ]

5.7 KHKIOHTHIT » IFRIEWFRIEITISIT DGR O BT L TR,

5.8 HER2 [RBHLDOERICHOWT,  [17. BRI OEONEEZRFN L, 072285k a A4 2 WBLE X
AR IR 2MAIC LY, HER2EBRBDHRINTEBEFEIREGT L L, MEICHI> T, K
PENT RS2 G SUTERERR 2 VD Z &, 72, KRR ST RSN 2 I A [ 3K S
BT DIEHRICOWTIE, UTFTOU =7V A B AFTARETH D -
https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.htm]l

[17.1.5 Z ]
(NAEREERICIBE L= HER2 (ERBB2) B FEEBMDVIRTRETEST - BFEOIE/NMER2MME)

5.9 T17. BRRAE] OEONEZRM L, B OANMEKR VL2208 g L2 BT RFILSOIR
BOERIZOWTHEBEICHGF L, BEICEEOEREZITI 2L, [17.1.6 2]

5.10 KA D — YRI5 1T D A RE K OV PRI HENL L TR0y,

5.11 RHIDOWTHT - W mHBRIEIZ I T 2 AR DL BMEITRENL L T,

512 4y 72ikBR 2 3 2 BRE I AR (S BT DAL R Y . HER2 (ERBB2) Tn-175 575 iR
NIZBEICRET 52 &, REICH Tz > TE, AR SN BA 2B EE S T ERERZH WD 2 &,
2B, KRR ST ARSI T E G SO ERESR IS T 2 BRIV TR, UTFOv =7 %A Fpb A
FARETH S
https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.html

(DAL FRERITIEE L - HER2 B BRI ET - BEDOEE)

513 117. ERIREGE] DOEONKEZ N L, KA OF KR Otz +oo B L7 LT AFILSL DI
PROFERIZ OV T HEEICHF L, BICEEOBERZITS 2L, [17.1.7 2]

514 N 7 AV X<7 (BIEFHBZ) 25T L P RIEIC L DIRRIEDOIRWEBFITBIT 2 KA OG0 & 0%
EPEITHESL L TR,

S5ASAAN D — G K O ZRIBHR T I 1T DA 30 M V2 BVEITMENL L T 72wy,

5.6 AHAI DI A BIFRIEIZ I 1T 2 A M R O A PEITHESZ L TV Ry,
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R

ULFFEED & 5 HER2 5D F MR REX (TEHEE)

AR DR BFICR G IND X OICTRE L, ok, U302 BRI E OBIULET, LT
EBYVHEIN TV,

- JRERZINC L W HER2 Btk &HIE S, FIRARESUIHRIAE IS L 87 A Y X~ 7 RO F 4 R 3EH|
TORNBREER D D, T~ T AY X~ T RO X5 R H % G LY A TOWRTIUIM B FRE
%6 » ALINICHE LT B

(FRILE U ZBRBEN D HER2 ERBR X ITBERBEOFMHFEXITBERILE)

ARFN DS 72 BE G- S D KO ICRRGE Lz, 7035, DB-06 B OTRER I Ml & OBIIEHEIL, LT D
EBVBIEINLTV,

RERZWTIC KD | AR O BIRG DD, HER2 ARFE Bl TR FEBL & HE S L7z FIRNASRE UL FFFEEL
FEIZKRT LT, 2 DPL EOWNGWIRIEZ 2 T HRBHEIT RO b BE (RGN IR A% 24 » A LI
(CHRBIEITANGED DTG, SRk N IRIEZ N WRIERED 1 DL BT | USRI
& CDK4/6 FLEHIO P HARIEIC L 2169 BIAA% 6 » A LN BEITARD b, 22 filakE Sy
FESAINC & 2 IRFEA ) & )l S iz B

HER2 B35 & OB BLO BRI DWW L ARFNOIIRF SN D8R A2 152 1o dI2id A2 oI hE L,

A HEHE D HER2 I BUUIHIE BB CHH Z L2 RT D2 L NEBETH L EEXRE LT, REIZHTZ
S T, KR SN2 W EE S T ERESR T WD 2 L 2RE LT,

ULFFEED $ 5 HER2 ERBE DO F M FARER ITBEHKELE)

ARFN WS 7 BN G- SN D K O ICERE Lz, 7238, U303 BRI FE i il F 0 BRPUL L, LT D
EBVBIEI LTV,

- EEZMNIC XV HER2 MR & HIE 41, FINRRESXUIHRAIEICH L, 1LY A L E2 LU A LITO
LFRERE AT D BE (AU RIER 6 » A INIORBETR RO b o BF 25 T0)
HER2 ERFHBLOERICHOWTIE, AAOHFR SN L2REE L7203, BEZEDICER L, dgEHN
HER2 BRI TH L Z L DMERNEE TH L L BEARE LT, BMEICHTZ > TL, KRS B2l =
AT ERE SR E WD 2 AR E LT,

(DAL RGERICIEE L - HER2 (ERBB2) BIGFEEGMHDUIRTRELEST - BHROIE/ERafHE)
AR 2B ICHRG IND L OIIRIE LTz, 7ok, U206 sABROTEER E s mE oL, IO
EBVHEIN TV,

- EREEB A A T D XULRATEITIE ORI )T LT A2 F T RIEEN S O | ARG TR K OV #iE
LIS L 72 572y HER2 (ERBB2) W&151 78 BIMED NSCLC B4

HER2 (ERBB2) BinEROWERIZONWTIE, AFOFRF SN D RESG D2, MA@ £
L. xt%EE N HER2 (ERBB2) B ERBIETHL Z EOWMRNEE THH EEXRE LT, REILH

Teo Tk, AR INTMA 2 ERES UIERESREZ WD 2 & 28E LT,

(NAEEER®RICIEE L 1z HER2 IS AR YRR ETT - BROBE)

ARFN WS 72 BE G- SN D KO ICRE Lz, 7eds, J202 SBROTRER FENE 3B & OB, LITo L

BOHEI LTV,

- BRSNS X0 JRETHET T EREE 2 AT 5 HIE S L IXHRERGHIE CH 5 Z L MR S,
FTAY X7 AERPUEEESEA, KO7 obe ) IV RPUEMEEEAZ 51 2 LY A VB EDIR
JECHEENGE O H AL, >0 HER2 (R ER STV 5 B



V. BRICEd 5

3. HERUHAE
(WERERUVHAEDER
(EREEED H S HER2 IGHEDFMFRER TBRIE. RILE U ZERKBMEN D HER2 EXRBE X LHEERR
DFMAERIEIEHRIALE. L2EEEDOH D HER2 EXBEOFMAEIIERIE. HALREREZICIEE
L7z HER2 (ERBB2) EIzFZEEBMHEDVIRTRELET - BROIE/NMERMME)
WE., RANIE N T AV R~T T AT HYy GEaffiz) & L T1[A 5.4mgke ((KE) % 90 43T
T 3 BFMEIRR CAREEET 5, ods, PR G OARENBLF THIVX 2 B H LAEOEG-REREIE 30 /0 £ T
FfFCE 5,
(BNALREERRZRICHEE L - HER2 B QAR UIBRT L EIT - BREOBRE)
WE ., RANE N T AY X7 Ty ATy (BETH#z) & L7T1E 6.4mgkg ((KE) % 90 50T
T 3R CAREEET 5, 7o, PIEEGORREN B THUX 2 [0 H LAEO R G-RERIX 30 43 £ T
i cx 5,
QFAERUVAZEDHRTERE - 1R

(LFEERED H S HER2 BHEDOFMTRERIFBERIE. RILE VZERKBEMESN D HER2 BRIV ILHEEFKIR
DFMABEXIEEHRIE. LFEEBEOH S HER2 BEHOFMTEXITBERIE)
WIEIKFERE O EFRIERE O & 2 HER2 WD FINARGE UL 5 I (R ZRIGRE DN NE 25512 R D) |
(R HDAF O HIER O EZHRETHI2H-0 . U201 REERO AR LV DORRE. RSB HEfE
Bro SN ZINE K LRI 2 R - SOSENT OFE R EE D E BRA I &, BHHE, A GRHE D
ARSI OB EINE A #ERE L7z, AKl 5.4mg/kg @ 3 MMM COREIX, 6.4mg/kg # 5 & bk L CTH %
KT &P, AHEFRORBREADEROHELROCHELEZ DN ORE LT,
6z, MbPREREO®H %5 HER2 B0 FIRARE I RIS 1Sx 2 AK O LK OHEIX, 7K
RO EFHRIERE O & 5 HER2 BED FHTARE TR I (R 2R N EE A AR D) | & [F
— (KAl 5.4mg/kg % 3 EMIRINE THY) & L, U302 iBRo T — & A ONC S B e K O §E - LS T 0 i 5
IZHE S X R Lo, HER2 BBMEFIABESUIHREAE (F 7 AV X~ T RO 4 U RIEHIBETERE) 12k L
T, AFNIEHEIRH CTH D T-DM1 & ik L CREGHEIICAE 72 PFS OEESNEEZR L, VAZIXZNET
ICHER SN TWO LR T e 7 7 ANV EFARRCTH o T2, UL EDOREENG | AH 5.4mg/kg % 3 R [FkE TO#
X, PIRAGREE L RERIC B2 T 4w b~ VR T T7 v AN EATDHEEZLNITZOKE LT,
(TR S AR y> HER2 RS EL 1T HER2 KR BLO T ABE ST I FIE ) 12k D AAKI O ik
K OH &I, DB-06 sBROT —Z A ONT, BN RS K ONMEER - SOSHT OFE R L W EE L. AHl 5.4mglkg %
3 MR G- & Ulc, AMELROHRIL, HEFERIEEO S 5 HER2 MO FIRFARGE XL HRILE] &
—Tbob,
Tz, MEFERIEREOH 5 HER2 (KREBLO PHTAGEXIIFRILIE ) \SxHd 2 AHK 0 HiE R O Eix, U303
AR DA NS LR PEDORE S NI B RE S OG-S AT ORE R L V% E L. AKl 5.4mg/kg % 3
WM TS & Ui, ARERKOHREIE, HEERIEREOSH 2 HER2 Bt O FIRREEXIIFEREIE] LFH
—Tbob,
(BNALEEERICIEE LT HER2 (ERBB2) &I TFEEBMHEDVIBRTRELELT - BFEOIE/NERRME)
LS HRIERE O & 5 HER2 (ERBB2) s 1728 BEGIE DO UIBR AR RE A0 4T L% © NSCLC B#F %19 2 AH
ORER O EIZ, U206 &5, U204 &5, KO J101 REBEOF IR 2O, W N SEY)BhRE
ONRFE - ROSHAT OFE R L VR E LTz, AA| 5.4mglkg XN 6.4mglkg @ 3 HREIRR COREILZ, WIHOHE
THREX T4y e VRIT DT R T 7 A NVERFTHY , AHMOBRTIZE bICEKMIZERZOH 553
BRBO LI, BRMEOBATIX b4mgkg DXV BGREZRNET 0 77 A NERLIEZ LD, KAl
5.4mg/kg & 3 WMREIRCHE & Lz, KRELOHEIL, HEFEEREO H 5 HER2 1O FIRAEE T H
FHRE ] KON P RIEREO H 25 HER2 RFBLO FHTAEE X ITHRARE] LR—Th b,



V. 1BRICEEd HEH

(BNALZERERICHEE L - HER2 [BEDABYIBRT L ET - BROBR)

HER2 GHEDIE OISR 72 AT - B30 B ISR 2 A 5 0 LR O &I, J202 3B K& O J101 3R D
AINIE R O ME D RS, REEFSRBIRERFAT . W ONC A ZIE Je O & PE I B4 2 MR B - OGS RAT DS R L v
E L7z, AA| 6.4mg/kg 2 HER2 [tk HHEEE ICH S LIZBROREIX, A4 5.4mg/kg 2 HER2 51 SLE
BFICEG LIZBEORE L RRECHY . AMOBLEND L MO EN SR EMENTIA FIHE/ 6.4mg/kg
B, RXXT 4y b UAINT U RAEZE LT, KKl 6.4mg/kg % 3 HEIFIRE CHEL- & LT,

(EheEEiE)

[VARZRUAZICEET 338 OHEOBRELELERAO L, @2 HEE T2, 72, 165
EfE el EOREICIES X | AFIO SR ESEFEICHOWT, PIEES-ORABEN B THIE, 2 [BIH L&D
FGEIL 30 /3 E CRMECTE 2 2 & & Lo, AR D RAE 1 5RO 3B e 2 34T L 72 ENEE THEEER (J102
B OFERN O KEEGHED Cmax 23 BT DAL/ < G RN L 2 MR E~OEEIIRD 5
NIRIPo T2 Enh, HERHAEICL AR ONLEEE~ORBITTE A LN EEBZ BT,

4. RERUVRAEICEET X8

7. RERUVAEICEET SIE
7.1 hOHUEEMEREA] & OOFHIZOWT, BRMER OV 2T LT e,
7.2 AFFEGICEVEWERDN BB LZGE1CE, ROKEHEEZZE LT, (K3 - BiE - FIE352 &,
[1.2. 8.1-8.3, 9.1.1-9.1.3, 11.1.1-11.1.3 /]
e - PIET 560855
PR s W AALFIRIER T L 72 HER2 BitE o
TR RS WG RAE/2 T - P50 P i
RNy 5.4mglkg 6.4mg/kg
— R 4.4mglkg 5.4mg/kg
R 3.2mg/kg 4.4mglkg
I 3.2mg/kg TABMENE LN WEE . 4.4mglkg TRBMENE BN WEE .
B5 &Ik 5, B5 &Ik 5,
BIVERICR 2R3, &K OV IR JEYE
BIlE FREE® AL
R P 9 R Grade 1 DA eh ik L, JFHIE LTHBI LRV, 2770, T
DFF R L, oiaE EOFISMEN Gt L K& <
EED LR SN GEOR, 1 HELV~VEE L TR
EHETHILELTED, HELESEAE, #5421
35,
Grade 2~4 DL B’E5 2T 5,
e SR BRH 40%=s | XN— R T A | KEEEET D, 3BEBLMNICHENEZITV, LVEF %
(LVEF) & F LVEF | >/ b 0#s | #ERT 5,
<45% | XHME DK T
<10%
N— 2T 4 | KEEL, 3 EMLINICHERIE%Z4T\V. LVEF OD_X—2x 5
U DM | A D ORHEDIET <10%2EE LA WA, &%
NEOET | Ha2PiET 5,
=Z10% 2
<20%
LVEF <40% X%~ — | {Rk3 L, 3 EBLANICERIEZFTV, HE LVEF<40%
AT ALDDDHEIE | IR —=R T A D5 OHEIHEDIET >20% 23580 5
DR T >20% NreHaEE, #E5EEHRIET5,
SEMEME 5 o Mk LR 4 B5%2HRIET 5,
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CRd 5 IHH

QT fHIfmIL &

Grade 3 DGHE

Grade 1 A FICEIET A ETRIEL, HIEXZ. 1 HEL
~OUE L CR 5T 5,

Grade 4 D&E

Fha2hIEd 5,

Infusion reaction

Grade 1 DGHE

B H5HE % 50% R0 5,
L DFEIR A IR L 22WGE T, RIEILIBR I T O T
545,

Grade 2 DA

Grade 1 LA FIZ[RIET 2 F TR E A2 I+ 5, BT 5
ARG EE LY 50%H0#E T 5, KIEILIE & IE0E L 72
HWECRET 5,

Grade 3 XT 4 DE

Fha2hid 5,

I R ERER D Grade 3 DA Grade 2 LA FIZEHE T2 FTRIEL, [EIEH%K, 1 HEL
UL XA — AR TR GRS 5,
Grade 4 DA Grade 2 LA FIZEE T2 FTRIEL, [EIEHK, 1 HEL
~UEE L CEGFT 5,
FEEMELT H BRI E BIET 5 FECARIEL, BIEHR, 1 HRELVEE L TR
HHRT 5,
A Grade 3 DIFE Grade 2 LA MIZEIE T 5 F TR L, FIEEZ, F—H&E
THRERET 2,
Grade 4 DFE Grade 2 L TIZIRIET 2 F TIRIEL, mIEH#, 1 HEL
~LE L TG HET 5,
I IR B Grade 3 DIFE Grade 1 LLTFICFRIIES 5 £ CTRES 5,

7 BLNICIEE L3541, R—AECTEREHEET 5,
7THZBEETCOLEE LESEER. 1 HELVEEL
THE5HEEAT 2,

Grade 4 D5

Grade 1 L FICEIET 5 £ TIREE L, BIER, 1 HEL
AUV L THRG R D,

ME UL E HEn

Grade 2 DA

Grade 1 LLTFICRIIET 5 £ TIRIEF 5,

7T HUANICEE LA, R—HAETERERET 5,
7THERITHOLEE LZSGAEIE. 1 ARL-VLEEL
THREHHT D,

Grade 3 DA

Grade 1 LLTFICRIIET 5 £ TIRIEF 5,

7T HUANICERE L72GE1E, 1 R L~LEE L TR E
T 5,

THEZBEECHLEE LEZEAIT., 5 2Hh1ET 5,

Grade 4 D&E

FhEHIE 5,

THRIOUT KRR

Grade 3 D&5HE

Grade 1 LA FIZEIET 5 £ TIRIEKS 5,

3 HLUWICEIE LA, A—HECREHRET 5,
BHAZMETHOEIE LGS, 1 HARLNVEEL
THREHET 2,

Grade 4 D&GHE

Fha2hId 5,

LRELISORIEH

Grade 3 DA

Grade 1 LLTFICRIIET 5 £ TIRIEFT 5,

7T HUANICEE LA, R—HAETERERET 5,
7THERITHOLEE LZSGAEIE. 1 AREL-VLEEL
THREHHT D,

Grade 4 D5

BEEPIET 5,

) Grade iZ NCI-CTCAE ver. 5.0 IZH#U 5,

fi#Es -

7.1 AN L OGUEMERELA & OO D AER L EVEITHEL L TWRWTZ) | IEfE H OB 57

T L7,

7.2 BWEMZEBRFFOREE, L O IEEED B2 & LT, ERADERIR

WICHESERTE LT,
<ZE1EH>NCI-CTCAE ver5.0 Grade 73 (A HFFRILBEHFERLE v5.0 AAFER JCOG i)
(https://jcog.jp/assets/ CTCAEv5J_20220901_v25_1.pdf) <2025 48 A 18 HT 7 & A >

=
AxX

FRBR T ORI i fe Ofe G-t Ik v
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5. ERPRRLTE

(ERERT— 58y o —
(E$HEED $ % HER2 BHEOF TR A BRLE)

i HEBRE S IR | HBRAM | B PIES BERBIE (AR ABIEL) | Bk
it [ B GRERIEA) FHA AL OHE X5y
S HiE
% 148 DS8201-A-J101 | Z24fk ] B[] Part 1 : #E4FPESLE KO8 | Part 1 (G S— | 294
EEN (J101 #BR) Bk % figk 3[R BB TE A | M) 2761 (24 61)
K[EH Eghte | I TEREA IR AF0.8,1.6,3.2.5.4,
FEMAEATL | Part 2 : 6.4, 8.0mg/kg.
2 /%—h 2a: T-DM1 {REBED H | Q3W, sEHE
% HER2 542U Part 2 (BB &/ X—
2b: RT RV X< TIEH | b)) 265 41 (156 i)
ED&H % HER2 B | AAl 5.4, 6.4mglkg.,
P B SOXE Al | Q3W, AU EHE
B A - 2a : 103 5 (48 1)
2c : HER2 1K HLFLE «2b : 41 5 (36 f5)
2d : g - B AR | -+ 2c: 4061 (13 fi)
HER2 FH[EEHE L | - 2d : 60 %1 (38 i)
X HER2 (ERBB2) | - 2e: 2141 (21 #)
MG EREZET D
B
2¢ : HER2 #EiILFE
EIRiE DS8201-A-U201 | Azhitk ES] 24 T-DM1iGERED H 5 Fiff | Part 1 PK 257 — | #¥Hi
HA (U201 58x) 2k Lk dE | AREXITEIE D HER2 | | IEREAT—Y)
K= DESTINY-Breast | JE¥@ifE | JEEH ML 119 51 (42 1)
el 01 (DB-01) 2 /%— |k K| 5.4, 6.4,
[ 7.4mg/kg (PK A7 —
it DI
Q3W, SiEEE
Part 2 (Hkfc A 7 —
V) 1344 (14 f1)
AH| 5.4mglkg.
Q3W., SEE
% 1 4A DS8201-A-J102 | QT k& | ZHEsk3EHE | F Il R e X IX /% o | 514 (51 6i) &}
HA (J102 &) 2k FEEH HER2 &3 Ly AF 6.4mglkg.
KEhhe Q3W., SEE
%= 148 DS8201-A-A104 | WM A | ZhEskitE | HER2 BELOWETEE M | Cohort 1 : B&(i}
EEN (A104 #&5R) 1EH FEMH 17 61 (17 41)
[ HyERE | vy AF 5.4mg/kg.
Y=y Ereeuus —J TR Q3W, SiEEE
J A — U k- EJL 200mg
SN (400mg,H)
Cohort 2 :
23 5 (14 f31)
AH| 5.4mglkg.
Q3W, SIHEEE
A FTary—n
200mg
(200-400mg,” H)
% 148 DS8201-A-A103 | IEMBENRE | ZHEskIER | T AV X~ TIREED | 12 4 &}
Bis (A103 #BR) 2k FEEH &5 HER2 B5it THEAT I | AHI 6.4mg/kg.,
SOFEEEEO . HEE, | Q3W., sEEE
HAEEA I IRE., X
Ly




V. BRICEd 5

G HEBRE S IR | HBRAM | B PIES BERBIEL (AR ABIEL) | Bk
F i [E] g REE4) FHA AELOHE X5y
T M
EAIEE DS8201-A-U302 | H%hit ] B A HER2 5o FHlR4E A 261 11 (37 ) | FEAMH
AR (U302 #Br) * | &2tk ZhasRAER | IXEREALE (K7 A Y X | 5.4mgkg Q3W,
TOT DESTINY-Breast FEEHR ~ 7 ROV XY REA | SREEE
B[S 03 (DB-03) I fE 2 1L BEVEHR) T-DM1 : 263 i (31
R FEIE R i)
Z DAt 3.6mg/kg Q3W,
RMERE, AR E
FE DOWRASCEICHE S
BIE] AR FRIRE S Jiti tf O FRER
EAIEE DS8201-A-U301 | A%t ] B L T-DM1 (B EE O & 5 | AK : 406 5l (46 i) | —
AR (U301 #Bx) gl ZhizdkE | HER2 BitEo Fil R fe 5.4mg/kg Q3W.
TOT DESTINY-Breast FEEHR R R S ERE
K 02 (DB-02) I fE 2 1L = Al S PR AL - 202
R FEHE R % (24 1)
T Oft T AY X< T+H~
Ay, ARAEK
OCHE <21 Y47
JYNIE T RF =T+
BB TR
EROHEERL BV A
7 V)
Q3W : 33 1 [A]
k @ —YATEAGRES (2022 4F 11 A)
(RILEVZBREELN D HER2 ERBE X IFBERBEOFHAEXITHRILE
biE| RERE S TR | HBRAEM | R PIE BERBIE (AR AR | Bk
FE i [ B GREE4) FHA MEEOCHE X5
I i
A D9670C00001 A2 [ B AL [F] FREE ST H AR | 866 5] (68 Hi) B
A A DESTINY-Breast | 224/t Zhfigk ILE | %D IR TR | ARFI - 436 1 (35 1)
TIT 06 (DB-06) HEM HATNRD SN = A LE | 5.4mgkg Q3W.
Jbk IEZL VSRR D HER2 AR | A
R FEHE xR FEUSUTBIRE B ORIE | EASEIRIEREE430 41
oLk (33 #)
PLF b — 3K HK % 53
R,
S HRUEE
AV &bl
RV EXRL (T
VT3 IR
Q3W : 33 1 [A]




V. 1BRICEEd HEH

ULEREED S HER2 ERBOFMFREXIIHRIE)

G HEBRE S IR | HBRAM | B PIES BERBIE (AR ABIER) | Bk
it [ B GRERIEA) FHA AL OHE X5y
T M
A DS8201-A-U303 | Hzhik ES[ BN HER2 {ERHBLOFMiAHE | 557 1 (85 i) B
AR (U303 =) gl Zhask I | SUIFHRILE AHl . 373 5] (56 )
T DESTINY-Breast EEMR 5.4mg/kg Q3W,
Jbk 04 (DB-04) mIERL R ERE
RN FEHE R P Al S PR MR 184
Z i % (29 )
PLF b — 3K HK % 33
W, HEROHEITE
it [ o Bs A+ 30
NCCN #HA KA
WD,
S HRUEE
=) i) BN
S FAVHAE Y
AR & %
- X7 Y ExRL (T
VT2 R

Q3W : 33 1 [A]

KBEGE  JI01 R ( [V MBEBRT—2/\v5r—2 (LEEREEDH S HER2 BHEDO FHIFRER LB RIE) | 1)
(DALEEERICTIEE LT HER2 (ERBB2) EInFEEGHDOVIBRFEELET - BROIE/NMEAHREE)
G HEBRE S IR | RBRE | #B PIE B (ARG | &R
it [ B GRERIEA) FWA AEROHE X4y
T M
5 AR DS8201-A-U206 | A4&hE: B[ HER2 (ERBB2) #{z1 | &5F: 15241 (53 i) | #FAM
AR (U206 #5x) frgenl ZhaaxLFE | ZEEEG MO NSCLC AF| 5.4mglkg:

TIT DESTINY-Lung | 3##hhe | 2 #f 102 1 (38 fi) @
bk 02 (DL-02) s Q3W, R EHE
R IEAE 2 1L AF 6.4mglkg:
F—2 k 50 51 (15 f41)
U7 Q3W., SiMEE
Pre-specified
Early Cohort ™ :
80 i (33 1)
AFl 5.4mg/kg:
52 i (23 i)
Q3W, AU E
AFl 6.4mg/kg:
28 il (10 f51)
Q3W, s EE
ERIRE] DS8201-A-U204 | HxhiH 2 a7k — b Cohort 1 2T Cohort 1a: | Cohort 1: 4941 (12 ) | #FAfh
HA (U204 #5x) frgenl = B[R] HER2 #FEIRELOGIERA | A4 6.4mg/kg
KIE DESTINY-Lung | St | ZhEskitE | sEUdERESR 26325 | Q3W. MAiRiE
R 01 (DL-04) s NSCLC Cohort 1a: 41 %1 (3 f1])
FEM{E%{ | Cohort 2: AFH 5.4mglkg

HER2 (ERBB2) #inT
R G VE DY FRARE X
HRE® AT D
NSCLC

Q3W. JAIEERE
Cohort 2: 91 151 (23 i)
AHl 6.4mglkg

Q3W, JEIEHE

a) AFINFEENR-o7- 146 (BARN) &
b) ST OT —Z B bATH (202243 H 24 H) D 4.5 » 7 (137 H) LIENICEEA(L S BE
Q3W : 31 1 [|]

XBEEE : J101

B ( [VEMERKRT—%2/8y 77— (LEREBDH S HER2 BHEDOFHFREXIBREILE) | M)




V.

IBFRICBEd 5 IHH

(BALEFERICIEE L - HER2 B QRRYIRT G ET - BROERE)

biE| AEBRE S ER | RBRAEN | Ak PIE BERBIER (AR ABIER) | EhH
St B GRERIG4) FHA AEEROHE X5y
I HinEg ®
%14 DS8201-A-J101 | 224k [ B[] Part 1 : AT & O | Part 1 (HEMWIFES— | §4M0
EEN (J101 #BR) Bk % figk 3[R BB STE A& | M) 2761 (24 fi)
K[E Eyghie | IEEH TEREA IR A#10.8,1.6, 3.2, 5.4,
FEMAEATL | Part 2 : 6.4, 8.0mg/kg.
2 /%— h 2a : T-DM1 {RERED & | Q3W, s
% HER2 52U Part 2 (EBHAHE/ X—
2b: RTRAY A< TIEH | b)) 265 61 (156 1)
fEo & 5 HER2 By | A 5.4, 6.4mg/kg,
PR I SOLE A | Q3W, AR
T R + 2a : 103 {51 (48 #i)
2c : HER2 KR HLHLE +2b : 41 % (36 #1)
2d: I - HE AR | - 2c: 40 61 (13 f1)
HER2 #IEERE X | - 2d : 60 5 (38 )
X HER2 (ERBB2) | - 2e: 21 (21 1)
BT EREZET D
B
2e : HER2 #ELILFE
EIRiE DS8201-A-J202 | A&hik: ES[ FEoagk— | ETakr—Fh: M
EEN (J202 #BR) Eraeslin 2% i % 1R NFAY X~ T &Ete | 188 61 (150 1)
[ DESTINY-Gastric | IEEhfE | IEEKR 2 LU AU LRI | AA 126 4] (100 £i)
01 (DG-01) MR 2L THENE D b7 | 6.4mgkg. Q3W,
(FEFar HER2 BBMEDOMEITIES | SlERE
—K) JRgEE X EAEES | AV )T
HmIEAL e 55 i (44 1)
R = | BRYaF—F 1 X2 | 150mg/m2, Q2W.,
A—F) P HER2 JRIER D220 | iEFE
HER2 RFEIHOMEITH: | X7V XXk
B T HAEES | 76 (661
e 80mg/m2, Q1W,
S
BRI aR—F1:
21 %1 (17 f51)
AHl 6.4mglkg.
Q3W, siEERE
BRI aR—F 2
24 511 (19 1)
AHl 6.4mglkg.
Q3W. MlEE

QIW: 1 1B, Q2W : 2 1A, Q3W : 31 1 [A]

KBEYE: J102, A103, A104, U201 &5 ( [V.5.(NEKRT—42/3v 75— (IL2EEED H 5 HER2 HHED FHiF
BEXITERIE | 2R

) AFNOAGR S NT-EEITER, HMELXCHREITLTOLEBD Th L,
(LR EEREDH D HER2 B D F AR ITBEHRIE. RILEVZRKREEN D HER2 ERB R (TBIERBOFHT T4
XIFEHIE. E2EEEOH S HER2 BEREOFMAERXIIERIIE. NAILERERICIEE Lz HER2 (ERBB2)
EEFEEBGEOURTEELET - BREOIE/MIEHE)
W, BRACIE T AY X~ FArAThy (EnFlfiz) & LT1E 54mgkg ((KE) % 90 23257 T 3@
WG CRilEET 2, 728, PIEEEOERMEN B ChiuL 2 B H LU0 5RREIX 30 M CEME T 5,
(BNALREEERICIEE L1z HER2 (G ORR VIR TG EST - BREOBR)
W, RACIE T AY R~ Ty AThy (EnFifiz) & LT1HE6.4mgkg ((KE) % 90 427 T 3 @M
bR CAMEET 5, 728, VRIS ORAEZMENRIFCHIUE 2 BB RO 5EREEIX 30 o E TEMTE 5,
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GER)

FBREREERICH (T2 EMMEFMIEBE DEE
SEifIE B E e

EES I BAEIEN CR XL PR Tho - BEDEIEH

e TE F85h 3 T BAZIEN CR XL PR ThHo=BEDEISG RhEOMER)

JeA IR CR X3 PR T“ZS?;:J 7‘:%\%“(‘\ CR X% PR iR S = H &) PD )€ H XX

7 H GERZMDT) OWnIFnBEVE £ TOMRE

e AR CRX@PR?%ot%%T(%%@ﬁiﬁxCRXMPR%%%%%RH#E%H®PD
7 HIEH I T H GERZMDT) onTF B vwE £ oMM

ST ho— LR I BAEEN CR., PR, XL SD TholmBEDEIE BNBEOMER)

R = HEBREEIE CR, PR, X116 # HLLLESD ThomBEDEIS GhEOHETER)

hFEHBL (B £TO
HIMH

CR XZ PR TH o/ BED, BEAUTEIT A EEXLA) 22 5&HEMIC CR XE PR 2
g Sz A E TOHIM

CR I PR TH-EBEHEO GhROMEER) . BEkHUIEIT A (BEERR) 05 &4

MEENRAREBETOMM | = 0R v 13 PR 23R & L7 H £ T
e I BRRANEN SD 0BRF D, ElftH (EEALE) M HREPO PD HER XIS H (BB

Kz D7) £ TOHH

B DIHH (TTF)

EIfFH (IEELAICH) 25 PD 290 CHER SN H, 1 GERZMDHT) ICE-7-H,
SUFIEFR A IE H OV E H E TOHIH

TS EA A (PFS)

ek H ITEI B (EEEA(LA) 225 PD HEH UIEEH GEREZMDT) v
FvH E oMM

2EAFHIH (08)

BEkH UTEN B (EIERME) Ao GERZRMDT) ICE -7 HE TOHIM

%U303 BRTiX. T[BICRHEBREEEMAHIE L. 2 BIH OHE THEE S L7z CR E & PR EOAEFH & L,

BIREERICH 1T DM RHIERE

<ARHIRE DTl >

554:78%) (Complete Response : CR)

TNTOEAPYREDONE L, EAPREL L TRIRLEZTXTOY VR ERE
1. AT 10mm REICHE/N L7 < T B 7220,

iy

&

f

7% (Partial Response : PR) N—RF A VEFNCH LT, BEIRE ORI 30%LL HED,

R

57\
7€ (Stable Disease : SD)

B P O/ NOBRFIZE LT, PRICHYS T 55/ 722 < PD IARY 34 51
YA

#4T (Progressive Disease : PD) /OB ET D) I LT, BERREORN 20%LL EEEIN, 2>,

PEE T DR/ NDOER (N—=R T A CEMBFETORNMETHDHE, Zh

BERNDIHEXHE T H 5mm L EHEIA,

<EERHEEDRDEE R TOE> "

EHRE EENRE FRE REPR
CR CR L CR
CR Non-CR/Non-PD L PR
CR M7 L 7L PR
PR Non-PD XIIFHm D KB H 0 L PR
SD Non-PD X3l R & 0 7L SD
IO KRB H 0 Non-PD L NE
PD Bk HY e L PD
Rl 72 PD HYH T L PD
Rl 72 Rl 7z oY PD

NE : P~ 6E

* (A A DIREDRBE DT DD HA RT A4 (RECIST HA RT A ) —&ETHR versionl.l—HAGE JCOG hit

ver.1.0
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<ERROFHEEERORRRENR>

XA DE ST 2 BB O#HRETHE HERODRRREHED
PD S B DR HmR L PD
NE PD PD
CR PD SD i PD®
PR PD SD i PDe
SD PD SD i PD®
CR CR CR
CR NE» SD X% NE®
PR CR PR
PR PR PR
PR SDw SD
PR NE» SD X% NE®
SD CR SD
SD PR SD
SD SD SD
SD NE SD X% NE®
NE CR SD
NE PR SD
NE SD SD
NE NE NE
NE : §HiliA g

a)

b)

c)

d)

BANZ CR EFFESH 2 [ HOFM T NE Thooih, KOERMIC PR EFE S 2 BIH OFHE¢ NE it SD T
B o T2A L, 3 [ B OFHET CR (3 PR) 2R S NT-BROMER Ok B A28 CR (XX PR) & L7z, CR/PR
DFMOMIC—ERE T NEBRAD Z ENARETHY (il : CRNE—-CR. PR>NE—PR) . MZ T. PR OEHDR”
WC—ERF SD BN ASLZ LB ARES L= (il : PR-SD—PR) , 7272 L. PR>SD—NE—PR ®#4&. 2HH D PRI
NEROMEE TITIR,

SD 04, FEBRLA HidX 35 HR (42 B [6 R] £7 HRE) OMENHER INZHE O BRAIR%E SD
E L7, SDBfERINTWEE LTHZoHMEN 35 HIMARMOEA L., ZORIZ PD BRFE SN TWARWRY (35
BRA%5% NE & L7,

A ORHENFEABAANS 35 HE (42 B [6#] =7 H) LIBFROBHE, ERADIEEZ SD L L, Tnlist%s PD &
L7z,

A ORHENFEABAR 5 35 HE (42 A [6#] =7 H) LIEOBEA., kBHRAEDIEEZSD & L, hli4 % NE &
L7z,

(2)ER R ER
1) BN IEEE (U102 :ER)

HARNOFHTRRE UL HER2 BB EE 51 0, NI AV X7 FI7 AT 6.4mglkg % 3
W IR AL L7 & & o0EM QT MR (QTe k) (2 &IF TR O IE B GRS B iE %
LTz, FORRE, B 1A NAKROE 3 A 7 LDONTHOFAEIF S TEH, XR—Z2F 4 MENSD QT
MkEDO7ZE (AQTcF) Diifill 90%CI @ E[RIFFEMH EHAED 10ms K Tdh -7z,

RIERIZ RG] (51 #1) (RO i, ERENWER (GEBUEIG 50%LL 1) 1, Bl 82.4% (42 #) | 4FrhEk
b 70.6% (36 1) . FLEREDED 60.8% (31 41) . KUEIM 56.9% (29 #) Th o7z, HEH (&
HBba~Fe e b5 47 At%) OECHNITEED ST, EEARAERILES 1 #, F5HikicE - 2gIfEH
&, WlEZ 161 (Grade 1, FVEMEMIZRE L LTHRE) KOBRHEERED 1 6] (Grade 2) Th o7z, FHE)
REOREIL, [VI1.(2).2)D%EEE (J1025E) | B8,

2) @5 1 HEEER (A103 FER)

HER2 [GHEOETHETEAMED . B, HEEEG e, IAWE AT 288 ANEE 12 #llc,
AV X7 TN AT I 6.4mglkg % 3 TMHE CTREEHE L & & OLREMER OBAFEEZ R L
Too BIERIZAE] (12 41)) ISR HiL, EREIER (BIEFNIEG 25.0%L0 1) 13, O KO/ IMRERED 73
% 583% (TH) . TANRNTXUEERT 2/ b7 AT =27 —EBEINKL O A MEREIR D 3% 41.7% (5 f1) |
BAPEGED 833.3% (4 #]) | AL OWETTHE 25.0% (34l Thoto, FELTH KOG HIEIZE > 7 H]
TERITRO b o Tz, EEZ2EIERITREEWEG P EREAE (Grade 3) 161 TH -7,



V. 1BRICEEd HEH

3) EMRHEESE I HHEER (A104 ELBR)
HER2 #BUETTE T B 40 6] GEmEhRBfEtr x4 26 #]) 12, U FF /L (CYP3A &1 OATP1B fHE
) . UIA FTFaty— (CYP3APBRERD) Z0FHREGLIELEED N TRV AT FAT AT K
U DXd O EREIZ KT THELRET Lic, EMEREOMEIT. [VI1.4)BE - iRAEOEE] 2],
Cohort1: NTFAY X~T TINI AT H b.4mglkg % 3 BRMRBCTARMEEL, B2V A7 100FE 17T HE~F 3
FA 27 A0F 21 HAICY b E/L 200mg (1 B 2[E]) ZO#S,

Cohort 2 : N T AY X~7 TII AT H 5.4mglkg % 3 BEMER CAHEIEL, F2 V4427 100%FE 17 HAIZA b
Z a3+ —/1200mg (1 H2[F) Z2&0O0#5, HI18HE~E3FA 7 LVOHE 21 HBIZA T at Yy —v
200mg (1 H 1[8) Z#KEOES,

RIEMFEBIRIT 95.0% (38/40 #) T, TREMEM GEEEIEG 30%LLE) 1%, Bl 80.0% (32 #1) . &
BRIBGE 55.0% (22 451) | AF HEREOECD K OV A L EREORA 5345 35.0% (14 #i]) | BLEIE 32.5% (13 #i]) |
/R 30.0% (12 #)) Th o7z, BHEZRBENWEM IR, TH, o, EERS 1 FICRD b
oo $HHIRIZE S ZRWEA IZMEE (Grade 2) K OFE LMK (Grade 1) OF 1l TH -7z (W T
HFEMEMZER E LTlE)

) RANOAGR I NIBme IR, MELXOCHEIZELTDOEEBD TH D,
(LEEER O H D HER2 BHED FHAEXX IEIERIE. RILEVZHREBEND HER2 BERFEXITBEREDFHF
BENITEHRIE. LEEEEDOH S HER2 ERBFOFM AR ITBERIE. NALEEZZRICEEL - HER2 (ERBB2)
EEFEEBGEOUIRTEELET - BROIE/NMEEMNE)
W, BRACIE T AY X~ FArAThy (EnfFlfiz) & LT1E 54mgkg (KE) % 90 23257 T 3EMR]
WG CAREET 5, 728, PIEEEOERMEN B ChiuE 2 Bl H LU0 & 5RRFEIX 30 M TEME T 5,
(DAL ERICIEE L1z HER2 (G ORR VIR TG EST - BREOBRE)
W, BRACIE T AY X~ FArAThy (Enfifiz) & LT1HE6.4mgkg ((KE) % 90 427 T 3™
MR CAMEET 5, 728, WEEGORAEZENRIFCHIE 2 B HLFEO®R 5EREMIX 30 o E TEMETE 5,



V. BRICEd 5

QB)REREERRHER
1) EFRtRSE I #A:ER (J101 &L8R) 1©

a. Ak

WITHEOBIEREEZ BRI N TAY XA~T FUI AT H OB LS E A9 E BRI 5,

ERELE, gt dilE, IEER. FEMIELLSE 1 MR
FEMHE S—F (Part1) : KM E &R O EHZEOKRF
BRI S—F (Part2) : FBEICHT 2% EHETORENME, 2tk OH 2O KT

Part 1 : PHIAREUIHE R OFLE, HIRE, B AEES IS CHEMEREIC ARG UL o B3 27 451
Part 2 : FINARBE IS T, HER2 #8038 41, RECIST Ver.1.1 (2 X W I EF[RE7 2R A = H T
% B3 265 Bl
Part2a: F AV RX~7 =hxZ v (T-DM1) BEiG#E O HER2 3L
Part 2b : T 2V X~ TIEEED & 5 HER2 Bk B e X3 E B B 440 s
Part 2c : HER2 (&I D 3L
Part 2d : = O fho> HER2 RHE NG X%k HER2 (ERBB2) WEin AR A4 % BN
Part 2e : HER2 ¢ HiEL
TP - Pl 20 5L = (HAR) /18 skl bk CK[E) . ECOG PS 7 0 XiX 1. LVEF 28 50%LL
=%
FEERGO OB KB INTEE XTI, HEROCHRICAER LI BE 2 L TICRT,
HER2 GPE*1 8  (5.4mglkg )
BT R (Part 2a OB EKFI2MF) 49 51 (BAA 19 1)
WAV R 545 (Part 1+Part 2a @ 5.4mglkg % 5-41) 50 #i (HAA 21 #)
HER2 it *2 B e 3T B R EEA IS AE (6.4mg/kg #)
BWESRAT R (Part 2b OBEEI£H1) 24 61 (HAA 24 #1)
PR EER] (Part 14Part 2b @ 6.4mg/kg #5-45)) 25 4] (HAA 25 f4)
* 1 : Immunohistochemistry (IHC) 7% 38+, XIiZ in situ hybridization (ISH) JEBPED
BE AN ST
%2 : THC ¥ 3+, XX IHC i 2+ 2> ISH EEIE O B S AN BTz

+ 7R
FrohFLue

SEWENE D o MM LAR4A (NYHA 58 7 5 A II~1V) OB,/ SOHE. 1694 5 5 BmE 2 A%k,
BEERT 6 7 H LIPS DB 2E I AR R ESIMED BRI 2 /3 54

< BN QTe HIfEAY, BT 450ms, &PET 470ms #8825 #

c AT uA NEEZVE LT AREMMREE (ILD) OBERE SIHEEX AT 58, XITE&EZEICT
ILD OFENBEETERNE &

Feh5I71k

20HZ 1P A7 NVEL, b TAYR~T FT)NT AT 5% Day LIS HEIRNE S Uiz, 858/
WIENIR 90 43 & L, FIEEGREOZAAEMEIZRIEN 72 00X 2 [B1 B LA 30 /0 & Uiz, BHEIF
Part 1 CiX 0.8, 1.6, 3.2, 5.4, 6.4 %" 8.0mgkg., Part2 CTi¥ 54 K1 6.4mgkg & L7z, ?&5»‘5‘/{
7 VEIZHIBRIEER 37, [RERE, AT, TR TE RV ORI £ Ttk 5 TR & LT,
HEORBRMEF IS UT, &5HE, KO EEITo7,

A=/ X—k (Part 1) (n=27) BHEAE/X—kF(Part 2) (n=265)

r' N

Part 2a

A BREXFERERAHRE | 80me/ke n=103 (5.4me/kgl :n=49 . 6.4mg/keli :n=54)
=6 T-DMTEERED HHHER2BZEELE

BRI 1 ST (n=6) A 7

*EF];:%Z% Part 2b
n=41(5.4mg/kgB¥ :n=17. 6.4mg/kgB¥ :n=24)
6.4mg/kg FIRYX T R FHBRR)AREDHD
(n=6) Part ) HER2[G1E D BIREX T B R EESHIRE

/ \4 ElicE Part 2
54mg/kg n=40(5.4mg/kgB :n=20. 6.4mg/keBf :n=20)

3.2mg/kg (n=6) HER2{E S IR 3L5E
(n=3)

L

Part 2d
/ n=60 (4 ~T6.4mg/kegEt)
1.6mg/kg FDDOHER2EIE X (&
(n=3) HER2(ERBB2)BIZFEEZAY SENE

/ Part 2e (PK cohort)
n=21(F R T6.4mg/keF¥)
0?:1:%3/) ke HER2FSER 7L

KRR ST eI A, MIEROHE L IR R BRI EGEND




V. 1BRICEEd HEH

BRIEEE

(HE] GRS SEIEREBE T OB OMEE & ORI R)

MEEF =, ZNI, B = o b — LR BRROA IR, RFEH (F35h) & ToOHIM, PFS %
(Z2atE] MEHIREE, AHFFR, T, EELATFER. FERATR (ECOG PS ifffiz&tr) |
NAZNHA 2 BRBRAE, DEKAT A =X bxa— T — MURERT R, IRFHRA T
i E

fibT 7515

[(FRME] HERDFE, W b —LF BROFAFRCO VT, SHEME 95%CI
(Clopper-Pearson %) ZH®H, 28I, 2R3 EB (%)) £ TOHM. PFSIZOW\WT, Hofie

95%CI (Brookmeyer-Crowley ¥£) ZHH, EMHroOHm > b4 7%, REBEICBEINZBEORSE

BHIAD> BRI 6 v A 1212 5k,

[ZZ2tE] AEFL41T MedDRA/J Ver.20.1, EJEE /35T CTCAE Ver.4.03 ([ZHE U7z,

) ABOEBINIZHEEIIHR, AEACHEIFIL TO LB TH 5,
UEEEERD H D HER2 GO F M A ER IEERIE. RILEUZREEGEN D HER2 EXBE X (FEBEXEOF
WMABER (TEHRIE. L2EEEDH D HER2 BEREOFM AR EBEHRIRE. PALEERERICEE Lz HER2
(ERBB2) BZFEEBGHEDOUIRTELET - BROIE/NMERaRRE)
WH. RAZIE N T AYX~T Ty ATy (Enffiz) & L T10E b54mgke ((KE) % 90 437F T3
TR ERE CREEET 2, el PIEEGOZEFMEN RAFChHIL 2 B HLIBEOR G 30 438 £ CHMiT

EXAR

(BALEEERICIEE L1z HER2 DA BUIBRT L ET - BROBE)
WH. RAZIE N T AYX~T Ty ATy (Efaffiz) & L 7T10H 6.4mgkeg ((KE) % 90 437 7T3
TR CREEET 2, Al PIEEGOZEFMEN RAFChILL 2 B HLAEOE GREHIL 30 438 £ CHMET

EXAR
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b. BEER (RE&MMITRER)
<HER2 51 FL.7#& 5.4mg/kg & >

HER2 Bt 3L
H H 5.4mg/kg B (n=50)
n (%)
el ok 49 (98.0)
B 1 (2.0)
Fis (%) S = R A 2 56.61+12.05
N TIT A 27 (54.0)
EPN 18 (36.0)
BAXIIT 7V BRT AV T A 3 (6.0)
TAVIA T 4T v XiT 1 (2.0)
T T A B SR
Z i 1 (2.0)
BRI M ] H A 21 (42.0)
K= 29 (58.0)
k& (kg) SR E AR 59.51+12.719
ECOG PS 0 33 (66.0)
1 17 (34.0)
R—2F A LHEDORTEE HY 12 (24.0)
R— 2T A FEO NiglsE HY 50 (100.0)
NR—2 T A VEFONNELRE HY 5 (10.0)
VALY A ¥ 1 0
2 1 (2.0)
3 2 (4.0)
4 6 (12.0)
50k 41 (82.0)
SEAE R HE (R 7.9+3.65
rhoufE (&) 7.0 (2~17)
AR EGUEA @ T-DM1 50 (100.0)
FFRAY X< 49 (98.0)
ALY R T 42 (84.0)
BeEWIR (A) HhL i (EPH) 8.54 (0.7~31.0)
e 51 R 3 HLLF 8 (16.0)
3~6 » H 6 (12.0)
B 6~9 » H 12 (24.0)
5 9~12 » A 7 (14.0)
N 12~24 » H 15 (30.0)
) :
24 % H i 2 (4.0)
WA TV HhofiE (REPH) 12.0 (1~38)
X HEE (%) Hho i (REPH) 96.15 (55.3~104.1)

a) [[A— LA DR TEBOHERRG 22 TOIEAIE. ZST588ANCEH L,
T—HJy b AT H 20192 H 1 H
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<HER2 51 BIREX LB BEZ S EIRIE 6.4mg/kg B>

HER2 Bk s Sk
® A B R EEA TR
- 6.4mg/kg . (n=25)
n (%)
PR Bk 20 (80.0)
it 5 (20.0)
i (k) SR fE A e 66.4+8.45
N TIOT AN 25 (100.0)
HA 0
BAXZETZVAZRT AN 0
TAV AT 47 ik 0
T T AT LR
Z it 0
Y s HA 25 (100.0)
K= 0
RE (kg) SR R A 53.08+9.317
ECOG PS 0 19 (76.0)
1 6 (24.0)
BB L A U 1 2 (8.0)
2 6 (24.0)
3 3 (12.0)
4 5 (20.0)
5L F 9 (36.0)
SR fE - A R 3.6+1.60
rho i (EPH) 4.0 (1~7)
BN ARy T-DM1 1 (4.0)
KAV X< 25 (100.0)
AV ITFH 15 (60.0)
BHHIM (A) Wi (REPE) 4.5 (0.7~15.2)
B G 6 ALLF 12 (48.0)
Eica 6~12 » H 10 (40.0)
ﬁ 12~18 # fA 3 (12.0)
n 18~24 % H 0
24 » A& 0
T ERE (%) HrLfE (FPHE) 91.6 (50.4~103.5)

a) [Fl— LA OFR TEEOFEAR G 2% TOREAIE, ST 28 EANCH E L=,
F—HAy AT H 201942 1 H



V. BRICEd 5

c. R (F—4#Hv b4 7H 201942 H11)

FAZ#E/\—F (Part1)

MEWES— & (Part 1) 24T OSLR) FH E B BRI O fe & 2820813 40.7% (11/27 5, 95%CI : 22.4
~61.2) . FHHI L b —/F(T 96.3% (26/27 ffil. 95%CI : 81.0~99.9) TH Y . WRFEMNRITIT—ED
HEPOSHER A BV, 5055 (PR) Lo B OEIGIL 5.4mg/kg UL LORETEN-T-, HEHIRE
PRI RBET, Km&5E 8.0mg/ke £ TAMARICRE L 20> 7,

AR V22 REE L OB b E 2 TR L. 5.4mg/kg & * 6.4mg/kg % JREHH &/ X— & (Part 2)
OFehEE L TRIRLT,

BRI BEEIT 292 4] (Part 1: 27 #il, Part 2 : 265 %) T V. Part 1 & Part 2 DHEE 2 EiER
WCARBELL, /T Lz, WD 5 b, AE SN ISR, AEAOCHEBICAE LIZEBE O R %L
TO

|

-

N
/

Iz

E=Efic

<HER2 51 %L.7#& 5.4mg/kg & >

i) EEEMDE, FPBaL FA—LE (EOMHBETXRER)

HER2 5L (Part 2a) 5.4mg/kg BEIZIS5 1 2N B EREES CORIIZ LS < MEER =R 1T, 2R
& T 49.0% (24/49 B, 95%CI : 34.4~63.7, Clopper-Pearson {£) . %7 7 —T7fifir o B AR NEM T
57.9% (11/19 #5], 95%CI : 33.5~79.7. Clopper-Pearson %) Toh -7,

HER2 B5PESLE (Part2a) 5.4mg/kg &%
HAAN n=19
B n=49) lif%:jfﬁﬁﬁ)l

n (CR Xix PR) (%) 24 (49.0) 11 (57.9)

95%CI® (34.4~63.7) (33.5~179.7)

KEBEGDRE. n (%)

CR 2(4.1) 2(10.5)

PR 22 (44.9) 9 (47.4)

SD 19 (38.8) 6 (31.6)

PD 4(8.2) 1(5.3)

NE 2(4.1) 1(5.3)

NE : §Hfi"fE. a) Clopper-Pearson i

HER2 G0 (Part 2a) 5.4mg/kg BEIZIIT D% = b — /L3R (%, 2285 T 87.8% (43/49 i, 95%
CI: 75.2~95.4, Clopper-Pearson #:) . %7 7 /L — Ffgtro A A NER T 89.5% (17/19 i, 95%CI :
66.9~98.7. Clopper-Pearson %) THh 7=,

i) HRFER (FW) FTOHBRUEHEE (AHEETRER)

HER2 (el (Part 2a) 5.4mglkg #EICHIT 220058 (%) £ TOWM O RAMIZT, 2EH T 2.7
#H (95%CI : 1.4~2.9, Brookmeyer-Crowley {%) . %7 7 /L—7fHro HARNEMT 2.7 v A (95%
CI: 1.2~2.9, Brookmeyer-Crowley %) Th 7=, £7-. FhWM O Pz, 24838 T12.7 » A (95%
CI : 7T1~#EEARAE, Brookmeyer-Crowley %) | ¥ 7 7 /L—7fght > H AR N T 10.8 » H (95%CT :
5.8~H#EE~GE. Brookmeyer-Crowley i£) T -7, sBRWIKFIE (G 1L, 2E&T9.75H (0.8
~24.3) . VT I N—THFOARANENT19.3 » H (0.8~24.3) THoTz,



V. 1BRICEEd HEH

i) BRERMBERE (FMEFRTRER)
HER2 [51E%L (Part 2a) 5.4mg/kg BEZ IS 1T D BEIRAOA HIZRIZ, 2EH T 59.2% (29/49 fiil, 95%CI :
44.2~173.0, Clopper-Pearson i£) . %7 7/ — 7o B AR NE T 68.4% (13/19 f5], 95%CI : 43.4
~87.4, Clopper-Pearson #£) Toh o7,

iv) |IEEAFLM (PFS) (AMMEMTHRER)

HER2 [543 (Part 2a) 5.4mg/kg BEICE1F D PFS O fiduflix, 2HE# T 13.7 » H (95%CI : 8.5~
19.6. Brookmeyer-Crowley %) . ¥ 7 7 /L —7fifffr o B K NEF T 18.7 » A (95%CI : 9.4~HEE RHE,
Brookmeyer-Crowley %) Toh -7z, £72. 6 » A Kl CTO MR A 7R OHEEM L, 22855 T 83.9% (95%
CI:69.1~92.0, —E XA L7olini B A0) | 7 7V — 7T o A AR NEER T 87.8% (95%CI -
59.5~96.8, B L EEIERSA) Th ot

<HER2 [5tt BIREX (3B B EE S HIRE 6.4mg/kg B >

i) MERDE, mBa bO—ILE (BUMETNRES)

HER2 5 I O3 B RS i (Part 2b) 6.4mg/kg BEIZ 33T 2 IR 20 Fo ) e B ¢ o RFA 12 %
SO BE (ARNER) OMEERZIT 33.83% (8/24 ffl, 95%CI : 15.6~55.3, Clopper-Pearson i£)
Tholz, £/, W ar bu—F L, 87.5% (21/24 B, 95%CI : 67.6~97.3, Clopper-Pearson %)
ThHoT,

HER2 5 B e X%
BB A EIRE (Part2b)
6.4mg/kg
2EFE (n=24)
e E 75N =R
n (CR XiZ PR) (%) 8(33.3)
95%CI® (15.6~55.3)
REBEGDRE. n (%)
CR 1(4.2)
PR 7(29.2)
SD 13 (54.2)
PD 3(12.5)

a) Clopper-Pearson %

i) RFER (F%) FTOHRRUEHDHME (BMEETRER)

HER2 5 M LB B A (Part 2b) 6.4mg/kg FEICIT 528 (AARANER) ORF%E
O(ER) FCToHMof it 2.2 v H (95%CI : 1.4~2.9, Brookmeyer-Crowley %) . Z=zhiifE o
FRElL 6.9 4 H (95%CI : 3.5~HEEARE. Brookmeyer-Crowley i%) Toh -7, 7235, kBRI foufil
(fiPH) 1£5.2 A (0.9~26.2) ThHoT,

i) MIBEAFHME (PFS) (BUMMHAXREH)

HER2 Bt B T E B e e (Part 2b) 6.4mg/kg BEIZRB I 5 28%F (AARANEM) © PFS ©
PIfEX 8.2 # A (95%CI : 3.1~11.0, Brookmeyer-Crowley #£) TdH 7=, F72. 6 » S COML
BAFROHETIEIL 67.5% (95%CI : 43.2~83.1, _EXHAEM L 2 #ni I IESL 3 46) CTh o7,



V. BRICEd 5

e

LRV R R4 (Part 1+Part 2) 289 #il D EIEHIFEBLIZIT 98.6% (285/289 i) Th 7=,
<HER2 51 %L.7#& 5.4mg/kg & >

HER2 514U (Part 1+Part 2a) 5.4mg/kg £ 50 5] (A AN 21 il &Te) (ZBWCEWERA 2B
Doz, FREWEMIZ, El 78.0% (39 f) | JRI7 2 46.0% (23 ) . Al » 44.0% (22 ) | &
M- 42.0% (21 f51) | AR 38.0% (19 f51) | BiESE 38.0% (19 #) | i/ IMEEdHD @ 30.0% (15 1) |
THT 28.0% (14 Bi) | {HEL 24.0% (12 B) | &FHEREGED @ 20.0% (10 B) ETho7z, EEREIE
M 8.0% (4 61) IZFEH B, il 6.0% (3 #) | FEEPELFFHERBAE 2.0% (1 61) | FERA4E 2.0%
(1) . e TH 2.0% (161 | WiKE2.0% (16]) Thoto, HHHILICESTZRIERIX 10.0% (5
) 1RO HAv, MfiiEZk 6.0% (361 | MEMMZER 2.0% (1#) . Bk 2.0% (14#) ThHho7, LT
WZESTZEWERIZ 2.0% (16]) IZRH I, MRA42.0% (16]) Thol,

<HER2 5 BIREX LB BEZE S EIREE 6.4mg/kg B>

HER2 Btk M 3 8 2 E A5 E  (Part 1+Part 2b) 6.4mg/kg BE 25 6 (HAN 25 ) 128\ T
RITEFR N 2HNCEE O b v, EREIERIE. AE0R 88.0% (22 1) | H.l 76.0% (19 #1) | &l 2 48.0%
(12 41) | i/ REOE A @ 48.0% (12 ) | AF TEREGRA «) 48.0% (12 #1) | A M EKERED 2 44.0%
(11 pl) | Mg 28.0% (7 1) | B 20.0% (561) . {#F4 20.0% (541 EThoT, Eﬁéﬁ@wﬁﬁﬁ
1%12.0% (B #]) IO BV, BAEER 8.0% (2 41) . WIIE 4.0% (1 61) | Mgk 4.0% (1 61) |

INRBEAD 2 4.0% (1 ) THoTm, wEHILICE BIERIX 12.0% (3 ) 2RO B, ﬁ&ﬁk
4.0% (1) . MfifEse 4.0% @ #1) | mmﬁﬁﬁ9w4M6UM)f@oto%t& EIVERH X

DRI T,

a) TNENEET L EL4 %, ICH ERREKMESE A AR (MedDRA/J Ver.20.1) ([CHEDS S EARFEEHWTUT
DEBYEF LI,
2 ~E v v, RERERED, B, ~~ b7 Uy MEd
TR EREOED « IR ERERA 4 TP ERISAE
MY MR B SR
H i EREE A BRI B Bk E
Y Y, I)E



V. 1BRICEEd HEH

a. A&

2) Eff£ESE D48 (U201 5B&. DESTINY-Breast01 [DB-01] ) 19

H ]

FIAY X7 =8B (T-DM1) 1GHIED B 2 FN AR IT 3 O HER2 ML B H & k5

LLTHRIRY RS FAYRTH Y OMEENEEZRFT 5,

FTHA

ElR LR, Shusdtml, FEEmR, 5 TR ) -
Part 1 (PK 27— L ZhUlhi< IEREAT—)  HEREARORE
Part 2 ({27 —0) HERHEBETO NFRAY X<T FIT AT T O R O O

PO

T-DM1 {5#IED & 5 T ABEXILFH O HER2 Biit*! FLy s 253
5.4mglkg B : HRWEMRNTRIBREEM (Part 1+Part 2a OBEkE45]) 180 1 (H AN 30 i)

ZENEAN Rt G4 2 (Part 1+ Part 2a ®#:5-) 167 5 (AAA 26 )
LEMERRAT R 52 45H] (Part 1+ Part 2a+Part 2b O #5-41) 184 i (HAA 30 i)

LR YULHAE - RECIST Ver. 1.1 [ H-S & JE T REZLFRRYRNZL 2 1 DL EA T %, LVEF 23 50%
Ll ECOG PS 78 0 XiZ 1. s ABM Tt 55
*1:IHC# 3+, XITIHC # 2+ 7> ISH RO BE AL AN B 7=
* 2 BN HERBIC X 0 =2 T A~ ORIR D RE S h B

=+ 78
FrohFLue

. E}ﬁg%%@%}@ (Bt BEERET6 AL BT 5 UTEFEED 5 - [ OARE O S IHES #F
)

< DFEX QTe [MREA 470ms (M) XX 450ms (B%) 2@ 2 5%

- WEMEREE ILD) OFEFERE &0HEE2 AT 5%, XL ILD OIFENEEDIL D H

MR A AT HHE T, WEE, BRERZ S . XTHIT BERR O 60 HLUNIZIREEIT 724

BB AA L, MAANCREEZELZONDE &

BL 5k

20 HZ 1Y A7 NVE L FTAYRYT FTIT AT H % Day LI siiElRN &G U7, 5 5B,
MENIH 90 43 & L., el 5o BRI 2T UE 2 B H AR 30 0 & Lz, BEEIT,
Part 1 ® PK 27— ClE 5.4, 6.4 XX T.4mglkg, HEXEAT — T Tld 5.4 XX 6.4mg/kg, Part 2
Tl 5.4mglkg ThoTo, HGVA 7 AEITHIBRIER T T, FEME, EEET, TR TERNE
PEDOFEBUREE Tl 5-FIHE & Lz, BIEORBURREIDIS U T, HEREIEROBEEZIT> 7,

T T

RERERT— P
(PKRF—= £S5 s

HER2[5 4 2L 5%

T-DM1
BTG

mIEALE

7.4mg/kg
(n=21)

(1:1:1)

.| 6.4mg/kg

(n=22)

HER2[5 4 2155

T-DM1
B IS

|IEAILE
Cil=1)

5.4mg/kg
(n=22)

KERT—UITEVWTH D EZELNZFEIN TS,

6.4mg/kg
(n=26)

HER2[5 %
2=

T-DM1
A
N

Part 2a
5.4mg/kg
(n=130)

5.4mg/kg
(n=28)

HER2[5 1%
A
T-DM1
EN0

-

Part 2b
5.4mg/kg
(n=4)

BRIRF: 727 XITT D0 ik
a) T-DM1 JafRHP UTTEFRZ IR BT L7283, b) T-DM1 IBR 2 AR EEITLIA OB Tk L7283

BRIEE

[Zz4fE]

) RIS, PFS %
BESRIOTHEIE R - SVRFH (85 ETOMM

(A2pPE] TEBRHEIE - AR FHE AR T ORI IS < g F 43 (RECIST Ver.1.1)
BV B - JBR R EAEE I S S HEERDR, ZhHI), Wigh= v bo—rs] i

HEHEL L, BEREEFFSR, MILICE-AEEFS, TR FEESL ILD*,
LVEF{XF. QT i, HEAILH D IK) | ERREE (FeR=281) %
* o ILD ASHIER BRI K DRl b 520

FEAT 51k

[FH%hE] #eEZ=hROEHEEME 95%CI (Clopper-Pearson #£) ZEH (YT . FRIBIOHEE
FREOE M, o be— VR BRE AR, IBBRETEMEEICE S MERE
bR, VIR, PRIEE (L) ETOHM. PFS iIcH>W\W T, dffEL 95%CI

(Brookmeyer-Crowley #£) ZHEE, V7 7V — 7B ERZRE OB M EHH, =
MO T A7 IR, BIBICERGE SN BE OBRGEE DR 6 » A %2,
[Z2M] HEFESG41T MedDRA/ Ver.20.1, HEHAEE/3¥A1% CTCAE Ver.4.03 [ZH#E U 72,

1) RIS 2 AROAGR S NI HER ORI TO LB TH D,
ULFFEED H S HER2 SN F MR IIERILE. RILE U ZREBEEN D HER2 ERE ITEBE RO F it
TREXITERIE. L2REENDH S HER2 ERBEOFMHFREXIIHERIE. NALFRERITEBELR HER2

(ERBB2) EfnFEEBIEDUIRTRELGET - BROF/NMAHE)

WE ., RACIE N TAY X7 Ty AT H Yy (B rf#ix) & LT1IE5.4mgkg ((KE) % 90 437FC 3
MR TR EHET 2, 7B, PIEERGOEFENEF CTHIUX 2 BB LFEO#K SR 30 /oM £ CEMETX 5,



V. BRICEd 5

b. EFE S (Z2MEMFREH)
HER2 W13 5.4mg/kg #f
H H (n=184)
n (%)
P51 otk 184 (100.0)
B 0
Fin (%) SR R R 2 56.0+11.72
AT N 70 (38.0)
EPN 101 (54.9)
BAETZ7IVHRT AV B A 4 (2.2)
TRAIHA T 4T v IET T AR 1 (0.5)
INT A NAF O KEFEFE R A 1 (0.5)
Z DA 3 (1.6)
N 4 (2.2)
Hidel 7R S Jiti [ TIT 63 (34.2)
A A 30 (16.3)
CicAES| 33 (17.9)
kK E 53 (28.8)
R 68 (37.0)
AL — 7 (3.8)
7T A 19 (10.3)
AZ)T 9 (4.9)
b 21 (11.4)
eS| 12 (6.5)
wE (kg) SESAE R HE R 62.47+14.040
ECOG PS 0 102 (55.4)
1 81 (44.0)
2 1 (0.5)
FIVE VZRE D Bt 97 (52.7)
(=46 83 (45.1)
N 4 (2.2)
R—2 T A LB DORTEE HY 56 (30.4)
NR—2 T A O Nz HY 169 (91.8)
NR—2 T A O NNRRE HY 24 (13.0)
BRI L Y A U 1 0
2 14 (7.6)
3 13 (7.1)
4 25 (13.6)
5 13 (7.1)
6 Ll E 119 (64.7)
SR R R 2 6.813.46
rhoufE (&) 6.0 (2 ~ 27)
VBB G A P T-DM1 184 (100.0)
rFAY X<T 184 (100.0)
ALY X T 121 (65.8)
BEHRE (A) Wi (D) 6.90 (0.7 ~ 16.1)
e 51 R 3 HLLF 27 (14.7)
3~6 » H 29 (15.8)
B 6~9 » H 92 (50.0)
e 9~12 » /1 23 (12.5)
K 12~24 % A 13 (7.1)
i 24 5 A 0
WA TV HhofiE (REPH) 10.0 (1 ~ 22)
X HERE (%) | F9efi () 98.20 (47.2 ~ 103.3)

a) HIVEVSZREEGME =2 b u S U B RGO T T e AT u s FB R
b) Fl— L ¥ A O THEHEOFUEAIB G 22 TG, 4T 2 KEANFHE L,
T—XH v AT H 201943 H 21 A




V. 1BRICEEd HEH

c. €8 (F—#W v A7 H 201943 H 21 H)

E=Bilk

i) ERME MAIHNRFEHETOFE) [FEFMELE]

HER2 B #L0E 5.4mglkg #EIC351F 2720 B EHEBE C ORAMIZ S < M EZS 231, 2% T 60.6%
(109/180 #i, 95%CI:53.0~67.7, Clopper-Pearson i) , %7 7 /L — 7 it © A RN T 66.7% (20/30

], 95%CI : 47.2~82.7. Clopper-Pearson i) T&H o7z,

WA HRHEMETOFEICE S EERDE (FIMHETIRER)

HER2 B30 5.4mglkg #f
H n=230
FAF (=180 o e

T EZZN =

n (CR XiZ PR) (%) 109 (60.6) 20 (66.7)

95%CI® (53.0~67.7) (47.2~82.7)
KEBEDHHE, n (%)

CR 8 (4.4) 1(3.3)

PR 101 (56.1) 19 (63.3)

SD 66 (36.7) 8 (26.7)

PD 3(1.7) 1(3.3)

NE 2(1.1) 1(3.3)

NE : #Hli~#E. a) Clopper-Pearson 75
F£7-. HER2 [MEFLE 5.4mg/kg B (GRRHIXIRER]) 123617 2 MM h Rl EH RS T ORIl -5 < 1
EFNFRIL, 2HEE T64.1% (107/167 B, 95%CI : 56.3~71.3, Clopper-Pearson %) . %7 71—

AT O HAR NEM T 73.1% (19/26 5], 95%CI : 52.2~88.4, Clopper-Pearson i%) ToH -7,

BRI EHECTOFME D EERNE (ZMTMMERER)

HER2 WPESL0 5.4mglkg B (ZE00ETAt <t S 45 )
H n=26
R (=167 [ﬁﬁ%:jf%ﬁ;
e E 75N =R
n (CR XiX PR) (%) 107 (64.1) 19 (73.1)
95%CI (56.3~71.3) (52.2~88.4)
REBEGDRE. n (%)
CR 6(3.6) 0
PR 101 (60.5) 19 (73.1)
SD 55 (32.9) 5(19.2)
PD 3(1.8) 1(3.8)
NE 2(1.2) 1(3.8)

NE : i ~#E. a) Clopper-Pearson %
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BHREDEMDA—RZ A Uh b DEAHE/NED Waterfall plot (BXiEEHTRER)

(%)
] W FSRYRTT FILHRTHS5 4me/ketl 5451 (n=166)
E 80 -
% 60 -
=#
*u 40 A
)
’r 20
2
1
> =20
H
59) —40 |
‘:’E 60
E
-100 -

a) N—=ATA LUKV TRAY =T FIg AT I 5% O CEAEENHIE TE - RE

BHREDEMDOR—RF 4 Uh b DELROHERD Spider plot (BRNEREHT A REMH)

(%)

m 107 ® FSRYRTT FILYRTH5Ame/ ket 541 (n=166)
B g0

bl

E 60

D

1= 40

#0

@A 20

~N

1

?r -20 A

5 -40

8 -60

%

£ 801

* -100

R—Z 1 2 3 4 5 6 7 8 9 1|0 11 12 13 14 15 1I6(FI)
Eabd FEAEBIER T BN D DRI

a) N—ATA LKW NTRAYXwT FTNT AT T ARG HOFM CIEARESRIE & - BH

i) BEEME CARECEMHE) [BIXRFFHIER]

HER2 5 PEFLIE 5.4mg/kg FEIZ 31T D IR TERTHE IS RS S MEER 2 IE, 28 T 64.4% (116/180
fil. 95%CI : 57.0~71.4, Clopper-Pearson {£) . %7 7 /L —7fighr d H AR NEF T 63.3% (19/30 .
95%CI : 43.9~80.1, Clopper-Pearson 1) Toh o7z,

HER2 BHPESLIE 5.4mg/kg B (GRRhRFAlicT S4EM) (CHBT DIRBRE(TEHEICE S ERRIT, &
BET64.7% (108/167 i, 95%CI : 56.9~71.9, Clopper-Pearson i%) . V7 7/ —7fitro B A NE
[T 61.5% (16/26 5], 95%CI : 40.6~79.8. Clopper-Pearson i) T -7z,



V. 1BRICEEd HEH

BREEEMHEICEDCHERME (AMEBRITTRER)

HER2 5L 5.4mglkg 7
AARANEM (n=30)
2HEFE (n=180) (4 7 o —fieh]
e Z8h %
n (CRIXPR) (%) 116 (64.4) 19 (63.3)
95%CI @ (57.0 ~ 71.4) (43.9 ~ 80.1)
MEREDE, n (%)
CR 4 (2.2) 0
PR 112 (62.2) 19 (63.3)
SD 59 (32.8) 10 (33.3)
PD 4 (2.2) 1 (3.3)
NE 1 (0.6) 0

NE : §1fi"fE. a) Clopper-Pearson i

i) EEME (BIXREHMEER] . MEKER (B3 FTOHM REMFFEER] (AUHETIRER)
HER2 FPEFLIE 5.4mg/kg #EIZI U 2 IR O REiL, 2EH L OY 7 70 —T i O A NEM T
WFNBHEERRETH o7z, /o, DRI (B2 £ TOHHOTREIT, 2EETLE » A (95%CI :
1.4~2.6, Brookmeyer-Crowley %) . %7 7/ —7fHrO A AR AL T 2.8 » A (95%CI : 1.4~2.9,
Brookmeyer-Crowley 1) T&h o7z,

iv) mBar bO—LE [BIRFHEER] EIHEHETHKRER)

HER2 B3I 5.4mglkg FEICRIT 2% b r— L3R ix, 285 T 97.2% (175/180 51l 95%CI: 93.6
~99.1, Clopper-Pearson {%£) . ¥ 7 7 /L — 7t O H AN H T 93.3% (28/30 i, 95%CIL: 77.9~99.2,
Clopper-Pearson %) Th -7,

v) BRERMBERE [BIRFHEEE] (FUMHETRER)

HER2 1% 3L¥E 5.4mglkg BT 2 ERRIA 3R 1T, 285 T 70.6% (127/180 51, 95%CI:63.3~77.1,
Clopper-Pearson %) . %7 7 /v —7 gt ® HARNEFMT 80.0% (24/30 #i, 95%CI : 61.4~92.3,
Clopper-Pearson 7£) Th -7z,

vi) EBIBEAGFHM (PFS) [BIXRFHEIER] (AMHMBAIRER)

HER2 [51EFLH#E 5.4mg/kg £ PFS 1, &2BF K OV 7 7L — Tt o B AR NEH T, Wb HEEREE
(95%CI : 10.6 # H ~H#t & HE. Brookmeyer-Crowley i%) Tdh o7z, F7=. 6 v LS CoOMEEALE

ROWEMIT, 2EFT 80% (95%CI : 73~86, HXIALM LWL ERN) | Y7 7 L—T iR

Hroo BAARNERT 89.1% (95%CI : 69.8~96.4, E XM L7-MamIER 0 4i) Th oz,

vi) EERDE (I —TEE) [ETEHAEER]

RIVE VS RARDIEBLR IR OMe BTN RIT, RAE U RIRBIET 56.4% (53/94 {5, 95%CI : 45.8~
66.6, Clopper-Pearson %) | [T 66.3% (55/83 fil, 95%CI : 55.1~76.3, Clopper-Pearson %) T
bole, ~VY X TIRHREA R OREEZNFRIT, 18FRIEDH Y T 63.6% (75/118 i, 95%CI : 54.2~
72.2. Clopper-Pearson %) . JGEEE: LT 54.8% (34/62 5], 95%CI : 41.7~67.5. Clopper-Pearson
15) Thole, RVEFEEL RS RPTET UTERES 2 A 2 sl x 3 2 ailam s8] (3 2Ll k. 3
ORIM) OWEEFRIL, 3 DL ET 58.9% (96/163 #5]l, 95%CI : 50.9~66.5, Clopper-Pearson %) .
3 ORI T 76.5% (13/17 #l. 95%CI : 50.1~93.2, Clopper-Pearson #£) T -7z,
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zett
LN R REER] 253 51 BIVE R BLHIX 98.8% (250/253 f5i]) TH -7,

HER2 [5PEFLHE 5.4mg/kg B 184 il (HAN 30 #ilA25de) ORIEHFREIEIT 98.9% (182/184 fiil) Th -
72 EREWERE, B 76.1% (140 ) | J&57 @ 54.3% (100 f) . BiEIE 46.2% (85 i) | NEM: 42.4%
(78 B1l) | L HERER @ 29.9% (55 Bil) | BAEGE 28.83% (52 f51) . FH#121.7% (40 f5) . &lf» 21.7%
(40 i) HETH-oT,

Grade 3 LI - OFIVER I 41. 8% (77 f51) 1@ B, G EREED @ 16.8% (31 #1) | B> 7.6% (14 1) |
7™ 6.0% (1141]) | 2 54% (10 ) EThoiz,

HERAWERIX 8.7% (16 ﬁJ) IO b, ERFRITMEME 2.2% (4 F]) | Hl1.6% B#)) | BER
1.1% (26 HThot, HHFILCESTEWERIX 7.6% (14 #) 123D AL, Filgizk 3.8% (7 #1) |
MRS 1.1% (261, 95 1 BIEMFRNE 8D 5) | o/ MEED » 0.5% (161 . KhtE==
—r3F—0.5% (16 | fakEK 0.56% (16 . 5 >MmPELAR40.56% (16]) | IEENREK T 0.5% (1
Bl) Thotz, HEICESTRIEMIZ 1.1% (261 12D Hav, FERAA 0.5% (1#1) | ik 0.5% (1
) ThHolz,

HER2 GPEFLHE 5.4mg/kg #ED B AN 30 FlH 7 7 v — TN B0 2 BWERIZ2FIERD ST,
FRRWERIZ, AmEREGD » 73.3% (22 f) | & FEREGRD © 70.0% (21 1) | ol 63.3% (19 f1) |
Zifn» 46.7% (14 #1) | LAKBOR 43.3% (13 f1) | &AL 36.7% (11 41) . BEAE 36.7% (11 f1) . 1
/IREED @ 33.3% (10 i) | {EFE 30.0% (9 ) . U o/ EREEEA @ 30.0% (9 61) | 55 » 26.7% (8
fB) HTHo7,

Grade 3 LA EOREIEM X 53.83% (16 i) 127D b, & hEREEA @ 33.8% (10 f) | A MEREGED @
16.7% (5 ) . U L /8EREEA @ 10.0% (3 f) FETholo, HEERRMEMIT 10.0% (3 #) IZHRDHH
A, BB 3.3% (1)) | BREZK 3.3% (1) . 5 oMmMHELAE3.3% (1#]) Thoto, &5 FILIZE

STZEIERIE 20.0% (6 #1) 1258 B, Fiilgz 10.0% (3 61) . MEMMZER 6.7% 26)) . 9 -1tk
A4 8.3% (1#]) THotz, HTICE-T-RWERIZERD iz oiz,

a) TNENHEET L FEG4 %, ICH EHEREHEMAEE A AER (MedDRA/J Ver.20.1) (253 < EARFEZAWTELT
DEBYEHKLI,
iy ~EZ e RNEREGEA, A, ~~ 2 Uy M
P EREORA P EREOERA . i ERIEAE
/B - i RS SRR SE
B M EREGED © B mEREGED . B ek
U U oSERERD - U L REREGEA . U v SERIEDSE
Y . I)E
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3) Eff£ RIS DI48KER (U202 #ER. DESTINY-Gastric01 [DG-01] ) 2020
a. Ak

H ) | hIRAYX=T Gt 2 LA U EOWREETHIENGRY bivic HER2 I EOEATIEE B U B &
BHEATIEREEZXIGE L TR IAYRXT FAT AT H L ERMPRIRUIIRE () )T
BRI T 7 ) 2% v) OFIMEROZEME T 2,

A B | EBRIRE SRR, JEE M. B AR
THA | FHEaR— |k FTRY AT FTAT AT & ERIEIIEEOF MR O 2t 2 i+ 5 HEE2

{badm—Fk
BRI AR — b 0 FTAYRX~T FOT AT OFE MR VM E RRCEHE T D IEEEAL
aAR— b

xf 5| FFagk—§
FZ AV X<T | BERPUBMEERA, KO oAb ) I VU RS Z S 2 LY A Bk
DOIEHE CHED GRS b7z HER2 BHE*! OTREEIBR AR /2T - TR0 B I I3 B RIEREA TR
Ji B 188 14l
(21 ThIRAYRX=T FTAT AT IR (126 ) XITEMEIUEFRE (62 H1) [CHMEAEID £117)
FE7EINILUE . RECIST Ver.1.1 (235 & € rTREZRIERRE 24 5 . ECOG PS 78 0 XX 1,LVEF
N B0%LL . RN
FAS*2 J O MEARAT St A2 - 18715 (N T AV X~T7 FI7 A5 J1 8 125 ], ERTRIRIE
SEEE 6261 . N, BARAN 14961 (T 2V RX~T FaAr 25 R 99 . ERIERIGHERE 50 1)
FENFHMRI REN*3 175 ] (FTF AV X~T FI7 AT 8 119 §], ERIERIGHERE 56 1)
. BARAN1400] (R AV X~T TN AT 7 8 95 B, [ERIERIBHEEE 45 1)
%1 : THC ¥ 3+, XUt IHC I 2+ 70 ISH IR D B 2B AL B i-
%2 EFaR— MIBERIN, DR EB IEINTFRAYRXYT FAT AT B 6.4mglkg XL ERE
PRIBERE G Sz BEER
%3 FFEad— MIBGESN, PR L 1E NFAYRYT  FAY ZT W 6.4melkg XITEME
PR G S, ST ER BT TR—2 5 A~ ORI L E SN - B ER

£ | - DAVEZEOBERE CBERT6 » AURN) 2T 5 XAHEEED O - it AR EO S IHES 2 F T 5H

FRAEEYE | - RN QTc MIFRAY 470ms (ZcPE) XX 450ms (A1) ##8z2 5%

s AT uA RIEEEET HREMEMEKSE LD) oREERE, ILD OAHEEZ AT 5#F,. X ILD OfF
ENGbN L E

c RECERRIEIR 2D . TR T v A ROPUT W AEOIEE 2B 2 IEEE oM 269 5%

CABERBRAER L, flAANCREEEZONDE %

50505 | F¥Ear— b

FNTAY R<T FNY AT BT, 6.4mglkg & 3 IRIC 1 BATEFRIRINIZS- L, FIENTH 90 250>
T, WIEE RO BEMEN B CHIUE 2 BB LAREITHK 30 oot TS Lz,

ERREURIERECIL AV /7 0 R KF) 150mg/m2 % 2382 1[8], X137 U & % & /1 80mg/m?2
Z 1#IC 1 EoOWFRn—FH2ZNFNOEAEL P A 2 CaifEiiRmE S Lz,

FEaR—k
FSRAYXTT
—| TILORTHhU#
(n=126)
-HER2[S 1%
(IHC3+ X [FIHC2+/ISH+) | | #E4EHIE | |
2L AL EDBRET RSRYXRIZEL LAY (2:1)
BEMNEOLNT THEENFERINT
EITHEBREXIE
EREEAIIRERE || EEmERAARE
l (n=62)
hRBREMKBEIZKS
HER2FHIFIK R DFER
*HER2 IHC2+/ISH— | ER#yark—H
“HER2ERKIC KB A BELL 1 (n=21)
-HER2 IHC1+ BERMaHR—k2
“HER2ERKIC KB A BELL 1 (n=24)

ABEIN-HREXEIHREFRLGIBREFHNEEND,

JERINF - SEhiE [AA#E] . ECOGPS [0/1] . M OHER2%BURG [THCHE3+ /THCIE2+ A~ ISHIER ]

FPifitE E | [ARME] HEERHEIEE - MNEARHE R TORMIIC S < KA (RECIST Ver.1.1)
BIREHIEH - (RRICIIRE L2 W R 0 M SZ D SHIERE RS T ORHlIC &5 <)

OS. PFS, Z&hHiH, Wish=ar br— R TTF, MERDFE, HREEEMAEICE D
TR, HEETRMIN %
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(% 4xtk]

ERPFHMIGER W R E CoMME, MEREEIE TOME S
HERES B, BESAERES HETIICES-AEES EE TN FERERSL ILD*S,
LVEF KT, OEX QT BIRERE., FAILED KS) |« BRBREME, N1 2010, L&
KRTA—=% ERRREFRR, Doa—XEI~vAFH—hAF v UREFRR., JIERAER
R (ECOG PS §fli &= & ie)
k4 : MedDRA/J Ver.20.1 1233 < EAFEZ AW L—7F(k
%5 ILD MSZHIEZ BRI L 25l b Ehi

FRAT 51k

[H2hE)

[Ze4tt]

ZEENEK O OS OREICEE L., Wil 5% DA EBEAKETELRORMELREL, AETH-
7256, RBREROFBAKELTMH 5% L LT OS OBRELZFEM L., RBREROE DR
R OB A HIE, I LT, AEAKERMA 5% CMH g (8RR :
E) % AV CERISRIAEE & Ol % e (FEMAT), RSP L LT Fisher O E B
xBTS FEhi, OS OV PFS 1%, EH] log-rank & (BHIKT : EiE) %M
THEM LR, OS OHEMRHT CHW 2 A EK#EIL, Lan DeMets {12 X % O’ Brien-Fleming
o> alpha Y42 BE%L A 6 L, HRIEHTI £ CLICMERR S-S ESWTIRE, & 512,
FEHEE % RN T &35 ER] Cox WHINY— RETLERN TN — REETZED 95%
CI #&H, ##=ay br— LR ONGBRETEMEEICED BRhRIx, FHEFEE &
[A] CfadT 2 ke, b, OS, PFS KO TTF (2B L CTi, Brookmeyer-Crowley @ 5k
ERWT, G/ akr— T EICPREL ZOWMA 95%CI R H., £FRFATO
Kaplan-Meier #£Efl & Wifl] 95%CI & B 58, 24— b T L IZHEH,

B EHG4 13 MedDRA/J Ver.20.1, HIEE /L CTCAE Ver.4.03 IZ# U7z,

b. 8&FHER (FAS)

HER2 BBt B e X3 B b A5 e
2ERE (0=187) (FEHEzak—1b)
H B AV R~ T BT TAHERE
= FNT AT T R (n=62)
(n=125)
n (%) n (%)
el Bk 95 (76.0) 47 (75.8)
eQlis 30 (24.0) 15 (24.2)
i O i A YE(R A2 64.2+10.36 64.7+10.32
Bk S fi [ AR 99 (79.2) 50 (80.6)
5[] 26 (20.8) 12 (19.4)
HE (kg) i AR 22 58.1+12.28 57.6+11.44
ECOG PS 0 62 (49.6) 30 (48.4)
1 63 (50.4) 32 (51.6)
HER2 %30k IHC 1+ 0 0
(hefpAckiergm ) | THC 2+ 29 (23.2) 15 (24.2)
ISH Btk 29 (23.2) 15 (24.2)
ISH [&it: 0 0
IHC 3+ 96 (76.8) 47 (75.8)
THC = 0 0
BB L U A VK 2 66 (52.8) 38 (61.3)
3 34 (27.2) 18 (29.0)
4 18 (14.4) 4 (6.5)
5 5 (4.0) 2 (3.2)
6Lk 2 (1.6) 0
AR R TR A R R FEL 86 (68.8) 46 (74.2)
b TRV X7 (EnfHEz) ¥ 124 (99.2) 61 (98.4)
7Ly~ (BATHHRZ) 94 (75.2) 41 (66.1)
=R~ 7 (R THHRZ) 33 (26.4) 15 (24.2)
FHH1H (7) HoRfiE (D) 4.6 (0.7 ~ 22.3) 2.8 (0.5 ~ 13.1)
E s I 3n ALLF 40 (32.0) 40 (64.5)
3~6» A 40 (32.0) 16 (25.8)
6~9 » A 23 (18.4) 5 (8.1)
i 9~12 » H 10 (8.0) 0
= 12~24 » A 12 (9.6) 1 (1.6)
e 24 7 A 0 0
o R G R
(mg/kg X% e (FEPHE) 39.2 (6.4 ~ 195.1) 630.0 (80.0 ~ 3280.0)
mg/m2)
bl i (RiDH) 6.0 (1 ~ 32) 5.0 (1 ~ 41)
X ERE (%) | P9l (FEH) 92.5 (57.9 ~ 106.5) 83.7 (33.3 ~ 107.7)

a) N ATITTEERY
FT—4Jy A7 H 2019411 H 8 H
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c. iR (EEahk—1Hh)
Ao
) BUE RANRHEKETOFM [FEHEEE]

HBERWNE MIAMDRPTEHETOFTM [BIXRFFMEER]
2K
RN R RIS I 1T DM F I ERE B COFMMICE S BRIT, N T AV AT TAT AT H
BT 51.3% (61/119 #il. 95%CI : 41.9~60.5. Clopper-Pearson %) . ERHERIGHEET 14.3% (8/56
. 95%CI : 6.4~26.2, Clopper-Pearson i) THV. "N T AV X~T TIVT AT U HEOFBFEHF
ICHEICE > 72 (p<0.0001, CMH i) o Z2haHil SRS 351 2 M7 2 R ERE RS T ORI
HEASTEERDIRIZL, "TAVAST TNIT AT EET 42.9% (51/119 4, 95%CI : 33.8~52.3,
Clopper-Pearson {%) | [ERIEIUAERET 12.5% (7/56 #i. 95%CI : 5.2~24.1, Clopper-Pearson i)
ThHO, FTAVR<T FILIT AT H RO RE D> 7= (p<0.0001, CMH ¥1E) ,
Y IJ L —TJ@EF (BRAEH)
AARNEFNCI T 2D R EHBE COFMMCIES S BRI, VTRV AT TATRATHURET
50.5% (48/95 fil, 95%CI : 40.1~60.9. Clopper-Pearson %) . [EREIRIGHERE T 15.6% (7/45 5], 95%
CI:6.5~29.5,Clopper-Pearson i) TH O . N T AY X~T FTIT7 AT UREO T E D> 7= (p<0.0001,
Fisher OEHMEREE) . AARNEMIZI T DML SCHEME] TOFRIC RS MEERZIRIL, TR
AT TG AT T RET 44.2% (42195 5], 95%CI : 34.0~54.8, Clopper-Pearson %) | ERIERIG
JERET 13.3% (6/45 fl, 95%CI : 5.1~26.8, Clopper-Pearson i) THV., NTFTAVRA~T FILI AT
B RO T HRE D> T= (p=0.0003. Fisher DEBEMERE) |

(F—%#> bA7H 2019411 A 8 H)

EWRRUVRRREDR (ZMTEXRER)

e AARNENM [T 77— Ffihr]
FAY ReT e FAY ReT N
;/Z 4 X/:rﬁ ‘/7%_‘ @Efﬁigfgiﬁﬁ ;»7 4 X/:rﬁ ‘/7%—‘ Egm%*ifﬁﬁ
n=119 n=95
ZRhR
n (CR I PR) (%) 61 (51.3) 8(14.3) 48 (50.5) 7(15.6)
95% CI? (41.9, 60.5) (6.4, 26.2) (40.1, 60.9) (6.5, 29.5)
KEBRAEDFR. n (%)
CR 11 (9.2) 0 9(9.5) 0
PR 50 (42.0) 8(14.3) 39 (41.1) 7 (15.6)
SD 42 (35.3) 27 (48.2) 34 (35.8) 22 (48.9)
PD 14 (11.8) 17 (30.4) 12 (12.6) 14 (31.1)
NE 2(1.7) 4(7.1) 1(1.1) 2 (4.9)
T EZZN =R
n (CR XIZPR) (%) 51 (42.9) 7 (12.5) 42 (44.2) 6 (13.3)
95% CI# (33.8, 52.3) (5.2, 24.1) (34.0, 54.8) (5.1, 26.8)
REBEGHE. n (%)
CR 10 (8.4) 0 9(9.5) 0
PR 41 (34.5) 7 (12.5) 33 (34.7) 6 (13.3)
SD 51 (42.9) 28 (50.0) 40 (42.1) 23 (51.1)
PD 14 (11.8) 17 (30.4) 12 (12.6) 14 (31.1)
NE 3(2.5) 4(7.1) 1(1.1) 2 (4.4)

NE

: FHlAFE. a) Clopper-Pearson 5
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EHREDEMDA—R T A4 b b OmAHE/NED Waterfall plot (FAS)

(%)
100 1
I FSRYRRT FILORTHUE (n=1172)
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(%)
100 1
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EHREDEMDA—RS A Uh b DHE/INED Spider plot (FAS)

(%)
190 0 FSRYRTT FILORTFHUE (h=1172)
80
1Z
]
g
D 40 -
#
Zg 20
f
Lo
5
4 -20 1
~
H
5 —40
1)
;’{ 60
$
_80 -
=100 1
/_&‘—7\ 3 6 9 12 15 18 21 24 (B)
1> FAE B RIZEFEH DD LA
(%)
107 o EEMBIRABE (n=52°)
80 A
p-
Ly
E
D 40
%
zg 20
aQ
Lo
S5
A4 -20 1
g
H
5 -40 A
1)
?’E 60 -
$
_80 .
=100 1
R—2Z 3 6 9 12 15 18 21 24 (H)
Ei b F|AE AL L EEH DD HAR

a) N=ATA U RKRPNKNTAYX<T FAT AT A ARG U ALERIGEREBH 1A O L CIEAFRZE 2N E T
ER: e
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i) EEFHM (0S) [EIREFHEEEB] (FAS)

2K

OS PRI N T AY X~T FNIT AT URET 125 #» H (95%CI : 9.6~14.3, Brookmeyer-Crowley
%) | ERRERIUAERET8.4 # H (95%CI : 6.9~10.7, Brookmeyer-Crowley i) THVO ., FT7AY X~
T TN AT N RET OS ORERHAICAH B RIER SRR bz (Y — FH 1 0.59 [95%CI : 0.39
~0.88] . ¥ log-rank #E : p=0.0097. HEAE [M{H] =0.0202) ,

OS M Kaplan-Meier gif# (FAS)

(%)
100
— N SAYRXRT TIVORATHUE
— EEMEIRAREE
80 | BEER: ITHUY
% 60 -
4
b
£ 40 -
20
0 i
0 3 6 9 12 15 18 21 24 (A)
AL DR
SEBIEL
FSRYRIYT FIVORTHUE 125 115 88 54 33 14 7 3 0
EEmERAEE 62 54 37 19 10 2 2 0 0

Y I — TN (ARAERH)

AARANEMO OS HRfElZ, NTAYX~T FALIATHUEET 125 # H (95%CI : 9.6~14.3,
Brookmeyer-Crowley 7%) . [ERHRIIEERET 8.4 # A (95%CI : 5.8~10.8, Brookmeyer-Crowley %)
ThHO, NTAVAST TN AT HURETOS DIEENBD LT (O — R 0.57 [95%CI : 0.36
~0.89] . FEJEH log-rank 7 E : p=0.0121) ,
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i) EEEAFHM (PFS) [BIXREHMEIER] (FAS)

21K

PFS HRAEIX N T AV X~T TAT AT HURET 5.6 # A (95%CI : 4.3~6.9, Brookmeyer-Crowley
%) | EEEJUSERET 3.6 # H (95%CI : 2.0~4.3, Brookmeyer-Crowley i) THU., FT7 AV X~
T TNT AT A ROGNENo T A — R 047 [95%CI : 0.31~0.71] . J&%! log-rank &
E : p=0.0003) .

PFS @ Kaplan-Meier B (FAS)

(%)
100 4
—_— N SAYXTT TIVORTHUBE
— EEMERAEE
EEF FTHUY
80 -
/60 -
b
£
% 40 -
20 | 1 11 11 ]
0 i
0 3 6 9 12 15 18 21 24 (A)
EEAIEH D DHEAR
SEI 2
FSRYXIT FIVGRTHhUEE 125 82 35 20 12 5 3 1 0
EEMERAEE 62 19 5 0 0 0 0 0 0

Y I —T#EN (ARAERH)

AARNEH DO PFS TRAEIZ, FTAY AT TATATHURET 56 »H (95%CI : 4.4~17.0,
Brookmeyer-Crowley %) . [ERIEIEERET 4.1 » A (95%CI : 2.0~4.9, Brookmeyer-Crowley %)
ThHY, NTAVRAST TNITATALVFEOFNEN>T- (O — R :0.46 [95%CI : 0.29~0.72]
JEJE %5 log-rank i€ : p=0.0007) ,

iv) ZEME. EEEMEME [BIREHMEEE] (FAS)

DRFERETOHM. BEMRAERE TCOHBUERMEHMEIEEB] (FAS)
2K
BB OPRIEIZ, FPFTRAYR~T FAZRATH BT 84 # A (95%CI : 5.5~HEERHE,
Brookmeyer-Crowley %) . [ERI&EIEERET 3.9 » A (95%CI : 3.0~4.9, Brookmeyer-Crowley %)
Thotz, PRFEHETCOYMBOTRMEIL, NTAVXYT FAIATHUEETLE » A (95%CI : 1.4
~1.7, Brookmeyer-Crowley %) . [ERIEIAFEHET 1.6 #» A (95%CI : 1.3~1.7, Brookmeyer-Crowley
%) Thol,
MeE R O P RAEIL, T AV R<T FATATH BT 11.3 # H (95%CI : 5.6~ ERHE,
Brookmeyer-Crowley %) . [ERIEIEEAET 3.9 » A (95%CI : 3.0~4.9, Brookmeyer-Crowley %)
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Thoiz, HEEDREHIE COMMOPRAEL, NTAY AT TAIATHUEETLE » A (95%CI :
1.4~1.7, Brookmeyer-Crowley i%) | [EREIRIEHEHRE T 1.6 » A (95%CI:1.3~1.7, Brookmeyer-Crowley
%) Thol,

Y I IL—T#EiT (BRAEH)

HANEHOZGHM OT KT, FFTAY AT FATATHRET 11.3 A (95%CI : 5.5~H5E
ANBE. Brookmeyer-Crowley %) | ERISEHUERHET 4.1 » H (95%CI : 3.0~4.9, Brookmeyer-Crowley
) Tholz, BANEMORIEI L TOMMO PRI, FTAY AT FATATHRET LS »
H (95%CI : 1.4~1.7, Brookmeyer-Crowley %) . [ERSIIEREET 1.6 » A (95%CI : 1.3~1.6,
Brookmeyer-Crowley i£) Th o7z,

HANEF O ERIYR O RIEL, FTRAYRX~T FAZZATHURET 11.3 # A (95%CT : 5.6~
HEE R HE. Brookmeyer-Crowley £) | [ERIEIURERET 4.1 » H (95%CI: 3.0~4.9, Brookmeyer-Crowley
15) Thole, AANEMOREDIRFEH E TCOMMOTRIEIZ, FTIAYX~T FAT XTI T
1.5 # A (95%CI: 1.4~1.7, Brookmeyer-Crowley {%) | [ERIEIIAERET 1.6 » H (95%CI: 1.3~1.7,
Brookmeyer-Crowley i£) Toh -7z,

v) PO bO—)LE [BIRFHEEE] (ZHFFEIRER)

EX”

B e — VR E N TAY AT T AT I URET 86.6% (103/119 5], 95%CI:79.1~92.1) |

PERIEPIRIFREET 62.5% (35/56 fil, 95%CI : 48.5~75.1) THVW., NI AV RX~T FNI AT H U EE
DOFRED->T- (CMH E : p=0.0003, Fisher O EBEMER Y : p=0.0006) |

Y IJIL—TJ@Ef (BRAERH)

AARNEMOFESR a b — KL, F IRV RA~T FIT ZT T 86.3% (82/95 #il, 95%CI :
77.7~92.5) | [ERIEPUEHAE T 64.4% (29/45 fil, 95%CI : 48.8~78.1) THVH, N TFZAY AT T )b
U AT RED TN E Do T2 (Fisher DE MR : p=0.0064) .

vi) REEIIEIRE (TTF) [BIREFFEMEIEER] (FAS)

21K

TTF A XV MNMI M T AYRX~T FTAT AT H BT 125 FIF 101 6 (80.8%) . [ERHEIUIAEHET 62
Fif 58 1 (93.56%) (2w bhiz, TTF FRMEIZ, FTIRAYA~T FATATHHET42 57 (95%
CI : 3.9~5.1, Brookmeyer-Crowley i£) . EAIEIRIGHEHET 26 » H (95%CI : 1.6~2.8,
Brookmeyer-Crowley /%) Tho7z, 3, 6, KON 9 » ARS COHEEIREMRIRIL, N TAYA~T 7
NI AT T CFET 66.7% (95%CI : 57.7~74.3) . 31.8% (95%CTI : 23.6~40.3) . K} 20.4% (95%
CI:13.4~285) . EALEIUARHEET 32.56% (95%CI : 21.1~44.5) | 6.9% (95%CI : 2.2~15.2) . K&
U'0.0% (95%CI : HEERRE~HEEARRE) Th o7z,
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e

EX7N

BIEINZ F T AY A= T TN AT CRE125 6] (RARN 99 il &de) 123V T 97.6% (122 6) | &
ATEHUAHERE 62 B (H AN 50 B2 ETe) 123 T 90.3% (56 fiil) IZFR® BTz,

FREWERIZ. F T AY RX~T FAT AT /Eiﬁz}ftlﬂ£j@wwa>62.4%(78/1251%)%&57.6%(72/125
Bil) | RAREGE 52.8% (66/125 i) | &l » 40.8% (51/125 f5) | I/ MiEaEd » 38.4% (48/125 #41) |
FHMERER A @ 37.6% (47/125 ) | #B0UE 34.4% (43/125 #i) %, ERMEIIEHAE TR 40.3% (25/62
Bl) . ABKHE 40.3% (25/62 f5) | AFHHEREED @ 85.56% (22/62 1) | A M EREED © 35.5% (22/62
Bl HEThotz,

Grade 3 LL EORWERIL R T AY X~ TN AT 8 75.2% (94/125 f5]) | EERIEIURERE 43.5%
(27/62 B) ICRBO B, FTAYX~T FNT AT URETHPERERD @ 50.4% (63/125 #1) | &
i 24.8% (31/125 #) . A MEEDHD @ 20.8% (26/125 f5]) | EAIHGER 14.4% (18/125 i) | i/ MK
b 11.2% (14/125 B1) . U > SEREGRD @ 11.2% (14/125 1) | PERTERIRVAERE T R EREGE) @
24.2% (15/62 ) . &2 12.9% (8/62 %) . HIMEREEA » 11.83% (7/62 ) . AAEGE 8.1% (5/62
Bl &EThot,

BEREWERIX, NFAY X7 FAT AT 21.6% (27/125 f) | EATERPURER 8.1% (5/62
i) _mbzm NTAY A= T FNT AT T RETEKBOL 6.4% (8/125 1) | fifilifk 2.4% (3/125
Bil) . Ao 2.4% (3/125 f]) | FEEN2.4% (3/125 B) | WK 2.4% (3/125 f5) | FVEMERGZEE 1.6%
(2/125 1§J) . T 1.6% (2/125 §) | BEATSEHIURERE CAF P ERED @ 3.2% (2/62 f]) % Th o7z,
BHGHILCE S RWERIZ, NTAY X7 FTA7 AT 78 9.6% (12/125 ) | FEREIUEREE 4.8%
(3162 B) IZRRD B, T AY X~ T FT AT h TRl 4.0% (5/125 1) | E PR E 1.6%
(2/125 f5) | 5 2 1.6% (2/125 Bil) | [EAISEFURHEE TLF P EREGRA @ 3.2% (2/62 #1]) FEThH -7,
HEICESTZRWERIZ NI AV X=T FA7 2570 VBETHiIi% 0.8% (1/125 ) Th -7,

I —TJ@EF (BRAEH)

HARNEMORWERIZ, NTAY AT THAT AT 78 99 FlICBWT 99.0% (98 fi]) | [ERIERA
FERE 50 BIZ BN T 92.0% (46 #]) 12D BT,

FREWERIZ, ST AY X7 FNT AT ) CRETAHHRERERA 2 68.7% (68/99 i) | #l» 59.6% (59/99
Bil) . BAKBGE 55.6% (55/99 f) | FMERECRD @ 47.5% (47/99 ) | i/ MBI @ 45.5% (45/99
Bl) . RN 43.4% (43/99 B) . &Alfl @ 40.4% (40/99 ) | [ERHEEIRIGHIE CRARER 42.0% (21/50
#l) . B EREGED @ 40.0% (20/50 1) | A7 EREOEA @ 38.0% (19/50 f51) | Hls 36.0% (18/50 f51)
LThot,

Grade 3 U EDORIWERIZ T AY X~=7 FAU X5 R 77.8% (T7/99 #) | FERIERIIEIRERE 42. 0%
(21/50 f5) 1IZBD BN, T AV RX~T FIT AT RETHPEREGD @ 54.5% (54/99 1)) |
BREGEA » 26.3% (26/99 #i]) . & » 23.2% (23/99 #) . AR 18.2% (18/99 fi) . VU //\a@ﬁ
I 14.1% (14/99 1) | 1/ MBI @ 13.1% (13/99 #) | EEAIEFIEHRE ThF P ERERD » 24.0%
(12/50 f) . EMmEREDRD © 14.0% (7/50 1)) | &AL » 12.0% (6/50 ) . BEEGE 10.0% (5/50 1)

EThoT,
HERBWEMIL, hTRAY X~ T2 AT H U8 22.2% (22/99 i) | Eﬁﬂiii%#ﬁ%fﬁi 4.0% (2/50 f51])
RO BN, T AV RX<T T AT URECTREGE 8.1% (8/99 #i) . a) 3.0% (3/99 ) .

FEEN3.0% (3/99 B) | MK 3.0% (3/99 f51]) | Hfilig7% 2.0% (2/99 i) . Fﬁg@ﬂmﬁ% 2.0% (2/99 %) .
Eﬁﬂiié%#ﬁ%%ﬁﬂ%%%ﬂ@w 2 2.0% (1/50 fFl) . AMBERERED » 2.0% (1/50 ) . J€57 » 2.0% (1/50
) . Al 2 2.0% (1/50 1) . BEEGE 2.0% (1/50 #) . FE 2.0% (1/50 f) EFTH-o7,
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BERIRCESEREAIZ. FFRAY AT FAT AT H U8 81% (8/99 fil) | [ERHNERINISERE 4.0%
(2/50 ) 12RO BIL, hTAY X<T Fr AT URETHilESK 4.0% (4/99 f1]) | RIEMEMZEE 2.0%
(2/99 f51l) | [EEMEPAFRE CHPEREDLD @ 4.0% (2/50 i) FEThoT-, SETICES>TBWEHITR®
Lo T,

a) TNENEET 5 HEL4 %, ICH ERREKMES A AR (MedDRA/J Ver.20.1) (RS EARFEEHWTUT
DEBYERLT,
2l Al ~EZ e e, KRB ~~ b2 Yy MEA
TR EREOED « IR EREOEA TP ERISAE
M/ IR SR
B EREE A BRI A Bk E
U U SERERD - U o SEREORD . Y BRIV E
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4) EFFH£RFESE DI4H5A88 (U204 XB&. DESTINY-Lung01 [DL-01] ) 22

a. A%

HER2 i&®IZE 33 HER2 (ERBB2) &{n{2RIGIEDOUIRARE ST AR 2 A 9 2 H/ Ml it

(NSCLC) BEEXGIT, FNT AV AT FNI AT DHEHER OZLMEHET 5,

EIBSILE, SHiskIEF. HEEMm. FERIEL(LE TR
ak— b 1% KR Rak— bk 1la*! : HER2 @RIFE B O YRR RE X LIRS 2 A1 % NSCLC B % %t

Gl L, NTRYRXST TNT AT T O L LM% Tl

a7 — b 2: HER2 (ERBB2) Fn 1A RGO UIRARE L= RisE 2 A 5 NSCLC & x5 L

L. NIRYXST FNT AT DAL Z4aM &
*1: HER2 (ERBB2) W{nTZERBHED A ITERI

AR — b 2 FREAIGIRER ISR LI SUTEHATE L e o 7o & 2 WIIEEINIGIRIED 2\ HER2

(ERBB2) {&in+78 SE51E*2 O UIRASRE )i iRinfs 2 495 NSCLC &3 91
F7EPULHE : RECIST Ver. 1.1 (&S S JEAREHZ 2 A4 %, ECOGPS 7% 0 3% 1, 20 &bl L
(HAR) | 18k CKE. BIN) %%
FAS*3 R OV MEMRMT R GAER *3 - 91 6] (A AN 23 fi)
*2: LN OIEWR HER2 (ERBB2) Win A RBGMED BE A AT
Glu770 Ala771insAlaTyrValMet, Ala771 Tyr772insTyrValMetAla, Gly776delinsLeuCys.
Gly776Ser. Gly776Cys. Gly776delinsValCys, Gly776Val, Gly776Val777insLeu, Val777Leu.
Val777Met, Val777 Gly778insCysGly. Gly778 Ser779insLeuProSer, Val777 Gly778insGly. Gly 776
Val777insValGlySer, Val777 Gly778insGlySerPro, Ser310Pro, Ser310Tyr, Ser310Phe,
Arg678GIn, Thr733Ile, Leu755Met, Leu755Pro, Leu755Ser, Leu755Trp. Asp769Asn, Asp769His,
Asp769Tyr
*3: RBUICRER SN, P IRV AT FAT AT R 1 ELERS S BEEMPE Fhic

=+ 78
[0 %

DBAEZEOREERE C58kAT 6 » ALIN) |« JUTEEED 5 > it A~2 (NYHA DHEERE/HE I ~1IV)
OEEERE (BEFkET 28 HLLN) | XITOD % L 2 IS 95 b e R= OB sk
BT 28 HUAW) | MITAREEMIME X ITIREEZ B 2 BE R REROBEFEREZ 6T 54

- BEKET 28 HLLNIZ LVEF 28 50% K D

< LEXAHIE QT M@, 470ms (&) Xid 450ms (B%) 2@z 5#H

« A7 A NEEEET HIEBYEOREMEREE (ILD) OBFEZ2AT 5%, IA7 V—=2 71
RIrp OEE 2T ILD BEETX 20

< TR SUL, EIRIRDOIERME, XIIAT v A RRPUREIER COSERD 2 > b u— L D= DIRHE
B F DIEEINE D PR R~ DS A AT 5

<k 3 AFLINICERME R AR E T 0% %

BL 5k

NFAYRXT FNY AT I 6.4mglkg T 3 WIZ 1 BEAEEARN&E S L7z (21 BY A 74, Day1
W G) , BERRIE. PRI 90 40 & L, #lElE 5RO BAEMEIC BN 707 71U 2 [81 B BARRIEAY 30
& LT, BEYA 7 AVEITHREITRT T, L, TR TERWEEORIL, REET, JUIFERE
HE TR G ATRE & LTz,

aR—M
HER2:B | $156.4mg/kg
(n=49)

HRIZEHET
ESZERRFRAZANT
HER2:BEIF5
(IHC 3+ X [FIHC 2+) DReER TJrk—Ka

BERBRERICERL: HER2i& | 5 135.4mg/ ke
XIFE A ML=, (n=41)

BB LEERAFAA L
RREEST BRO
MRS B CLAI &~ TRESN-RES S——
REChERZD ’
BREE (BERRE) T i ggiiﬁ;%

—> >
ESEBRFRAZANT
SR HER? (ERBB2) S(:Z%ﬂk)g
BETFEROHER

CLIA: Clinical Laboratory Improvement Amendments (EgFRIRE R R E %)

R

[F2hih] TEEEMIEE « A7 50 B e B (D < M E =R (RECIST Ver.1.1 (2:5<)

EIVKFEHMIE E  {EBR T EATREMIC RO < MEE R 2h =R, MR SR ER BRI E
FlEEAM L2 35 < i, wsh= v b e — LR KOV PFS, WONC OS
[Zeatk] AEEL, K, BELRAFEFS, £5PIE - BE5HE - BEICES>TAEEES, EEHTA
HFEFL (ILD*, A=HEASD) | BEREE (raX=v28L) | M ZLd 1y, LEX
RTA=FIRRRER A, Do a—X i~ F 7 — b A% ¥ VAR, FAREHRL (ECOG
PS#flix&tr) . LR T AV X~ FA7 AT UHik

k4 ILD MSEHIEZ BRI K25l b Ehi

fibT 7515

[F2hiE] fEERER OB 2 br— LR, JHEEM L 95%CI (Clopper-Pearson {EIZFE5<)
ZEM Uiz, I, PFS K0S 1%, Hkfii & 95%CI (Brookmeyer-Crowley %) %
HH L, Mx T, Kaplan-Meier {5IZ L VR Z & O AHEEBE D 95%CL ZHH L=,
[Ze4xtk] B HFSH4 1L MedDRA Ver.23.0, EiEE£534H(% CTCAE Ver.5.0 IZH# U 72,
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) /N 53 B AR O AGE S EE IR, AELROHARIIU TO LB Th b,
(LEFEED H S HER2 GO F M AR ILBERIE. RILEUZEREAEEN D HER2 EXEX (FEBEXREOF
MR IETERIE. L2BEEDH D HER2 BREDFM AR IBRIAE. NALEERERICEE Lz HER2
(ERBB2) EEFEZEGHEDUIRTEELET - BREOIE/MEaHE)
WHE. RACIE N T AYX~T Ty AT 0y (Efaffiz) & L C110E5.4mgkeg ((KE) % 90 23»i) T3
TR TRIEFET 2, 23, YIRS OREMEN BRI Thiu 2 B B LR 5K 30 43 E TEfET

&2,

b. 8FER (FAS)

HER2 (ERBB2) #&inf72 Rt
H H NSCLC 6.4mg/kg #5 (n=91)
n (%)

P51 Bk 31 (34.1)

etk 60 (65.9)
i O SERIE R R 2 60.3+11.94
R S i ] TIT 23 (25.3)

bk 35 (38.5)

ERM 33 (36.3)
hE (kg SR E AR R 65.3+15.95
ECOG PS 0 23 (25.3)

1 68 (74.7)
HER2 (ERBB2) BT EREN | Frv X —Efk 85 (93.4)

HH s ek 6 (6.6)

AR TR £ 3 0
EGFR &5+, ALKA Ein1-. HY 1 (1.1)
ROS1 &8s+ Xt BRAF &I | 72 L 76 (83.5)
TER ~H 14 (15.4)
NSCLC Dk IS 91 (100.0)

Z DM SIIA 0
BB L U A VB <2 61 (67.0)

>9 30 (33.0)
PD-1 3% PD-L1 [FEAIRHAREE | HY 60 (65.9)
14 LA TG R HY 86 (94.5)
H4&8A & PD-1 XX PD-L1HE | Y 30 (33.0)
o OF F ia
B4 Al & PD-1 XX PD-L1FHE | Y 27 (29.7)
HOIEDEHEIHEE
NR—R T A HEO PR | H Y 33 (36.3)
NR—2 T A EFONNRE HY 33 (36.3)
IO Bt HY 20 (22.0)
NR—=2 T A BEO kY HY 7 (7.7)

c. BE5IKR
HER2 (ERBB2) &{n+78 Bk
H [ NSCLC 6.4mg/kg #%%5- (n=91)
n (%)

BHHM 2 (B) R (D) 6.9 (0.7~33.8)
e 5R 3 HLF 18 (19.8)

3~6 # H 22 (24.2)

6~9 % H 18 (19.8)

9~12 » A 3 (3.3)

12~18 » A 13 (14.3)

18~24 » H 14 (15.4)

24 » J1 8 3 (3.3)
RHEB SR (mgkg) R (D) 53.8 (6.2~274.1)
BeE Rl hofE (EEPH) 9.0 (1~47)
I RRE D (%) e (D) 89.1 (64.4~102.4)

a) FHWM (A) = (Bek#b a-wE#% 5 3 +21) /30.4375
F—% 5y b A7 B E THERBR AN Lo BEIC oW TR, FHMEiFTRER B O S B 2 & KEER & L,

b) FHxt HERE (%) =HEMREGHEHERE (mg/ke/3 EE]) %100
F—4Jy A7 H 2021412 A 3 H
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d. #R [F—4 7y b4 7H 2021412 H 3 B (EHHER) . 2720, BAANERAOL ML 202145 A 3 A
(EfEHT) ]

At (FAS)

) ERME MUMRHEHBCOFE [FEFTHEER]

HER2 (ERBB2) i#&fs128 551 NSCLC 6.4mglkg % 51235 1) 2 M7 2h S B RS R C 0 Rl 12 55 < 7

TEZRRBhER 1L, 2B T54.9% (50/91 B, 95%CI : 44.2~65.4, Clopper-Pearson %) . %7 7 /L—7fiE

Hroo BAR N T 73.9% (17/23 ], 95%CI : 51.6~89.8, Clopper-Pearson %) Th - 7=,

MR EHBE TOFMICE DO ESHE
HER2 (ERBB2) & 1Z%BM NSCLC 6.4mg/kg £ 5-
HAN (n=23)
8% (n=9D) o2
KEBRAEDFR. n (%)
CR 1(1.1) 1(4.3)
PR 49 (53.8) 16 (69.6)
SD 34 (37.4) 5(21.7)
PD 3(3.3 0
NE 4 (4.4) 1(4.3)
T EZZN =
n (CR XIZ PR) (%) 50 (54.9) 17 (73.9)
95%CI® (44.2, 65.4) (51.6, 89.8)

NE : §1fi 6. a) Clopper-Pearson i

i) MEENE CAREEEMHTE) [BIRFHHEER]
HER2 (ERBB2) W#in+7Z Bt NSCLC 6.4mg/kg %5123 1F 2 IRBREATERMHIE 23S < M EZ=eh =R
X, 61.5% (56/91 . 95%CI : 50.8~71.6, Clopper-Pearson i%) T o7,

i) ZXEAR ORI RHERETOFM) [BIXREHEEE]

HER2 (ERBB2) s BGME NSCLC 6.4mglkg #% 51233 1F 2 M8 Fp EHEBE C ORI S < &=
M O PR, 2EBEFT106 » A (95%CI : 5.8~17.7. Brookmeyer-Crowley #£) . 7 7L —7
it O AARNERT11.1 v H (95%CI : 4.6~HEE AHE. Brookmeyer-Crowley i£) T -7z,

iv) =R CAERSEEEMHE) [BIXRFHHIEER]
HER2 (ERBB2) &in175 5Byt NSCLC 6.4mglkg #5-123 1) 2 1R AT A E (2 S < ZEh i o
Hfiix, 12.5 » H (95%CI : 7.2~16.8, Brookmeyer-Crowley %) T®H -7z,

V) BB FO—LE IR ERETOME [BIRFFHIER]

HER2 (ERBB2) #fn {5514 NSCLC 6.4mglkg % 512 351) 2 M7 4h bl @ B R C ORI 33 < i
By bue— L, 2EFTI2.3% (84/91 f5], 95%CI : 84.8~96.9, Clopper-Pearson i%) . 77
N—T T O HARNEF T 95.7% (22/23 ffil, 95%CI : 78.1~99.9, Clopper-Pearson it) Th o7z,

vi) mEa Y ba— LR CRREFEMAE) [BIRFEEER]

HER2 (ERBB2) #Bfn 12 R NSCLC 6.4mg/kg Bt 5121 2I1RBRBETIEMEEICE S B = K
o—/LZRX, 94.5% (86/91 f5, 95%CI : 87.6~98.2. Clopper-Pearson %) Th o7,
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vi) BIREAFHME (PFS) (MIIRFITEHETONM [BIRFHEIER]
HER2(ERBB2) &1 12 25 NSCLC 6.4mg/kg #5123 1 2S5 B EMEES CORHIIZ £S5 < PFS
OFREX, £2EFETIE 8.2 # A (95%CI : 6.0~11.9., Brookmeyer-Crowley %) TH -7,

IR FIFEHEE TOMIZE D < PFS M Kaplan-Meier Biff (FAS)

(%)
100 -
— N SAYRXTT TILOATHY 6.4mg/keit 5

EER:THUY

80 -

60

BREHF E8 e

40 -

20 A

0 4 B R{E (95%CI?) :8.21 8 (6.0~11.9)

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0123456 7 8 91011121314151617 181920 2122 23 24 25 26 27 28 29 30 3132 33 34 (H)
FHBAMSOHM
JiE 151 85 91 8983 74 70 5549 42 393228 262524212120151311 9 7 6 43 2222222110
ARV 0 1 4 13 17 30 34 39 42 46 49 49 50 51 54 54 55 57 57 57 58 59 59 59 60 60 60 60 60 60 60 60 60 60 60

a) Brookmeyer—Crowleyi

F¥7-. HER2 (ERBB2) &in1ERGM NSCLC 6.4mg/kg % 5-1235 17 2 M S75h ) T HE B © D FFAMh 2 Jk
S< PFS O FRAEIT, T 7NV —T MO AAANERT 132 » A (95%CI : 5.8~19.5,
Brookmeyer-Crowley %) Toh -7,
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vii) ££FHE (0S) [BIXREFHEIEE]
HER2 (ERBB2) Bi5 12 %Mt NSCLC 6.4mg/kg £ 512817 % OS HfEIE, 2835 T 18.6 » A (95%
CI : 13.8~25.8, Brookmeyer-Crowley i£) Th o7,

OS M Kaplan-Meier giff (FAS)

(%)
100 -

— N SAYXRT TILIRTHY 6.4mg/keik 5
FEEZ ITTHUY

80

60

B

40 -

20 A

0 | FRIE(95%CI?) :18.65 A (13.8~25.8)

T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36(H)

ZExBEH LD HAM
FEFI 2R 91 89 88 86 82 77 75 75 70 68 65 64 60 57 51 50 47 44 37 36 32 27 21161414121210 9 9 8 7 3 2 2 1 O
AR 0 1 2 4 8 1315152022 24 25 28 31 37 38 41 42 44 45 46 48 49 50 50 50 51 51 53 54 54 54 55 55 55 55 55 55

a) Brookmeyer—Crowleyi%

%7-. HER? (ERBB2 &5 75 EE NSCLC 6.4malkg #5105 5 OS T, 7 7 v —7fiE
MroBARANERT15.9 5 H (95%CI : 11.8~27.9. Brookmeyer-Crowley %) T -7z,
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=Zett

X7
Hﬂ%(ﬂﬂ%@i?%%ﬁﬂ%ﬁN&EC6h@&g&59Hﬂ(HKAZ&W%@U)K%wf\@ﬁﬁ
N 96.7% (88 #i) 1ZFE® Hil-, EARBIWERIL., Bl 72.5% (66 #]) . 19 2 52.7% (48 ) . BiE

546%6Mz%)\%%4uW6@7%)\ﬁ¢%ﬁﬁ¢wsa%6@3%)\§mw3&m6®0%)\
T 831.9% (29 i) . BAEGER 29.7% (27 #1]) . HMEREA @ 24.2% (22 #1) | E5 22.0% (20 #1) |
il s 20.9% (19 #il) T 7=,

Grade 3 UL EORIMEHIZ 46.2% (42/91 f) (2@ Biv, 4 PEREGED » 19.8% (18 f) . Al 9.9%
(9 | B 8.8% (8F) . I » 6.6% (66 . Milksk 5.5% (541 ETh-olz,
HEZREIERNIT 19.8% (18/91 f5l) (2@ HAL, Ml 7.7% (7 41) . MEMEMZEE 3.3% (3 #) | I
H:2.2% (24]) HThol,

B IEICE o BRI 26.4% (24/91 ) (2388 DAL, Jifilk 14.3% (13 #1) | FIEMEMZER 5.5%
B H) HEThHolz,

IR STZRIEMIX 1.1% (1/91 ) (238 Hiv, ik 1.1% (161 Th-ol,

H I IL—T#EiT (BRAEH)

HER2 (ERBB2) #1n 17 %5t NSCLC 6.4mg/kg £ 5-0 0 AR N 23 Fll2BW T, BFEAIZ2HIGE
D BTz, EREIWERIE, 4FhEkEgEd © 91.3% (21 61) | #L 78.3% (18 fi) . HIMEEIEA » 65.2%
(15 %) . BEAE 56.56% (13 #) . &l » 56.5% (13 ) . AAEEE 43.5% (10 #i]) | ¥ 57 @ 43.5%
(10 f51) . If/MREGEA @ 89.1% (961) . FHI89.1% (9f) . TANRTGRUEBRT I ) N T AT 2T
— VI 839.1% (9 ) . il 30.4% (7)) . 7I7=2T7 I/ hT72 A7 =7 —EHIN30.4% (74
HEThHoT,

Grade 3 UL EORIVEAIE 78.3% (18/23 #) IZ58® Hiv, AFHEREDHD @ 60.9% (14 #) . &L » 21.7%
(G #) . AMmEREREA © 17.4% 46 | B 13.0% @) EThol,

HEZREIERIT 26.1% (6/23 f) 1238 Hav, Mg 13.0% (3 #1) . MIEMEMEE 8.7% (2 ) | &
0 4.3% (1#]) Thol,

Bl IEICE S 2 RIERIT 89.1% (9/28 f) (2388 Hav, Mfilsss 21.7% (5 61) . FIEMEMZEER 8.7% (2
Bl &EThHhot,

FECICE > ZRERIZRD b eho Tz,

a) TNENEET 5 EL4L %, ICH ERREKMES A AR (MedDRA/J Ver.23.0) ([CHADS S EARFEEHWTUT
DEBYEZF LI,
YT P, MEIVE, BRI
TR ERERD ¢ AP BRSO . iR ERISDE
2l Al ~EZe el ~v b2 Yy MEA . REREDEA
A EREE A BRI B Bk E
M/ - MR B SR
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5) EFR#FI%E I4#E5ER (U206 5458, DESTINY-Lung02 [DL-02] ) 29

a. b

HER2 (ERBB2) Bl tARBGVEOENRERS 2 A9 5 IF/Milafiig (NSCLC) BEZ4RIc, b7 A
VAT TNI AT I DEHEROCREE BT 5,

FEIBRIER, ZhisdbrE, MRS, 2 8. SRR TR

EMREARE 2 B 2 JUTRFTEATHE ORI L T HERA 2 5 T b P RIERER B U | ARG TN K O
FRIE DM & 72 b7y HER2 (ERBB2) Bin 125" © NSCLC &% 152 f
(2:1 DT 5.4 X 6.4 mg/kg DWW N DOEE-BITIELE Y £117F)
7B PULYE : RECIST Ver.1.1 (2SS JIEWREINZZ A3 5, ECOG PS 728 0 33 1, MEAEZR{LAT
28 HLAN® LVEF 728 50% 24 L, 18 5%Lh b %%
5.4mg/kg & : FAS*2 102 #5] (HAA 38 #i)
Pre-specified Early Cohort*3 52 # (HAA 23 #i)
LARMMENT R G * 101 1] (HAAN 37 i)
6.4mg/kg Ff : FAS™? e OV A VEMRHT AL ™1 50 5] (AAA 15 )
Pre-specified Early Cohort*3 28 f (HA A 10 #1)
*1: LT OIS HER2 (ERBB2) &5 T ARNBEGEO BE Z AN,
Exon 20 insertion (any) . Tyr772_Ala775dup (Ala771_Tyr772insTyrValMetAla,
Glu770_Ala771insAlaTyrValMet, Ala775_Gly776insTyrValMetAla) . Ala775_Gly776insVal,
Ala775_Gly776insThrValMetAla (Tyr772Val773insValMetAlaThr) . Gly776delinsLeuCys.
Gly776delinsValCys, Gly776_Val777insLeu, Gly778_Ser779insCysValGly
(Gly776_Val777insValGlyCys) . Val777_Gly778insCysGly (Gly776_Val777delinsCysValCysGly) .
Val777_Ser779dup (Gly776_Val777insValGlySer, Ser779_Pro780insValGlySer) .
Gly778_Ser779insLeuProSer, Gly778dup (Val777_Gly778insGly) . Gly778_Pro780dup
(Val777_Gly778insGlySerPro. Pro780_Tyr781insGlySerPro) . Ser310Phe, Ser310Tyr. Arg678GIn.
Thr733Ile, Leu755Ala, Leu755Met, Leu755Pro, Leu755Ser, Leu755Trp, Ile767Met, Asp769Asn,
Asp769His, Asp769Tyr. Gly776Cys. Gly776Ser. Gly776Val, Val777Leu, Val777Met. Val842Ile,
Thr862Ile, Leu869Arg, Arg896Cys. Arg896His, Gly778_Ser779insCysProGly
(Val777_Gly778insGlyCysPro) . Leu755_Glu757delinsSer, Leu755_Thr759del,
Val777_Gly778insCysVal, Ile767Phe, Thr798Ile
%2 BBRICBRER S I, BEAELICEIT ST BB LM
%3 BRI SR S, MR IS SN BEERO S b hlfiElT (F—2 5 v A7 H 120224 3 H 24
H) 27 b 45 v A (137 H) OIRBRIGHIIM 258 T XIReH a2 Ik Lo B
d4 RIRICHEGR S, BIEAICEINMN SNZBEEND S b, NTAYX~T FAZ AT HUB 1 EEEES
SN BEEF

+ 7R
FrohFLue

« EGFR, BRAF XX MET exon 14385+ D K7 A N"—48R 4 LI ALK, ROS1, RET. 3%
NTRK BT OMAENEICHR I T\ #H

- MEVEAALRT 6 » A LN O SE O BRI SUTEBEMED 5 - Mt DA 2O B R (NYHA (DHEEES)
HO~IV) 26354

< DEXMHIE QT M. 470ms (&) X 450ms (Bik) 22 2%

« A7 A NEEEET IR REMEREE (ILD) OBEFEZ2AT 5%, IA7 V—=2 71
R O E{EZWIC T ILD BNEETX 2\

C FREGSUL, EIRIRDOIERME, XIIAT v A RRPUREIER COERD 2 v b u— L D= DIRH
T B BRI E O PRI R~ OB A T 5

BE SAFELUNICEREEEREE AT D &




V. BRICEd 5

BL TGk

T AV RX~T FII AT H 2 5.4melkg Xi36.4mg/kg % 3 1A M FFIRNEE S L2 QLAY A 7

Jb. Day LWZ#5) . #&E5REIX, FIENIH9043 & L, #lElEERE O ZAMICREN 72 00 huid2lE B L
FEI3A8057 & Uiz, #5047 VEICHEITRR T T, LT, PR TS RWEROIEL, HWAET, X
MBI E Gk G- rIE L Lz, BT ONT N TRV XA~T TAT AT O, &
F.IRBRETERM, B OBGRE GEEREANIL OERILEZHERFT 272 DI LB LI S bt
DOIFEMA S v 7 %Er<) . PREGGEEE., KOILDMNHERE IR LTk ERibIh,

RERE

5.4mg/kgE¥
FAS*2:n=102
Pre—specified Early Cohort*?: n=52
TREBTRERET n=101

BEAFESOILEREEDHD
HER2 (ERBB2):EInFEEBHED wEEAIE
YRR EIT - BRD (2:1)
JE/INHE R it B
6.4mg/kgk¥

X1 BRUREECILEIEENBY AR FAS*2: =50

zg&ummﬁﬁo)ﬁmat;gmx ) Pre—specified Early Cohort*®: n=28

BB RER:n=50
BRIEF:PD-1/MD/RIIPD-LIEEFIDAKRE (5. #)

X2 HERICEHFSN, BEAICAGSN-EEER

X3 HRICEHIN, BEBICANSNEBEREADSS. PREENTE(T—4hvbH TR 202246
3R248) 127K EB450 A (1378) DBREICEHEHRET T RITAEREPILLI-EE

X4 HERICEFIN, BEACENSNEZBEREADSL FSRAVYAIT FILIRTAVAMELE
BESh-BEEH

BRIEE

[f5hE] FEEFMEE : BICR Ml S < #eER%h% (RECIST Ver.1.1)
BIVGEHMMIE A« IRBREUEE ARG 25D < fEE 285403, BICR, /TRBRFUEE AR 2 &5 <
ZRBIR L OS2 v b r— LR PFS KO OS (HPREIAEAT CIEEHM L7 )
PRARAORHAGIE H - URFEBLE TOMIM, BERREDBERDR—RZ T A 235 DI KM/ RE
[ZZaft] AEFR, LT, BAELAERSR, RGP - REPW - BECESTAEFEFR ERTR
SHEEL (ILD*, AEKERE) | BRRENE (FeR=280) . HERAEFTL (ECOG PS
Az ) IRFHOBRART R, A 2o v (iikEERA S T) | LEKAT A =X bhra—X

W~ F T — b A% VAR

*5 ¢ ILD MSTHER B2 £ 2 el b FE2hE

FEAT 51k

AT R OV 2 S U, PRIEATIE, T— 2 v b T HERRTHEIN NS 45 3 A (137 H)
DL E#RE U 7= R 4[] Pre-specified Early Cohort (2% L CHEE L7~ (F—XH v b4 7 H : 2022 4 3
A 24 H) . EEHTIEL. RAECEFEOMAANDD 9 » A OIRBIAHIAM % 78 7 )UIIEH 2 1 Ik U7
TEW L7 (F—Xay hA7H 2022412 A 23 H) .
[Bahik] #EERDEROFHES o b — B3R G52 T L ICAHEEME 95%CI (Clopper-Pearson
EICHESL) 2HI Lz, EMT TIIAHREGRIZOWV THEEZRZZH O Clopper-Pearson 1412
X% 95%CIL O FERE & R F~—TETH D 26.4% D I L 0 MEHARGEELT 5, =%
WG R Lol 95%CI (Brookmeyer-Crowley ) ZEH L7, Iz T,
Kaplan-Meier {£(2 & 0 RFR 2 & O mHEEE MR O 95%CL Z5HH L7-, PFS KT OS i,
Kaplan-Meier {EIC LW ATFWHBREZR RT 2 &L b, FRBEEZD 95%CI
(Brookmeyer-Crowley 75) ZHHT 22 L& Lz (PRSI CIIRHME L7220V o W5
FCOHMIIRGE D SICENRHEZEH L,
[Z2tE] A5 TS84 13 MedDRA Ver.24.1 i3 Ver.25.1, #JiEE /33 CTCAE Ver.5.0 IZ#EL 72,

E) R NREE KT AARFIOAR SN HEROCHEIZILTO LB TH S,
UELEFEERD H D HER2 FHEDOF M AERX IEERIE. RILEUZREREGEN D HER2 EXBE X FEBEXEOF
WMABER (TEHRIE. L2EEEDH D HER2 BEREOFM AR EBERIE. NALEERERICEE Lz HER2
(ERBB2) EZFEEBGHDOUIRTELET - BROIE/NMERafHE)
WH. RACIE RN T AYRA~T Ty AT 0y (B fftiz) & L T10Eb54mgke ((KE) % 90 437 F T3
T ERE CRMEET 2, el PTG OREFMEN RAFChHILL 2 B HLIEOR HREHIX 30 438 £ CHEMiT

EXAR




V. 1BRICEEd HEH

HER2 (ERBB2) &ix+ HER2 (ERBB2) &ix+
ZEHGE NSCLC 5.4mg/kg Bf | AR NSCLC 6.4mg/kg B
® R Pre-specified | REMEMEAT | Pre-specified | Z2MEMENT
- Early Cohort KT GAE[] Early Cohort poE= & 5|
(n=52) (n=101) (n=28) (n=50)
n (%) n (%) n (%) n (%)
51 Lotk 36 (69.2) 65 (64.4) 17 (60.7) 34 (68.0)
TS 16 (30.8) 36 (35.6) 11 (39.3) 16 (32.0)
Fin (%) SR R R 2 57.6+11.74 59.0+11.57 | 61.5+12.00 58.612.24
B S i [ TIT 40 (76.9) 62 (61.4) 21 (75.0) 30 (60.0)
B S 3 (5.8) 4 (4.0) 1 (3.6) 2 (4.0)
R 7 (13.5) 33 (32.7) 6 (21.4) 17 (34.0)
F—=A )T 2 (3.8) 2 (2.0) 0 1 (2.0)
HE (kg) SEYAE R e 62.4+16.20 63.5115.19 | 62.6+12.94 63.4+13.89
ECOG PS 0 15 (28.8) 30 (29.7) 11 (39.3) 19 (38.0)
1 37 (71.2) 71 (70.3) 17 (60.7) 31 (62.0)
HER2 (ERBB2) F L —PHEE 49 (94.2) 98 (97.0) 28 (100.0) 50 (100.0)
B2 BT FMAE sk rEEE 3 (5.8) 3 (3.0 0 0
S e S Rk 0 0 0 0
NSCLC D% | 50 (96.2) 99 (98.0) 28 (100.0) 50 (100.0)
Z DML IF AR 2 (3.8) 2 (2.0) 0 0
BEEL AU | =2 32 (61.5) 68 (67.3) 14 (50.0) 31 (62.0)
>9 20 (38.5) 33 (32.7) 14 (50.0) 19 (38.0)
PD-1 X% PD-L1 Ho 37 (71.2) 74 (73.3) 22 (78.6) 39 (78.0)
BRI B VR
F4: 5% & PD-1 HY 23 (44.2) 48 (47.5) 14 (50.0) —
1% PD-L1 BE=EA
DU HRTREE
H4&#Al & PD-1 HY 14 (26.9) 26 (25.7) 8 (28.6) 11 (22.0)
W% PD-L1 FEEH
O IO RITERE
R—=ZAF A VD | HY 17 (382.7) 33 (32.7) 12 (42.9) 22 (44.0)
PR AR R IR
R—25 4D | HY 17 (32.7) 33 (32.7) 12 (42.9) —
iMfiER
Jili G BRAHT IR HY 11 (21.2) 22 (21.8) 9 (32.1) 12 (24.0)
NR—=2XFA VD | HY 2 (3.8) 2 (2.0) 2 (7.1) 3 (6.0)
a7k B R
F—2H sy AT H 202243 H 24 A (TR
c. BE5IKR
HER2 (ERBB2) &fn178 BLibk HER2 (ERBB2) s B
NSCLC 5.4mg/kg #¥ NSCLC 6.4mg/kg #f
H H LRV R G VRN R SR
FRAfEYT (n=101) | EMEHT (n=101) | RN (n=50) | LT (n=50)
n (%) n (%) n (%) n (%)
BEWE 2 (A) | il Gapd) | 3.71 (0.7—~11.8) | 7.66 (0.7~20.8) | 3.27 (0.7~12.6) | 8.28 (0.7~20.3)
BeHHAR @ 3 HLLF 39 (38.6) 22 (21.8) 23 (46.0) 17 (34.0)
3~6 » H 43 (42.6) 20 (19.8) 17 (34.0) 5 (10.0)
6~9 » H 12 (11.9) 17 (16.8) 8 (16.0) 7 (14.0)
9~12 » A 7 (6.9) 16 (15.8) 1 (2.0) 9 (18.0)
12~18 » A 0 22 (21.8) 1 (2.0) 10 (20.0)
18~24 » H — 4 (4.0) — 2 (4.0)
PR GED e 27.00 55.00 25.60 55.89
(mg/ke) FHORAE (fiabH) (5.4~92.1) (5.4~162.3) (6.3~115.7) (6.3~167.1)
B A &MEI%&) Hh il () 5.0 (1~17) 10.0 (1~30) 4.0 (1~18) 9.5 (1~28)
FH%F FH EAs ¢ e 99.41 97.30 95.45 94.51
(%) FHORAE (fiabH) (54.4~107.3) (53.2~107.3) (58.7~107.3) (58.7~107.3)

a) FHWM (A) = (Bek#b a-wla% 45 3 +21) /30.44, 1 » H=365.25/12=30.44 H
b) BFEEE (mgkg) =FEBIEEIN-RELE

c) MR HEIREE (%) =HEMEGHEHERE (mgke/3 HE) X100

T—X By NATH 202243 H 24 B (FREENT) . 2022 4F 12 H 23 B (/T

7285, FAS IZRT 5 PRI L O T OBl o by fi (#PH) 13, 5.4mg/kg #f (n=102) T3.79 » A (0.0~
11.7) KUN11.52 # A (1.1~20.6) . 6.4mg/kg B (n=50) T3.88 » A (0.5~12.1) Kx1*11.78 » H (0.6~21.0)



V. BRICEd 5

d. #&R [F—&H v b4 7 H 20224 3 A 24 B (TRIENT) . 2022 4F 12 A 23 B (EfiRh) ]

Ao

) EERVE (ERTHINEHEHE (BICR) TOFME [FTEFHEIER]

rhfEf2#T (Pre-specified Early Cohort)

HER2 (ERBB2) #in1% 5Pt NSCLC 5.4mg/kg #I12331F % BICR il IS < fEE I, 2FE
# T 53.8% (28/52 fl, 95%CI : 39.5~67.8, Clopper-Pearson i£) . ¥ 7 7 /L —7fiftro B AR NEH T
52.2% (12/23 #5, 95%CI : 30.6~73.2, Clopper-Pearson %) Th o7,

BICREHMAICE DK HEERE (PRI, Pre-specified Early Cohort)

HER2 (ERBB2) Fnf72 %5 NSCLC 5.4mg/kg ##
HAN (n=23)
A n=52) (4}7“%»-7"@%1
MEREZR. n (%)
CR 1(1.9) 0
PR 27 (51.9) 12 (52.2)
SD 19 (36.5) 9(39.1)
PD 2(3.8) 1(4.3)
NE 3(5.8) 1(4.3)
T EZZN =R
n (CR XIZ PR) (%) 28 (53.8) 12 (52.2)
95%CI® (39.5, 67.8) (30.6, 73.2)

NE : i ~#E. a) Clopper-Pearson %

%72, HER2 (ERBB2) #{x 12 B5: NSCLC 6.4mg/kg BEIC R % BICR §FAfiIC 355 < feE =1,
AEF T 42.9% (12/28 5, 95%CI : 24.5~62.8, Clopper-Pearson i) . ¥ 7 7 /L—T7fighir > H A ANEE
< 50.0% (5/10 i, 95%CI : 18.7~81.3. Clopper-Pearson i£) T o7z,

M (FAS)

HER2 (ERBB2) #&in1Z %G NSCLC 5.4mg/kg #2337 %5 BICR sHlilZ &S < MEER =T, 2R
#HT 49.0% (50/102 fil, 95%CI : 39.0~59.1, Clopper-Pearson {£) . V7 7/ — 7 fEMT o H AR NEM
T 47.4% (18/38 i, 95%CI : 31.0~64.2, Clopper-Pearson £) TH o7,

BICR FHli & D HEERZIE (XM, FAS)

HER2 (ERBB2) inf72 %5 NSCLC 5.4mg/kg ##
HAN (n=238)
2 (n=102) [ %7%/b_7oﬁ$ i
KEBEDHHE. n (%)
CR 1(1.0) 0
PR 49 (48.0) 18 (47.4)
SD 45 (44.1) 18 (47.4)
PD 4(3.9) 1(2.6)
NE 3(2.9) 1(2.6)
T EZZN =R
n (CR XX PR) (%) 50 (49.0) 18 (47.4)
95%CI® (39.0, 59.1) (31.0, 64.2)

NE : i ~#E. a) Clopper-Pearson %



V. 1BRICEEd HEH

%72, HER2 (ERBB2) #{n1 7 55 NSCLC 6.4mg/kg FECF1) % BICR REAlIC 3D < FeE R=h=R 1%,
RHEF T 56.0% (28/50 B, 95%CI : 41.3~70.0. Clopper-Pearson i%) . %7 7 /L —T7 o A AR NE
T 66.7% (10/15 %, 95%CI : 38.4~88.2. Clopper-Pearson i:) ToH o7z,

i) EERMDE CRREEEEHIE) [EIXRFFMIEER]

hRf#Hr (Pre-specified Early Cohort)

HER2(ERBB2) 815172 25 NSCLC 5.4mg/kg BRI 35T DIBBR T ATH B 125D < e E RN 1T,
42.3% (22/52 ], 95%CI : 28.7~56.8, Clopper-Pearson i) Th -7z,

BRECEMHEICEDOSHESE (PR, Pre-specified Early Cohort)

HER2 (ERBB2) #ifs 17 251k NSCLC
5.4mg/kg
2HEF (n=52)
MEREZR. n (%)
CR 1(1.9)
PR 21 (40.4)
SD 24 (46.2)
PD 3(5.8)
NE 3(5.8)
Tl B 253
n (CR XiZ PR) (%) 22 (42.3)
95%CI® (28.7, 56.8)

a) Clopper-Pearson %

%7-. HER2 (ERBB2) &fnfZ R NSCLC 6.4mg/kg #EIZH T HIERBREAHIEIC S ez
ghaRi%, 39.3% (11/28 fl, 95%CI : 21.5~59.4, Clopper-Pearson %) T - 7=,

i) Z3hEAM (BICR TOFHE) [EIRFHEEE ]

T (FAS)

HER2(ERBB2) i&{n 128 #B51 NSCLC 5.4mg/kg #2357 % BICR #2535 < Z82h W oo o ff 1
16.8 » H (95%CI: 6.4~HEEAHE, Brookmeyer-Crowley i) T& > 7=, Z OfiEHT TI1% 50 #1930 %1 (60.0%)
DETBYIY L7220 HE 21 6] (42.0%) 1%A X2 NRELN I e 0 B3 Toh - 7=, Kaplan-Meier
EIZK VHEE L2 B OEIEG X 6 » ARFAT, 66.5% (95%CI : 50.6~78.3. Brookmeyer-Crowley
£) Tholz,



V. 1BRICET HIEH

BICR TOFHilIZE D < E3HEAR D Kaplan-Meier Bi#R (FAS)

(%)
100 A
—_—hSAYXIT TFTILIGATHY 54mg/keB

EER: THUY

80 -

60

> 2 e 3

20

0 4 FRIE(95%CI?) :16.8% A (6.4~ H#ETHE)

T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19(RH)
EMAHERSNI-B MO R
SEBI% 50 50 48 46 42 33 26 24 2 17 13 122 9 5 3 3 2 1 1 0
ARUME 0 0 0 1 3 12 15 16 17 18 19 19 19 19 19 19 19 20 20 20

a) Brookmeyer—-Crowley;%

%72, HER2 (ERBB2) #{s1 AR NSCLC 6.4mg/kg BEIZE 1T 5 BICR fHfilc 253 < F&hiR o
P 1%, HEEARRE (95%CI : 8.3~HEE~HE. Brookmeyer-Crowley 75) T 7=, Z O Tl 28 4
21 % (75.0%) MFTHEIY L7220 2D 55 12 f (42.9%) (T4 X2 FREIN R P OBE TH -
72, Kaplan-Meier {EIZ LD HEE L7 BEOEIGIX 6 » HRER T, 87.0% (95%CI : 64.4~95.7,
Brookmeyer-Crowley %) T o7,

iv) ENHME CRREEEMEIE) [FIREFFEEER]

hREfEHT (Pre-specified Early Cohort)

HER2 (ERBB2) s Rt NSCLC 5.4mg/kg BEIZH 1T 2 IRBE(TERMHIEIC S < B o h
X, 8.7 # A (95%CI : 4.3~HEERHE. Brookmeyer-Crowley k) Th o7z, Z OFEHNTTIL 22 filH
1761 (77.3%) BITHUI0 720 D HH 16 B (72.7%) 134~ bIEBN 2 Mk H DO EE TH -
72, Kaplan-Meier {EIZ X O H#HEE L - BNEEOEEIL 6 » HRFAT 71.3% (95%CI : 34.4~89.8,
Brookmeyer-Crowley %) T o7z,

¥7-. HER2 (ERBB2) {&in AR NSCLC 6.4mglkg BEIZH31T 2 TR5R BT EE MK E 12 55 < 250
MoOFREX, HERE (95%CI : 3.3~HEEAREE. Brookmeyer-Crowley 7£) Tho7-, I OfifHr TIX
11 i 9 5l (81.8%) MHTHEIV L7eb | 2D 5L 84| (72.7%) 1FA N2 MBI Mg h D B T
&~ 72, Kaplan-Meier £ X W HEE L= REEDOEIAIT 6 » HIFA T 57.1% (95%CI : 7.6~88.6.
Brookmeyer-Crowley 75) Th o7z,

v) wEa2 tA—)LE (BICR TOFEE) [FIXRFLMEEE ]
hfEfEHT (Pre-specified Early Cohort)

HER2 (ERBB2) &5 77551 NSCLC 5.4mglkg #2351 % BICR #-AIIC S < b= o b m— L



V. 1BRICEEd HEH

1L, &2HFET90.4% (47/52 %, 95%CI : 79.0~96.8, Clopper-Pearson #5) . ¥ 7 7/ —7fghfro> A AR
NEMT 91.3% (21/23 f5l, 95%CI : 72.0~98.9. Clopper-Pearson i) T -7,

¥72. HER2 (ERBB2) i#ir 1A% NSCLC 6.4mg/kg FEIZ#31F % BICR RHlIC IS < FHEhar b
—VRIL, EBRET92.9% (26/28 f5]l. 95%CI : 76.5~99.1. Clopper-Pearson i%) . 7 7L — 7@
D BARNEMT 100.0% (10/10 ], 95%CI : 69.2~100.0. Clopper-Pearson ) TH 7=,

vi) mBaL FO—LE CAREZEMYIE) [BIREFFMEES]

rhfSIf2#T (Pre-specified Early Cohort)

HER2 (ERBB2) s 12 B NSCLC 5.4mglkg BEIZHUT IR E(EERHEIC KRS S a v b
—/LHRIT, 88.5% (46/52 5, 95%CI : 76.6~95.6, Clopper-Pearson i) Th -7z,

%72, HER2 (ERBB2) &2 R NSCLC 6.4mg/kg BFEZH T 5 IG5 B R ERPHIEIC S < REh =
v hr— VR, 85.7% (24/28 #il. 95%CI : 67.3~96.0, Clopper-Pearson i£) TH o7z,

vi) SIRFERETOHM [HFRMFTHEIEE]

hRff#Hr (Pre-specified Early Cohort)

HER2 (ERBB2) s 1% %M NSCLC 5.4mg/kg #2351 220 RRBHLE CoOMMO P IME (EFH) 1%
1.4 # H (1.2~5.8) ThH-o7-,

f7-. HER2 (ERBB2) &infZREM NSCLC 6.4mg/kg #EICH T DRI E TCoOYM o PRl (&
) 1214 %A (1.2~3.00 Th-o7z,

Vi) ZERIRZEDEMDAR—RAS A UMb DRKME/NE $FRMFEEE]

T4 (FAS)

HER2 (ERBB2) #1512 R NSCLC 5.4mg/kg #EZ351) 5 BICR FHAIZ IS < FEAYRE O F DX
— AT A B DRKMFNRIIUTO LR Tholz,

EMRZEODENORA—R S A4 Uh b DERXFE/NMNED Waterfall Plot (FAS)

(%)

100
Bl 52 8% EPD-1/PD-LIRERI O 6 AR AEREEE T 58E (n=75)

80 - BEHFNOAHDRABREEHE T HEE (h=27)
60 -
=
g 40 -
&
7=
5 % 20 -
%;% 0 - * KKK
_20 .
=
7
1 40 -
- BHIDR—RSALHSDBKHE/INE (%)
-60 4 n 992
TE 402
-80 1 BE#£RE 2865

&=/IME  -100
~100 { ®KE 12

s e KA L 3R 0% D B
a) R=ATA VKRR TAY AT TN AT 0 GG ORI CERR LA IE T & - B4
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%7-. HER2 (ERBB2) &fn 172 R NSCLC 6.4mg/kg #ElZ351F % BICR FHIIC 3 < AEAGHRZE D £
FADOR—=AF A4 S ORKMNRIILLTOEEY ThoT,

EMFREDBRINDOAR—X S A4 Uh b DEKXHE/NED Waterfall Plot (FAS)

(%)

100

80

60

Z 40
#J

nE 20
50

28 2
=
ia;

2~ 20
ik |
R

5 -40
1
-

-60

-80

-100

BERDR—ZS/ Mo DERKHE/INE (%)

n

FifE
=/ME
mAfE

47%
-45.1
31.07
-100
5

Bl 5£ 8% EPD-1/PD-LIEEXID S BHAREEE T 5EE (n=39)
BERFOAHORAEEEETHEE (n=11)

BRI 0% DK
a) N=ATA LR TAY AT FNT AT R B ORI AR & T



V. 1BRICEEd HEH

Eoac 3

i) PR (REMEBRTERER)

@ 5.4mglkg B

XN

HER2 (ERBB2) i#&fn AR5 NSCLC 5.4mg/kg #f 101 61 (HAAN 37 flz&Te) 1ZBWT, BWERIX
92.1% (93/101 f51) 1238 LTz, EZREIEAIL, Bl 59.4% (60 1)) | 4F ek @ 33.7% (34 #1) |
Zifn» 28.7% (29 #1]) | RAEGE 28.7% (29 #1) | 57 @ 25.7% (26 ) . {6 24.8% (25641) . H
MEREHRA © 23.8% (24 #1) | WEM: 22.8% (23 ) HEThoT,

Grade 3 L EORIWERIL 81.7% (32/101 f5) 1Z58® B AL, AFHEREOE  11.9% (12 #1) . Al @ 8.9%
9B | M/ RED D © 4.0% (4 61) | 572 3.0% (B . Fl3.0% B#H) HEThoi,
HEZREIERIL 11.9% (12/101 ) (58D v, BIEMEMZEE 2.0% (2 61) . B 2.0% (2 #) . il
% 2.0% (26) . FHI1.0% Q6 | 55 2 1.0% A #1) | FPEREED 2 1.0% 1 #) | ki
WA 2 1.0% (16F) . FeR=2THM1.0% (16F) . FeR=801.0% 16) | REEE 1.0%
(1#)) | WEH:1.0% (1 61)) | fi%k 1.0% (18] ThHorz,

B IEICE S R 7.9% (8/101 #il) 1258 Hiv, BIEVERIEE 3.0% (341 | Mz 2.0% (2
Bl ARV U AMIE® 1.0% (161 . FH1.0% (16 | Lk 1.0% (1 6)) | IEHE1.0% (1 4) |
i 1.0% (161) Thotz, FETICESTZEHERIX 1.0% (1/101 #1) (T3 v, Mildze 1.0% (1 41)
Tholz,

H I —T#EiT (BRAEH)

HER2(ERBB2) #&{r 12 551 NSCLC 5.4mg/kg #E> H AR NS 37 FllZ3 T BEHIX 97.83% (36/37
B ICRD BNz, FERFEWEMAIL, B 73.0% 746 | HmERERED © 51.4% (19 #1) | 4 FERE
Do 48.6% (18 #]) . RAKEGE 40.5% (15 #1) | fHFL 35.1% (13 fil) | &L » 32.4% (12 %) . /)
W @ 32.4% (12 61) | W&k 32.4% (12 61) | #&57 » 29.7% (11 61) | BEBJE 21.6% (8 #1) % T
HoT,

Grade 3 LA EORIWERIZ 85.1% (13/37 #il) 1258 H AL, AFHEREGED @ 16.2% (6 #1) | &l » 5.4% (2
Bl &EThot,

HEZREIERIX 8.1% (3/37 #i) 1258 Hiv, MEMMIERE 2.7% (1 61) | WlEsk 2.7% 1 #) | JRE
JEYYE 2.7% (1f1) ThHoTz,

BRI E S R 8.1% (3/37 #i) 1258 S, MUEMEMIKR 5.4% (2 ) . MiliEk 2.7% (1
Bl) THote, HEICESTZRIERITRD bk,

@ 6.4mglkg B

EX/N

HER2 (ERBB2) s 172 R4 NSCLC 6.4mg/kg B 50 5 (HAN 15 Bl &Ee) [ZBWT, AWEAHIZSE
BNZFRD Bz, EREIERIL, Bl 76.0% (38 61) | 4FPEREIED » 50.0% (25 #) . BAREGE 40.0%
(20 f1) | Mg 40.0% (20 #1) | %57 @ 36.0% (18 f5) | &l ® 34.0% (17 #i) . BLEJE 32.0 (16 f) |
A L EREG A @ 30.0% (15 ) S Th o7z,

Grade 3 UL EORFIVEMIL 58.0% (29/50 f) (278 HL, & PERED @ 34.0% (17 #il) | Alfl @ 14.0%
(741) . AMEREED © 14.0% (7 6) | @ MERED © 10.0% (5 61) | 555 2 10.0% (5 F1) | =
£ 6.0% (BHI) . T 4.0% (26 . SPEERE 4.0% 2#) FThol,

HERBIERIT 22.0% (11/50 #il) (238D HIL, S » 6.0% (3 B) | AFHhEkEdHD » 4.0% (2 6i) |
I/ NREED  4.0% (261 | Al ® 4.0% (2 61) | HEEMZRE 2.0% (14F0) . Bk 2.0% (14) .
THI2.0% (161) | 5% 2.0% (16 . 2HEERE 2.0% (16) | Mk 2.0% Q#) Thot, &b



V. BRICEd 5

HIEIZE > - RITEA I 16. 0% (8/50 Bil) (23R DAL, MEMEMIZE 8.0% (4 1) | AliliEzk 4.0% (2 @J)
AEEEE 2.0% (160 | §i%k 2.0% (1H#]) Thotz, ETIZESTZRIEMIL 2.0% (1/50 1) (2388

B, REMEMIE R 2.0% (1%) Thol,

Y I —T#EiT (BRAEH)

HER2 (ERBB2) s 12 55 NSCLC 6.4mg/kg #ED A A NEF 15 FlIZWW T, BIERIZ2FIZFED

bivlz, EREWERIZ, ED 86.7% (13%) AL BRSO @ 73.83% (11 651) | 4FFEREEA © 66.7%
(10 f51) . RAKIBOR 53.3% (8 #) . &lfl» 46.7% (7 ) | {85 40.0% (6 f) | W& 33.3% (5 1) .

i/ 2 26.7% (4 61) Eﬂ%r 26.7% (4 ) % Th o7,

Grade 3 PL EORIVERIL 73.8% (11/15 ) (2588 Hav, 4FHEREED » 53.83% (8 f) . HfEREE/D »

26.7% (4 ) . Bir13.3% (2#]) HEThoT,

HEZREIERIT 13.3% (2/15 ) (23R Hav, AFHEREED © 6.7% (1 #1) | MY @ 6.7% (1

Bl THotz,

Be b 2 E o T2 EIWER L 20.0% (3/15 61]) 12388 Hav, MEMEMZEE 20.0% (341 Tholz,

FHCIZE S TRWERITFE O bivieiroT,

a) TNENEET 2 F54 %, ICH EIREIEHGESE B ATER (MedDRA/ Ver.24.1) 2SS EAFEEZHWTUT
DEBYEH LI,
TR BRSO « AP ERED . iR ERISD E
2l Al ~EZa e B ~v b2 Yy MEA ., REREDEA
e T, MIVE, RS, WEIR
B M EREGED © B mEREGED . B iR e
I/INRCEQRD - i RS SR SE
KAV v AMAE  ARA Y v AIfE, s ) o AR

i) EREHT (REMMTRER)

@ 5.4mglkg B

XN

HER2 (ERBB2) #{n AR NSCLC 5.4mg/kg £ 101 ] (HAAN 37 Bl &ie) 128\ T, BIEMIX
96.0% (97/101 fi) IZ38D bz, FARIWERMIZ. B 65.3% (66 6) | 4FPEREGHED @ 42.6% (43 i) |
W57 36.6% (37 ) . BAKIHGE 35.6% (36 431) . &if» 33.7% (34 #) | W&rE28.7% (29 41) . A
MERSID @ 27.7% (28 ) | {EFL 27.7% (28 1) | (/I @ 24.8% (25 ) | BLESE 20.8%
(21 f) FThH Tz,

Grade 3 UL EOFIVEMIL 38.6% (39/101 f1) (2388 v, & PEREED  18.8% (19 #il) | Al @ 9.9%
(1041 | JEIT» 6.9% (TH]) | M/MkEGED » 5.0% (58) FThHoi,

EEZBEMIL 13.9% (14/101 #) 1258 i, M/MEGED © 2.0% (2 #1) | FEMEMER 2.0% (2
Bil) | WlEZE 2.0% (2 41) . LAEK 2.0% (261 | FEDL2.0% 26 . berA=r THEMN2.0% (26)
LThot,

BeEHIEICE > T2 IEHIE 13.9% (14/101 #1)) (IC3BD i, MEMEMZEE 5.9% (6 #1) | HilE%k 5.0%
B HEThot,

IR S TZRITERIE 1.0% (1/101 1) (238D B, Mgk 1.0% (1 #1) Th-oiz,

Y IJ L —TJ#EF (BARAEH)

HER2 (ERBB2) i#{5 12 B5% NSCLC 5.4mg/kg #ED B ARNEM 37 2T, BIEM I 2FIZEE

Bz, ERRERAIZ, B 73.0% (27 61) . AMERERD 2 56.8% (21 61) | 4FHEREED 2 56.8%



V. 1BRICEEd HEH

(21 B) . BBIEER 43.2% (16 ) . M/ MEEDEAD 2 43.2% (16 B) . #5972 40.6% (15 B1) . {HFL
37.8% (14 ) . W& 35.1% (13 %) . &I 35.1% (13 %) . WEIE 21.6% B HFl) %EThHo7-,
GradeSJ;U:O)E' YERIE 43.2% (16/37 B1]) (238D Bav, I EREED @ 27.0% (10 #1) . A ERE D

5.4% (24]) . A 54% (2#]) HTholz, BELRBIEHIXS8.1% (3/37 #]) (278D biv, MEMM
W 2.7% (1B | Wilgs 2.7% (1)) | IRESEYYE 2.7% (1 #1) Thotz,
RGPz E > TZRWEMIZ 16.2% (6/37 f5]) (2780 L, MEMEMZER 10.8% (4 1) | % 5.4% (2

Bl) THote, WEICESTRIERITRO bz,

@ 6.4mglkg B

EXN

HER2 (ERBB2) s R4 NSCLC 6.4mg/kg B 50 ] (HAN 15 fla&Te) (ZBWT, BIERIZE
BNCRRO BTz, ERBIERIE, Bl 78.0% (39 #1) | AfFthEREIHD » 56.0% (28 #1]) | 57 2 46.0%
(23 B1) . BARHGR 46.0% (23 #) . AL 42.0% (21 #1) | W&r: 42.0% (21 #1) | BEIE 34.0% (17
B . AfmEREDRA © 30.0% (15 ) | I/ MA@ 28.0% (14 #1) . TFHI 26.0% (13 1) | fEF
26.0% (13 #l) FThH-oTz,

Grade 3 LA EDOREITERIE 58.0% (29/50 ) 1278 HAv, aFHhEREDHD @ 36.0% (18 i) . & i » 14.0%
(761 . AMERERD © 14.0% (7 6]) | 555 2 10.0% (5 F1) | /D 2 10.0% (5 61 |
£ 6.0% (B FThol,

FEEZAEMIL 24.0% (12/50 #) 2D AL, 57 2 6.0% (3 1) | f/MRERD » 4.0% (2 #1) |
IFHPERERAD © 4.0% (261 | &lfL» 4.0% Q26 FThol,

Be b I S T2 FEIEA L 20.0% (10/50 1) 1258 Hiv, MEMERMZEE 8.0% (4 61) | Hiiligsk 4.0% (2
Bl HThotz,

IR S TZRITERIE 2.0% (1/50 fi) 1258 Hiv, MIEMEMER 2.0% (1#]) Th-oiz,

Y IJ L —TJ#Ef (BRAEH)

HER2 (ERBB2) #5172 B5% NSCLC 6.4mg/kg #ED H AR ANEM 15 2T, BIER X 2FIZEE
bz, EREWERIZ, Bl 93.3% (14 #1) . AMEREDED » 73.3% (11 61) | AFHEREED » 66.7%
(10 f51) | & @ 60.0% (9 %) . BAIEGE 53.3% (8 41) . i/ MiEIEA © 40.0% (6 #1) . {HE4 40.0%
(6 f51) | WEM: 33.3% (5 f) . T 33.3% (5B . BLBIE 26.7% (4 ) | FEEMMEE 26.7% (4
Bl) . s U7 F = H020.0% (361 | T @ 20.0% (BH) FThHoT,

Grade 3 LA EORIWEMIL 78.8% (11/15 #il) 1258 B, #FPEkEED » 53.8% (8 1) . A M EkERD
26.7% (4 61) . Hx13.3% Q6] EThHoTz,

FEEZAEMIL 18.3% (2/15 f) IZFBO AL, G EREgED @ 6.7% (1 1) | f/MEEGHD © 6.7% (1
Bl THotz,

Be b ICE o ZRITEAIE 20.0% (3/15 #il) 1258 Hiv, FEMEMER 20.0% (361 THhoiz,
FECICE S ZRERIERD o T,

a) TNENBES 5 F54 2, ICH [EFREINFELE A AR (MedDRA/J Ver.25.1) 1285 < EAFEZ HWTLLT
DERYEXRLT,
AFFPEREAD - A EREGRD . A P ERIBE
Hiln : Fif, ~E7wE D S~ b7 Uy M AR BB
BT WG IE, BRI, MEIR
A EREGE D« A MEREID . BRI E
i R < it MR | i MRS iE



V.

IBFRICBEd 5 IHH

(4)REERIEHER

1) BRERIERER
D EELFEIFEDHERE (U301 XEX. DESTINY-Breast02 [DB-02] ) 24

a. Ak

H ]

NIAY X~T7 i (T-DM1) 12 & D1MED & - HER2 O FINARRE I B ZE LR EH
ERRIC, EMERIERESEEL L TChNIAY AT TAT AT I OFINER DR &M ERET
%

FEBRIER], skt BEAERE, TR, R, HIAHRER

2Nz
<
A

BICE

T-DM1 155N & 5 HER2 Bt *1 & FIFARE I F 38 LI G 2608 il
(2:1 DI TEAELAIZ N T AY X~ T T )V AT 71 R 406 B ST ERHEIRTEHERE 202 FII2E D 1),
ERIRT : RE U FEROFILRDL, ~V Y X< 7 OIFEIE, RastinfeiE)
EAR RPN LY ES‘ZQ&REC%%ST Ver. 1.1 IZES X HIEFIRE/ZRHE % 1 DL EFT 5, ECOG PS 23
0oXix1 &
FAS*3:608 %l (KT AV X~ FI)L7 AT H 8 406 #il, ERTHRNIGEEE 202 #1) |
ZONHAANTON (FTAYRX=T FIL7 AT H R 46 B, ERIERIGHERE 24 5])
LN R G AER*4 - 599 ] (R T AV <=7 T AT H L FE 404 5, ERTRIRIEHERE 195 #) |
FONBAN6IF] (FTFAYRX~T Fr AT 7 8 45 5], ERMERIGHEE 24 41)
%1 : THC ¥ 3+, XUXIHC i 2+ 2> ISH LB O BE D HAAN H-
2 T-DM1IGTRENH 0 . BRI L 0 REHETA R - B
*3 1 RBRICBERE I, IELICEIN S MEER, IBRER 522 TORVEE L ST
4 RBRICBERESN, IELICERSNTEEFTDI L, TRV RST FAU AT H ¥ XILERHERIR G
2R 1A LS S B

+ 7R
[0 % 5

o FIRFARBE I AR ILIRICR LT, MRIIC L DIREREN S 54

- MEVEAALRT 6 & H LAN OO ZE O BEAE R SXUTEMEMED 5 o iR DA EOBEERE (NYHA OERESY
HII~IV) £52H59 5%

< DEX QTe MIFEAY 470ms (Zeth) XX 450ms (Bit) 2Bx 5%

- HEAEZAALRT 28 A LLPIZ LVEF 285 50% A

< A7 B % RyEPR 2 5 L= MEM RS (ILD) OBEERE APHEEZ AT 5%, Xt ILD OfFIENE
bhnsb

BT 2D TR EME O NI 2 F 3 58 (GEBEME CHRIBEUIA T oA ROofuEEsEe E ok
H5RME ) %

Feh5I71%

NIAYR<T TNIATHUHTIE, NTAYX~T T AT H b.4amglkg ((K&E) % 3 I
1 [BAGEEFRN G- L7z (21 B A 74, Dayl (285, #&5EREEX. #9040 & L, #IE#E S
FRED BAEMICRIED 22T 10T 2 B H AR 80 40 & L7, ERNSEIUSERE CTId, 1RBRE(TERN B~
VHELA TRV R T I AN B E U+ T RF =T @R L FEEE OB SRR
LTz, BHYA 7 NVEICHEITR T T, PR TERWEEOREL, EEET, XIIFREMESE DR R
F TRk G- TR & LTz,
%5: AN AEL+ FTAY AT OHMATIE, U Z B 1,250mg/m? & dayl~1412 1 H 2 [\EI#% 0 #%
5. M AYX<T7 % dayl IZ Smg/kg FiE L. ZO#%IT 3 #IC 18] 6mgrkg §HiEL7z, B & By
+IRXF =T O TIE, I F B 1,000mg/m2 % dayl~14 (2 1 H 2 [EAO#KE, 7 3F=7
1,250mg/m? & dayl~21|Z 1 H 1 ARG Lz, ThEn 21 HE 1917 1e Lz,

R

(A2hk] EERHIEE - S TSI e (BICR) RHIC A5 < PFS (RECIST Ver.1.1) &l
WAHMEEE : OS (HZEARFNWRFEIEE) . BICR X OVRBREATER O A IR < HERZ)
3. BICR ##Aliiiz £ < Z K
[Zatt] AEFEHES, KT, BAELAFERS, KEPILICESTAFERS, ER T & FFHES (ILD/
iR *6, ZeombREAR4Y) | BRIRMRAME, A XA 2 DERASRT A =2 BB
R (ECOG PSiftiz &) . Dxa—I~LFF— A%y VBB
*6 : ILD JSTHIER BRI K 231l b i

FEAT 51k

[H%h1E] PFS &Y OS @ 4 fEix Kaplan-Meier % AW TCHIH L, =D 95%CI %
Brookmeyer-Crowley 5% HWTH I L7z, BERFLEIL, AEKEE M 5% & L TER
log-rank M EZTITo 72, ~NY— Kb & Z D 95%CI (ZE%H Cox HflH— FEF /L% A
THEE Lo, FEFHMIIE A L O\ E 2 BIKEHE B X BRI E 21T, PFS IZB W T
TAY R T TG AT I RO EMERFURETEC R T e FH A B e PFSIE R %
DRDONTEHAEIC, OS ODREEIT-T2, 8k, MEEXEMTL2ICHD ., #ABRekTo
BEFOWBE AR 5%I22 > bu—nT 5720, MIEOSZENOREEEIT -7, 2 EO 0S
O HRIFEATIC OV T, AEKEEZ M 5% & UIZBEZRRIEIC L 2RENE S, #lEE
PFS O EHMEHTIE AL, 2 BB I1X OS A X F 3 304 RAKSENTHRER CTOTEA NV MK
D 70%) EEINRERTET D2 & & Lin, &ML, WIhoP Mg A5 T
BROWEEIT, K434 FD OS A R PRERBINTRACERT D2 L & Lz, OS DRJE
Ti%. Lan DeMets 7%(Z & % O'Brien-Fleming %! alpha {H% B4 H = BERAR - OS 1
Ny OB 229 £ T 0.0040)  MEERDRICE L TR, FEKERMN 5% 0
Cochran-Mantel-Haenszel #2 € % T 2 BRI O LL#E 2170, 95%CI 1% Clopper-Pearson
HEERHWCER Lz, 22 o9 duiis Kaplan-Meier %% AW TEHE L. £ D 95%CI
1% Brookmeyer-Crowley ¥4 FIVTEH L7-,

[Ze2tt] AEFES4 1T MedDRA/ Ver.25.0, FEE /) 3HIZ CTCAE Ver.5.0 IZ#E U7z,
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b. 2&FE= (FAS)
HER2 Bty 28F (h=608)
NS AY X< A e
m A FNY AT H ARSI
(n=4086) o
n (%) n (%)
PR ek 403 (99.3) 200 (99.0)
B 3(0.7) 2 (1.0)
Fin (%) Hho i (FEPH) 54.2 (22.4~88.5) 54.7 (24.7~86.5)
bk TOT 112 (27.6) 52 (25.7)
ek » 41 (10.1) 23 (11.4)
FRM © 152 (37.4) 78 (38.6)
ZDfth 9 101 (24.9) 49 (24.3)
FIVE U RIROIREELR © e 239 (58.9) 119 (58.9)
fatk 167 (41.1) 83 (41.1)
ALY A= (GElnFHz) HY 316 (77.8) 158 (78.2)
TRIEE © L 90 (22.2) 44 (21.8)
Wiigiin © »HY 287 (70.7) 143 (70.8)
el 119 (29.3) 59 (29.2)
BBEL U A VK <3 212 (52.2) 104 (51.5)
(BT UEEERL) >3 194 (47.8) 98 (48.5)

a) BAR, #®E b) XKE
d A—ALFVT, TIPN, A AT/, b

c. HERR (REMMBTHREM)

UL — FxaltfE, 7R, R4V, FV v, A XZVT. A2, HF
e) AFY = 7INE RO HBE FINE v AT LTHESL

HER2 513l M8 4EH (n=599)
KT 2V X< ERIEPUAER (n=195)
H A TNIATHURE | FTAY =T PRS2 A FGRF=T
(n=404) (n=87) (n=195) (n=108)
n (%) n (%) n (%) n (%)
BEWE 2 (H) | fofE GEpE) | 11.3 (0.7~45.1) | 4.4 (0.1~43.0) | 4.6 (0.1~42.3) | 4.5 (0.2~28.7)
e 5R 3 HLF 41 (10.1) 32 (36.8) 71 (36.4) 38 (35.2)
3~6 #» A 54 (13.4) 20 (23.0) 45 (23.1) 25 (23.1)
6~9 % A 65 (16.1) 17 (19.5) 31 (15.9) 13 (12.0)
9~12 » A 49 (12.1) 9 (10.3) 17 (8.7) 10 (9.3)
12~18 » H 60 (14.9) 5 (5.7) 19 (9.7) 14 (13.0)
18~24 » H 68 (16.8) 3 (3.4) 10 (5.1) 6 (5.6)
24 7 Hi# 67 (16.6) 1 (1.1) 2 (1.0) 2 (1.9)
R D 5.2 6.2 25822.3 25019.2
(HEA7/3 1) © e (FEPH) (2.5~8.2) (5.0~42.0) (7792.2~ (9651.7~
45161.3) 26940.8)
X ERE 9 . 100.0 100.0 84.7 95.3
(%) PR WD | g 0~106.4) | (91.1~117.8) | (27.8~142.0) | (36.8~102.6)

a) BHHM (A) =#5WMETHE —E#E B, B5HR& T BIXE&ERS B +x, Fil-2bomiiEoBitsa ., 5t
THOWTFHPFREWH k=" AV AT FATATHU TN T AY AT TIE 2L, I ZETIET, 7
RF=TF Tl 1)

b) FEME (A4 7)) =REEES R (BAD) / (B5HE /21)

) Bifi: T AYA~T FAIATAHALYKPET AY X~ 7 =mglkg, # ¥ 4 £ =mg/m?,
FNF =T =mg

d) Faxt R ERIE (%) =HAEMREFEAEREX100, NTAYX~T FATATHUXIE T AY X< 7 O A
IR (B A 7 V) =FHEREEE S E (mgkg) /| (58 (B) /21) . 3 FEVROTARF =T DR
] P B VR R S bt A & S E ST,

F—FHwy A7 H 202246 H 30 H

d. 8 F—%» vy b4 7H 202246730 H)

Ao

i) BIBREAHFELSM (PFS) (BERTHIIZREFIEHE (BICR) TOFE) [TZEFHEIER] (FAS)
BICR TOFAMIZEE S PFS O dfiiZ, NFAY AT FAT AT H U BET17.8 % A (95%CI : 14.3

~20.8, Brookmeyer-Crowley %) | [EREIIEERET 6.9 » A (95%CI : 5.5~8.4, Brookmeyer-Crowley
B THY, NTAYRXST TNAITATHURETPFS DIEE BT, NTAY AT TNANTATH
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FEDERNEIIEFE R 5 P — FEHIE 0.3589 (95%CI: 0.2840~0.4535) THY ., h T AV X~T7 F

VT AT F v DRERHFR IS BEE S 2 (85 logrank F7E : p<0.000001) ,

PFS @ Kaplan-Meier B (FAS)

(%)

100
— NSAYRYT FIVORTHUE
— EERFUEREE
FEEHR: FTHUY
80 -
b 315 (95%CI)
FRYXTT FILVORTHUE 1785 F (143~2038)
EEMBEIRAHE 6907 (5.5~84)
60 A /\H—R L (95%C1) : 0.3589 (0.2840~0.4535)
3 2 Alllog-rankiR 7€ : p < 0.000001
b}
=
S
g
40 A
20 -
0 .
T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46(H)
EEBIEHSD HR
e
FSRYXTT 406 374 355 296 260 213 194 170 149 132 109 83 65 55 38 31 23 15 12 6 4 1 1 0
FILVORTHUE 400 359 330 278 239 203 179 161 141 119 88 76 60 47 35 27 19 14 10 4 3 1 1
i 202 148 118 78 64 39 32 24 17 11 9 8 3 3 2 2 1 1 1
ERRREIR A FE

180 126 95 72 48 37 28 20 13 9 8 6 3 2 2 2 1 1 0

BAETF RILESREROFEBIKR BG1E. 1B RVYXTT RIEFHRZ)ARE (. ) . NBEB(H. §)

BICR TOFHfi(cE D < PFS (FAS)

HER2 BitslyE  £HBE (n=608)

F AV AT . , \
R %tf& x/%ﬁ ‘/7E$ @Eﬂfj}%ﬁ%ﬁ
(n=406) -

ARy NFEBEFE . n (%) 200 (49.3) 125 (61.9)
PD 182 (44.8) 115 (56.9)
A 18 (4.4) 10 (5.0)

AR B LOERE FTHE046). n (%) 206 (50.7) 77 (38.1)

PFS HdfE, A (95%CID) @ 17.8 (14.3, 20.8) 6.9 (5.5,8.4)

JERB] Cox ~¥— KLk (95%CI) P
J& Il log-rank EIZ L 5 p fE P
AR D

0.3589 (0.2840, 0.4535)
<0.000001 ©

3»H (95%CI)

92.6 (89.6, 94.8)

77.8 (70.9, 83.3

6 »H (95%CI)

81.2 (76.9, 84.8)

52.6 (44.6, 60.0

9#»H (95%CI)

70.8 (65.8,75.1)

36.2 (28.6,43.9

12 » H (95%CI

62.3 (57.0, 67.1)

27.2 (20.1, 34.8

)
)
)
)

49.3 (43.7, 54.6)

15.6 (9.5, 23.1)

)
18 » H (95%CI)
24 % H (95%CI)

42.2 (36.5, 47.8)

13.9 (7.9, 21.6)

36 7 A (95%CI)

32.4 (24.8, 40.3)

13.9 (7.9, 21.6)

a)
b)

PFS #4u{f X Kaplan-Meier 35, 9o CI (X Brookmeyer-Crowley 5% W CHRH L7,
Al p L% J& B log-rank M E T, NF— FEE O 95%CIL iZJ&H Cox LN — RETAEZHNCTEE L (3

BIRF : BT FEROREILRGL, ~vY X~7 GEEFf ) 1BEE, NIEES)

0
d

EFEO p EIT 4.6x1019

FEE DOFF SR T 2 A FROAEME L O CL %, Kaplan-Meier 5% AW TR Lz,
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i) £EFHM (0S) [EELBEIXRFFMEER] (FAS)

0OS OH AL, NTAYRX~T FNAITATHUEETIE 39.2 # H (95%CI : 32.7~H#E &~ HE.
Brookmeyer-Crowley {%) | ERERIULSERET 26.5 7 A (95%CI : 21.0~HEEAREE) THY., FTRY
AT TINITATAUEET OS ODIEEZRBDT, NTAYX<T FTNT AT I UFEOERMBERIGHEREC
%% 0S DAY — FEE 0.6575 (95%CI : 0.5023~0.8605) THV, FNTAYRX~T FALI AT H
DOFEFHFR L BEHAESREE S 7z (J&5 log-rank f7E: p = 0.0021) .

0OS ® Kaplan-Meier B (FAS)

(%)
100
— N SZAYRTT FIVIRTHUE
— EEMEFUA R
EER FTHHY
80 -
60 -
&
3
=
40 -
20 1 hR{E(95%CI)
FSRYRXTT FILORTHUEE:39.20 8 (32.7~#E FHE)
EEMZIRGEEE 26508 (21.0~HFETH)
INY—KH (95%CI1) :0.6575(0.5023~0.8605)
0 - B Allog-rank#& & :p=0.0021
T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46(R)
EEALEHSD R
FEBIE
FSRYX<TT 406 400 385 374 357 350 339 317 295 277 234 196 160 139 104 82 63 40 29 19 8 3 1 0
FIVORTHUE 404 390 382 366 352 346 331 306 282 257 215 183 144 122 93 72 51 34 25 10 6 1 1

202 187 178 167 157 142 130 118 111 106 89 76 61 50 38 29 25 22 15 12 6 4 1 O
SRR A
EEmR AR 192 182 173 161 151 136 124 114 110 95 79 72 53 46 33 28 22 18 13 7 5 3 1

BRAETF RILELZEAROERIKR (B, BB . RVYXTT GERIZFHRIBZ)ARE(H. §) . NBER (5. 8§

i) ERME (BICR RWAREZEAMTM [ZOMOBEIRFMEEE] (FAS)

BICR TOFMHICHES S MERDRIL, FTAYR~T FILT AT AT 69.7% (283/406 ). 95%
CI : 65.0~74.1, Clopper-Pearson i%) . [ERISEHRIGERET 29.2% (59/202 i, 95%CI : 23.0~36.0,
Clopper-Pearson 7£) Th o7z,

BICR TOFHiiIcE D RRHEAMRRUVEEZME (FAS)

HER2 Bt  2H8E (n=608)
FFRAYRXT FAy AT R % Rl BRI
(n=406) (n=202)

HKEBREDR, n (%)

CR 57 (14.0) 10 (5.0)

PR 226 (55.7) 49 (24.3)

SD 95 (23.4) 94 (46.5)

PD 19 (4.7) 26 (12.9)

P A HE 9(2.2) 23(11.4)
WeEFhE

n (CR XX PR) (%) 283 (69.7) 59 (29.2)

95%CI 2 65.0, 74.1 23.0, 36.0

a) Clopper-Pearson %
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BB BT EMMEMIC S HEERYRIL, NTFT AV RYT FAY AT H BT 74.1% (301/406 . 95%
CI : 69.6~78.3, Clopper-Pearson {%) . [ERISERIGEHRET 26.7% (54/202 i, 95%CI : 20.8~33.4,
Clopper-Pearson ) TH 7=,

iv) Z3hHAF (BICR TOFFHE) [ZDMOEIRFFHMEEER] (FAS)

BICR TORHMICHES < BRI P RMEIZ, hTAY X~ FAT AT H U BETIE19.6 7 A (95%CI :
15.9~#EE A~HE. Brookmeyer-Crowley %) | EAEPISHEEETIX 83 » H (95%CI : 5.8~9.5,
Brookmeyer-Crowley %) T o7z,

T2

BUWERNEL, T AYRX=T FN7 AT 71 R 404 il (HARN 45 Bl Ede) 128V T 97.5% (394 i) |
AR PUEERE 195 6] (HAN 24 B2 & Te) 1ICHBWT 92.3% (180 ) 1238 bz, TARIERIL,
FNTAYR~T FIT AT T RETHEL 68.6% (277 #1) | %57 2 51.7% (209 #1) . BiEIE 35.1% (142
Bil) | AFPEREOED @ 83.2% (134 f) | WEM: 32.4% (131 B) | RAKEGR 26.5% (107 ) | &ifl @
25.7% (104 B) | {HFA 21.8% (88 %) . TH#i20.3% (82 %1) . i /MrEdHD 2 20.83% (82 ) % Th
V| EREPURHAE T TR 50.8% (99 ) | FH: - BIERFE AR AR RIEMRE 50.8% (99 #1]) | #57 « 31.3%
(61 ) . HEulr30.8% (60 ) FThH-oT,

Grade 3 LL EOREIWERIE, N7 AV X7 FNT AT T D 41.3% (167/404 1)) | FERHSEPIEHEE D
30.8% (60/195 #) IZERDHHAIL, N T AV RST T AT T T ERFOED @ 16.8% (68 ) |
W55 @) 9.4% (38 4) . B 6.9% (2861 | B 6.4% (26 #1) | AMEKEL 2 6.2% (25 #1) |
U 2 SEREOED @ 4.2% (17 B) S5 CTh Y| ERIRFURKEE CTE - BIERERNTE AR SIEGERE 9.7% (19
Bl . FHI6.2% (12 61) | AFHEREED @ 3.1% (661) | B 1.5% (B#]) HThHhoto,
FEDBEAIZ. T AV X~T TT AT H URED 11.4% (46/404 B1)) | SR IRIEHEEED 7.7% (15/195
Bl) RO B, FTAYX=T TN AT H CRETHIESR 2.5% (10 1) | HL1.2% (B ) FTH
. EAEFUAERET T 2.1% (4 f6) . BhE 1.0% @6l EThoiz,

WP ICESTEWERILZ. P TRV X~T FAT AT H D 14.4% (58/404 #]) | EATEIGREE
D 51% (10/195 ) IZRD B, b T AY X~T T AT H CEETHlEZ 6.2% (25 61) . R A
PR 3.2% (13 41) | #5972 1.0% (4 f]) | ZEEMEREY 0.5% (26]) | KEAFERE 2 0.5% (2 41])
STH Y EAIRPUAEEE CTE - RERRAEASIEGERE 1.5% B #) . mPeUrering 1.0%
26 . THI1.0% @2F]) FThol,

WENZESTZREERIX, hTAYX~T T AT 0 URED 1.0% (4/404 ) 1278 S, gz 0.5%
2 ) | 2MEHEEEmE 0.2% (1#)) . ik 0.2% (161 Thol-, EAMEBEFIREFER CIERO b
ot

a) TNENEET 5 FEL4 %, ICH ERREKMESE A AR (MedDRA/J Ver.25.0) (RS EARFEEHWTUT
DEBYERLTE,
S YT, MIE, MRS, VB T EREIRD « A EREIRD  dH ERIBD E
i ~EZ e RNEREGRA, i, ~~ 27Uy M
M/NRER A+ i MREEA iR E ENERE © B BRSO B BRI E
U 2 SEREGED - U v oSEREEAD U oo SERIBDE FEaFRE  KEaRnRg, LELA, aRLAEE
MY LE M e U L E U, S U LEVIAE, E e UL BN, IS e U L BN
b) SMEAEASE, SHAELRE, DR, RMELARE, BELARE, ) o MEL RS, BEAERE, 1BEAERE,
BRI EEARAE, FERE, LERE, AEMEREEET
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Q@ EEE£FRIFEOHERE (U302 iXE&. DESTINY-Breast03 [DB-03] ) 29

a. b

H ]

h T2V X< T ROZ X9 RIEENERIED 5 HER2 B0 BT REE X F T IR B 2 R
NFAYX<T = hZvy (T-DM1) ZxEEE L TR IRV A~T TUT AT OEINER
WEREERTFT 5,

FHA

A B EBRE, SRR, BER L, FEER. SRR 5 AR

R | PIRAREUIERIEICKIL F T AY X T RO X L REHICORTERERH S, LR T AY X
<~ T ROE Y U RERH B ETe LD A L TOMBI IR EER 6 » HUPNICHE L=, HER2
Bt * L FL R 524

FRBHULYE - A, RECIST Ver.1.1 I2H & HIE Al G2 =L % 1 L LA+ 5, ECOG PS 73
FAS*2: 524 5] (R AYX~T F)7 255 8261 ], T-DM1 ¥ : 263 #]) .

PRV R GAE R *3 . 518 5] (M RAY X~7 FAr 25 F LB 257 f5l. T-DM1 £f 261 i) .

(11 DHTrIAYR~T FI7 AT H 8 261 B 30E T-DM1 # 263 Gl EELE D £Fi)
JEBIRT « RE S HEROFEERDL, ~ILY X T OIRRIE, Igasis B o k)

oXix1 %
FONHANG68H] (T AV RX~T F7 277 8 37 5], T-DM1 £ 31 )

ZOWNBANGTH (FTFAYX~T F)r A7 58 36 . T-DM1 £ 31 1)
%1 : THC % 3+, i3 IHC % 2+ 7> ISH i B S AR ST

*2 0 BRICEER S, BIERICET Shic BE N
3 MBI R S, BEDBICEN SNEBEDS B, FIRAY AT FAT AT X T-DM1 73

1 [EPA B S h e BB R

- FATREE UL (O3 L. $T HER2 SR E S R ORNERIEL 6T 5% s

* 7
FROMELHE | - DARFEIEOBERE (BEH D 6 » AL XUTEBEMED 9 - L ARE0REERE (NYHA LR
HIO~IV) Z2HT 5%
- DERAHE QT MF@a2S, 470ms (oth) id 450ms (B4h) &2z 5%
- FEEBRHRN 50% A0 (BIfFaT 28 HLIA)
c AT EA RIEREE LT FEMEMEE (ILD) OEE2 A3 5%, ILD OAIHEL AT 5#. XL ILD
DIFEDREDNDH
IR CERAREIR 211 5 UL AT B A ROHL Tb\hb%@%f?%%#éiﬁiﬁ PEORMIEE 2 H T 58 5%
BEHE | FTRAY AT T2 AT A2 b.4mglkg XE T-DM1 3.6mg/kg % 3 #12 1 [A] 5{%#}1}[’%7\1&“5 L7z(21
H¥A 27 /v, Day 1IZ#5), BRI, #IENTH 90 \J: L. %}Jlﬁl#ﬁi—?ﬂ#@%@r ZREN 22 T
2 IEI H AR 30 93 & L=, TQEHM’ 7 VEICHUE IR T T, pfFﬁT-’é VM OFEL, R BETT,
VIR E Ry F Clikpe e 5-rlRE & L7, ﬁr@é%@ﬁ%ﬁ@ﬁifﬁm% e,
rFRYRTT
—>|  TILORThUH
(n=261)
FRYZ T (EEFHEERZ)
RUBEHORERIZED PREEBAISED | MEALE |
SAEE D HHHER2GHED HER2[GHEDREER (1:1)
FHTREX TBERIAZEE™
KASRYX YT GEREFHEERR) R BREF: RILELZRIED
AXHURERESTLOAVERL BRI (B, ). |, T-DM13#
F R/ AR RE N D60 B LIRS RIVYRTT (EEFHEZ) (n=263)
BEL-EELZET REE (B, 8) . NEERB (5. 8)
P H [HE] FEFMEE « SR TSI E I EMB (BICR) i3-S < PFS (RECIST Ver.1.1)
B REHIIE H Osg(i% REIKFHEEE) . BICR FHIZEES < B, 1B R(TLEMAEAN
125 < PFS
[ZatE] AEFEL, C, EERAHEFRL, BERILICEAEES, FETXEAFHEFSL (ILD*,
FEEBIERE) | BERAEM (haR=vE2ET) | N XY A LDERNT A—H,
R ERR., Dma—X I~ F 47— 2Ax% vy VAT, %’ﬁ?*ﬁﬁ)ﬁﬁ (ECOG PS
SliEETe) LR TAY RX~T FAY RTFH PR
k4 : ILD MSTHEZ B ST K27 b K
fiEAT 7R [B2hi] EMTIE PFES ORE# bLls, FREAFT ClX, T-DM1 Ik 2 EIME 251, ZEMEORED-

%, Haybittle-Peto ”@ﬁ':vﬁfﬁ%%ﬁﬁb‘ﬁﬁiL/)’t(ﬁ X U iﬁwyﬁ%ﬂ(ﬁ%ﬁﬁﬂ 5% & L'Cﬁfjl
DRI A3 E, OS 13 PFS OEEIEN RS HNIHAIC 2 B D OS ICOWTHREZTTH &
L& L7, OS DMETIT, PFS fif#r &1 i%l @, Lan- DeMets D o H# B84 (O’ Brien-Fleming
BOBER) &RV, BHENTIL, OS A X2 M 250 4RI U 7= P8 CHEh,
EMENT - BT RIT, BRROMITIREN (FAS) , BEMIMEENX, AEAKMEEZGMH 5% L L
THAEALERIE 12 & v BRI L7 log- rank MEZ MW, BEMrE LT, JE
Bl L 722\ log-rank i€ % W tﬁﬂ‘ﬁ’i’ﬁ >7, PFS o ¥ Jefi & 95%CI
(Brookmeyer-Crowley 75) %, #&GHEZ L ICHEE LTz,
EIVRHT © OS 1% PFS O EfRAT & [7 UFIECTRENT, ZZR0SR ORI, 2= 0 S EiE
K 95%CI (Clopper-Pearson i2) é”%u’ﬂ L7z,
[Zz21E] AEFL41T MedDRA/J Ver.23.0, EAEE75¥HIZ CTCAE Ver.5.0 (ZHEL 72,
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b. 8&FHER (FAS)

HER2 itEsLE £HE#H (n=524)
NS AY X<T N
H H FIY AT H R T-DM1 #
(n=261) (1’12263)
n (%) n (%)
i OF) S AE MR 54.5+11.11 54.2+11.84
el ok 260 (99.6) 262 (99.6)
Bk 1 (0.4) 1 (0.4)
ECOG PS 0 154 (59.0) 175 (66.5)
1 106 (40.6) 87 (33.1)
il 1 (0.4) 1 (0.4)
Hhisk TIT A 149 (57.1) 160 (60.8)
PR B 54 (20.7) 50 (19.0)
bk o 17 (6.5) 17 (6.5)
Z O 41 (15.7) 36 (13.7)
RIVE VZ RO O | Btk 131 (50.2) 134 (51.0)
(=35 130 (49.8) 129 (49.0)
S AT (B THEEz) | HY 156 (59.8) 158 (60.1)
HIVEEJE © 2L 105 (40.2) 105 (39.9)
Wiigin © HY 184 (70.5) 185 (70.3)
L 77 (29.5) 78 (29.7)
HER2 (IHC) FEIHLIRDL 1+ 1 (0.4) 0
(PR B ) 2+ 25 (9.6) 30 (11.4)
3+ 234 (89.7) 232 (88.2)
AR RE 1 (0.4) 1 (0.4)
HER2 (ISH) [k 24 (9.2) 29 (11.0)
(H et A BE I E) Fa 2 (0.8) 2 (0.8)
R 235 (90.0) 232 (88.2)
A LY R IR R
A X2 T HD 162 (62.1) 158 (60.1)
BIGHEL U A VK <3 188 (72.0) 191 (72.6)
(e EEERRL) =3 73 (28.0) 72 (27.4)
R—2A5 4 VONFERD | HY 195 (74.7) 189 (71.9)
R—R T A B DORNEE HY 43 (16.5) 39 (14.8)

a) ME, Fk BA, BE, 58 b ~UX— TITUR AFVT, ANA 2, HEH
c) KE, HFE D A—ALTUT, TTVL o) HEUTIGEKRVHBIEFIGE Y AT HIHSL,
£) N—=RATA RO L, AT E B EECRUE S AV 51T D AR SO IR RS 2V THIE,

c. HERR (REMMFTAREM)

HER2 5L 22 AR it 5 4L 1
(n=518)
KNS AY X< .
H H Fg AT H R T'D_Ml“ﬁ
(n=257) (n=261)
n (%) n (%)
BHHM 2 (A) HhofiE (EEPHE) 14.26 (0.7~29.8) 6.90 (0.7~25.1)
BeHHAR @ 3 HLLF 8 (3.1) 67 (25.7)
3~6 » H 32 (12.5) 53 (20.3)
6~9 # )] 28 (10.9) 53 (20.3)
9~12 » A 27 (10.5) 25 (9.6)
12~18 » A 102 (39.7) 40 (15.3)
18~24 » H 46 (17.9) 19 (7.3)
24 # A 14 (5.4) 4 (1.5)
BREEGEY (mgkg) HhofiE (EEPHE) 101.67 (5.4~216.8) 33.47 (3.6~136.2)
BeE Rl rh i (FPH) 20 (1~40) 10 (1~36)
X FHERE 9 (%) HhL il (REPH) 100 (92.7~107.6) 100 (94.2~107.1)

a) FHEWIM (A) = (BekB5R-wE#% S 3 +21) /30.44
b) B 5E (mgkg) =FEBRIEEIN-REGE
c) FRXFFAEIREE (%) = H R/ R348 x100
HAZEME (mgkg/s M) =22 (mgkg) / 58I (B) /21)
FHE A ETRE (mg/ke/3 BR) =T ERES5E (mgkg) / GRE5HM (H) /21
F—&Jy AT H 202145 H 21 H
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d. 8 F—%» v 4+ 7H 1202145 721 H)

EEikkd

) EIBEAFLRM (PFS) (BRTHRIMRHEHKE (BICR) TOFHE) [FEFFHEEEB] (FAS)
EX7N

BICR TORHIZHS< PFS OFRAEIZ, N TAY X7 TNT AT I EECHEEARE (95%CI : 18.5
# H ~HEEABE, Brookmeyer Crowley i£) .\ T-DM1 £ T 6.8 » H (95%CI:5.6~8.2, Brookmeyer Crowley
) THO, NTAYRX~T T AT EETPFS OER 2897, T-DM1 #EICx4 25 F T AV X<
T TG AT I UREO AN — REIE 0.2840 (95%CI: 0.2165~0.3727) CTH Y, FRIIFHE L7-BE (5
Ml p T 0.000204) % FIEY ., FTAY X7 FIT AT T2 OFEHFHI R BB S HEEES N (&3
log-rank #/E : p<0.000001) .

PFS @ Kaplan-Meier B (FAS)

(%)
100 -
— (SZYRXTT TIGRTHUB
m— T-DM1E%
EER THUY
80 -
P 60
3
B
3
: 40 A
th R {5 (95% CI)
20 4 FIRVRRT FINIRTHUE HEETREE(185~HETETEE)
T-DM1E£:6.85 8 (5.6~8.2)
N —FH(95% CI) :0.2840(0.2165~0.3727)
[ Alllog-ranki& E : p < 0.000001
BRI E L 1-FRE (M 1EpfiE0.000204)
0 -
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 45 6 7 8 9 10111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32(H)
E|EALNMSDRIM
FEBI#
rFSRYZXTT
TIVIRTHUB 261256 250 244 240 224 214 202 200 183 168 164 150 132 112105 79 64 53 45 36 29 25 19 10 6 5 3 2 0O
T-DM1E# 263252200163155132108 96 93 78 65 60 51 43 37 34 29 23 2116 12 8 6 4 1 1 1 1 1 1 1 1 0

BAET - HRILEVZEROFERKR, RIVYXIT GRIETFHRBRA) ARE. NEiRE
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BICR TOFFEICE D < PFS (FAS)

HER2 BBtEE 8% (n=524)
TRV X
oA TG AT T RE ('i-il\é[;)
(n=261)

ARy MREEEE n (%) 87 (33.3) 158 (60.1)
PD 80 (30.7) 152 (57.8)
FETS 7(2.7) 6(2.3)

ARy REGR LOBE FTHWH), n (%) 174 (66.7) 105 (39.9)

PFS H4E (95%CI) @ HERERAE (18.5, HEEAHE 6.8 (5.6, 8.2)

J&@% Cox NV — FE (95%CI) » 0.2840 (0.2165, 0.3727)

J& 5! log-rank fEIC L 2D p E Y <0.000001 ©

AR D

3% H (95%CI) 96.1 (92.8, 97.9) 69.5 (63.3, 74.9)

6 7 H (95%CI) 88.4 (83.7,91.8) 51.7 (45.1, 57.9)

95 H (95%CD 79.9 (74.3, 84.4) 41.4 (34.9, 47.8)

12 5 A (95%CI) 75.8 (69.8, 80.7) 34.1(27.7, 40.5)

18 » A (95%CI) 60.1 (52.5, 67.0) 27.3(20.7, 34.2)

24 » H (95%CI) 50.5 (39.9, 60.2) 25.3 (18.4, 32.9)

a) PFS f1uffi% Kaplan-Meier i, F3:fE o CI i% Brookmeyer - Crowley i£% W TR L7-,

b) & log-rank MREIZL D p ., ~F— FEEEO 95%CI X5 Cox LBl — FETLEZHAWCHH L (BHI
RS @ AEVZREDOFEGUIRDL, ~Y X7 (BIEFHHEER) TBFRE. NBEEE)

c) FEEED p fEIX 7.8x1022

d) FFEDRERIZ IS T 2 B AR OHEEE K O CLIE, Kaplan-Meier 4 VTR L7,

Y IJIL—TJ#Ef (BARAEH)

HAANSEM O BICR TOFHIIZIES< PFS O RAEIL, FTAYX~T F7 2T RETHIETRRE
(95%CI : 18.5 # H ~H#EEAEE. Brookmeyer-Crowley %) . T-DM1 #£ T 6.9 » A (95%CI : 3.1~9.7,
Brookmeyer-Crowley {%) ToH Y, T-DM1 BEZxIT D T AY X7 FT AT I UREO Y — R

0.2484 (95%CI : 0.1210~0.5097) Th >7=,



V. 1BRICEEd HEH

BAANERTO PFS M Kaplan-Meier glifR (FAS)

(%)
100
— S2YRITT TIVIRTHUE
— T-DM1E
FEER: THUY
80 -
60 -
"
#
L
g
40 -
20 - L
th R {E(95% CI)
FSRYRXIT FTIVIRTHUE: HEETEE (185~ HETHE)
T-DM1£:6.95 8 (3.1~9.7)
0 NG —FH(95% CI) :0.2484(95% CI:0.1210~0.5097)
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 456 7 8 9 10 111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 (H)
EEBIEHSD IR
FEBI S
rSRYXTT
FILHRTHUEE 37 36 35 34 34 30 29 28 28 26 24 24 22 19 16 16 15 15 14 12 10 8 8 6 4 4 3 2 2 0
T-DM18 3131232219 1615 1212 9 8 8 8 6 6 6 55 553 2 11111111110

i) BICREHMEIZE D PFS 04 J 45 IL— T

BICR TOFMIIZEES PFSIZxt L, W7 7N —T iz FEhu Lz, NI AY AT TNT AT HE
TIiX. RVECZFERDOFEBAIRD], ~Vy X< TIHBREOA L] L ORHER L VA 8] (<3 LY
AR =23 LY AY) T, PESITHT D AMEICH L RETRO b s o7z,

LY X TIEHIER D PFS O Il (95%CD 1£, NTAY X7 FAT AT TR, 0 THE
EARRE (95%CI : 18.5 » H~HEEARAE) | 72 L CHEEARE (95%CI : 16.5 » H~#EEAfE) . T-DM1 #f
TiE, ®VT6.8 » A (95%CI:5.4~8.3) . 2L T1T7.0 » A (95%CI : 4.2~9.7) Thot, BEHKD
HIe NG T TN —T IO TIRE R FSRIZIZE L RN b OO, WThoY 7 71— T-DM1 B
XP D — RO mHEE I 0.5 %2 Tlal 572,

i) £4FHM (0S) [AIXREFHEEB] (FAS)

OS DA XY ME, FTAYRX=T FTNUT AT FET 33, T-DM1 BT 53 CThH Y. OS D&
EIINWTNOREBHERRETH o7z, 12 » ARFROHEEIND OS L, FNTAY AT FTNAT AT
VEET94.1% (95%CI : 90.3~96.4, Brookmeyer-Crowley #5) . T-DM1 BT 85.9% (95%CI : 80.9~
89.7. Brookmeyer-Crowley %) T o7z, OS DY — FEIE 0.5546 (95%CI : 0.3587~0.8576) Td
V. FRNZRE LEME (p=0.000265) % Fal&7enr-7- (@3 log-rank 2 7E : p=0.007172) .
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OS M Kaplan-Meier glifg (FAS)

T T T T
5 26 27 28

(%)
100 A
80
60
&
£
e —_— 52X — —
= SRAYRYT TIVIRATHUE#
40 - = T-DM1%#
F|ER THUY
I R{E(95% CI)
20 4 FIRYXIT FILIRTHUE HEETEEHEETEE~HETE)
T-DM18¥ - HE 7 T8k (HE EFBE ~ HETE TBE)
NP —R L (95% CI) :0.5546 (0.3587~0.8576)
B Alllog-ranki® 7 : p=0.007172
ERTICEHE LT-RA{E (pfE0.000265)
0 -
01 2 3 45 6 7 8 9 10111213 14 1516 17 18 19 20 21 22 23 24 2
EEALH DR
SE B
rFSRYXTT

TILVORTHUBE 261256 256 255 254 251249244 243 241237230218202180158 133108 86 71 56 50 42 33 24 18 1110 7 6 2 2 1
T-DM13# 263258253 248 243 241236 232 231227224210188165 151140120 91 75 58 52 44 32 27 18 11 5 4 3 3

BAETF FILEVZERORETIKR, ALY XTT GRIZFHRRZ) ARE. NEEE

iv) ®%FE (BICR TOFH) [ZOMOBIRFFEER] (FAS)
BICR TORMHIZEES L TBERIZ, P T AV AT TNAT AT HURET 79.7% (208/261 #l. 95%CI :
74.3~84.4. Clopper-Pearson %) . T-DM1 ££C 34.2% (90/263 #], 95%CI : 28.5~40.3, Clopper-Pearson

%) Thotz,

BICR TOFMEICE DK RBEREAMDERUESE (FAS)

HER2 BBtEE 8% (n=524)
NTZAYX<T FTINT AT I8 T-DM1
(n=261) (n=263)
REBEGDRE. n (%)
CR 42 (16.1) 23 (8.7)
PR 166 (63.6) 67 (25.5)
SD 44 (16.9) 112 (42.6)
PD 3(1.1) 46 (17.5)
RGN 6(2.3) 15 (5.7)
RN
n (CR X3 PR) (%) 208 (79.7) 90 (34.2)
95%CI® 74.3, 84.4 28.5, 40.3

a) Clopper-Pearson %

29 30 31 32 33 (H)




V. 1BRICEEd HEH

v) PFS CRERREEEENE) [ZT0OEIXREFMEIER] (FAS)

IBBREHEEMPIIC S PFS P IEIX, T AV X7 FAT A7 R T 25.1 % H (95%CI: 22.1
» A ~#E € A& fE. Brookmeyer-Crowley ) . T-DM1 # T 7.2 » A (95%CI : 6.8 ~8.3,
Brookmeyer-Crowley i5) THU ., NTFAY X7 FTIIT AT HUHETPFS OIEERRD Lz (AT
— Rkt £ 0.2649 [95%CI : 0.2011~0.3489] ) .

oy A3

EX0N

RITERNE, NI RAYR<=T T AT 7 8 98.1% (252/257 f51) . T-DM1 #f 86.6% (226/261 fi) (2
BN, EREIERIE. N TAYX~T TAT AT URETHED 72.8% (187 #) | 35 @ 44.7%
(115 61)) | W& 44.0% (118 B) | AFHEREDED @ 42.8% (110 i) . BLEIE 36.2% (93 #) . #ifn @
30.4% (78 f5) . M MmEREHD @ 80.0% (77 #1) . T-DM1 £ Tifi/MrEEA  51.7% (135 61) . 7 A
NRIXUVEET I ) T AT 27— B 37.2% (97 ) | ¥ @ 29.56% (77 Bi) | B 27.6% (72
Bl) HThotz,

Grade 3 DL LOFWERIE, N T AY X< FNU AT H U HED 45.1% (116/257 f51) . T-DM1 #£D 39.8%
(104/261 f5) IC@BDO BN, FNTAY AT FTIT AT AT, FHERFEAD @ 19.1% (49 #1) |
Zifn 2 5.8% (15 41) | f/MMiEdsd 2 7.0% (18 #) | B EREdHD © 6.6% (17 f) | .l 6.6% (17
Bil) . T2 5.1% (13 41) . T-DM1 B Tl IMEAD © 24.9% (6561 . 77 =7/ F T A7

=7 —EBHN4.6% (1264)) | &2 4.2% (114 FThHolz,

FEERBEML. bIRAY X~ FAT AT O D 10.9% (28/257 1) . T-DM1 BED 6.1% (16/261
i) _uu&b%nto NTAYX=T TN AT CRET, HEMMEE 1.9% (5 41) | &M 1.9% (56 4i) |
i » 0.8% (2 61) | FEEMEL PERIAE 0.8% (2 1) . K4 U 7 AIfSE 0.8% (241) | Hir0.8% (2
Bl) . Wizt 0.8% (241) . T-DM1 B Ciin/MrEEAD @ 1.1% (3 41) . &if» 0.8% (241 % Thol,
B G IRICE S TRWEIEZ. b T RAY X~ T AT I RO 12.8% (33/257 1) . T-DM1 #D 5.0%
(13/261 ffl) 1RO BNz, hT AV RX=T FIU7 AT H RETHilER 5.1% (13 ) | BV MRS
2.7% (761 . Mgk 1.2% (361 . &A% 0.8% (2 61) . M/ EdD @ 0.8% (2 41) . T-DM1
BECIl/ MG @ 2.7% (761 . FEMEMZEE 0.8% (26 FThoi,

FHCIZE S TRWERITRE O bivieiroTz,

HITTIL—T#Ei (BRAEH)

AARNEM TORWERIZ, 8T AV X~T T2 2T F # 100.0% (36/36 ) . T-DM1 £f 93.5% (29/31
B IR BT, EREWERIX. N T AV RX~T TIVT AT J U RFETHEL 66.7% (24 f51) | 57 2 58.3%
(21 6) | AFHRERECGEAD @ 47.2% (17 B) . {B54 41.7% (15 %) . A fEkEED 2 38.9% (14 #1) |
&t 38.9% (14 f511) . F#130.6% (11 1) . T-DM1 Af T/ Mgk @ 61.3% (19 ) 7 AT X
YT N T AT 2T — BN 48.4% (16 H) . 7T =0T X P T UAT =T —BHIN 45.2% (14

Bl) | JETT e 41.9% (13 41) | i 32.3% (106#)) FETh-o7e,

Grade 3 LL EORIWERIL, N T AYRX=T FTINI AT D 47.2% (17/36 #1) . T-DM1 FED 48.4%
(15/31 i) IZBDH BN, N T AV A~T FAY AT T, AT EREGRD @ 27.8% (10 ) . @
MEREGRD @ 13.9% (5 #1) . Al 2 5.6% (241 . 552 5.6% (24]) . T-DM1 K Tl «
22.6% (TH)) . 77=v7 /7 b7 A7 =7 —EHMN12.9% 4 F) | 4FFEREGRAD 2 9.7% (3 f1) |
TANRG XTI ) b T AT 27 —BHEMN9.7% B4 . B 9.7% (B#l) SThot,
BELRBEWERIX, NTAYRX~T TAT AT H D 11.1% (4/36 #1]) . T-DM1 BE 19.4% (6/31 i)
ICROLNT, FIAY AT FAT AT H BT, Al © 2.8% (1 #) . IEHE 2.8% (1 #) . HEi



V. BRICEd 5

2.8% (141 | #E28% (1#) . BEIBEUE2.8% 1 H) | HEHW2.8% (141 . T-DM1FET, it
3.2% (141) . FFZEHE 3.2% (141) | #WEBHAREYE 3.2% (1 #1) | M/ EED 2 3.2% (161 . 77
=TI RNTURT 2T —EHMN32% (A1 H) [ TARTIXU@ET I N7 AT 27 —EHMN3.2%
(1) | KT N U T AIMSE 3.2% (16]) ThoTo,

eGP IICESTEWERIEZ. FTAYR~T FI7 ZT RO 19.4% (7/36 15]) . T-DM1 BED 12.9%
(4/31 B) IZRD BN, NTFAY X7 FT AT H CRETHilEZ 8.3% (38 f) | #WEALMi%K 5.6%
(2 B) | FEMEMZER 2.8% (16) . %#2.8% (141) . T-DM1 # CHIEMMZER 6.56% (2 #) |
Jifilgize 3.2% (1 4) . M 3.2% (16 Th-oiz,

TR S TCRERITFE O o7,

a) TNENEET 5 HEL4 %, ICH ERREKMESE A AR (MedDRA/J Ver.23.0) (RS EARFEEHWTUT
DEBYEF LI,
PETT W, MIVE, BRI
TR BRSO « AP EREED . i R ERIBD E
2l Al ~EZ v e, REREES . ~~ b2 Yy MEA
FEREGED © FEREGE . E iR
/NS« RIS MRS E

@ EELFRIFEMERER (U303 itER. DESTINY-Breast04 [DB-04] ) 2627

a. Ak

H M | ALRIERE D B 5 HER2 RIS O FMTARE X IT R A EE & 531, [ERMERIGFEZ IR L LT,
NTAY R<T FIVT AT H o DEIER VLRI T D,

EEQ B | EFRRE, ZhtiskItFE, BIEA(L, JEBER. FEIEXIR, F AR

=

G| FREEXIERAFICH L 1 LU ALV E 2 LU A BT OfLZEfREIEN b 5 BRI L 2
B 6 » HUNICHSE L= B 2 &) HER2 EIEEHL* S B 557
(2:1 DT HFIAYR=T FIL7 AT U 373 Bl ULERNEIIEHRE*2184 FiIZHEVELE] )
. BERINY . HER2 BIURWM THC ¥E 1+, Xix IHC % 2+2>2> ISH EfEM) | gL o A
V(L T 2) RIVE R EEBLDL S CDKA/6 HEXTEIE (R o 2R A > CDK4/6
FREZNEEIED 0 . R R EREMED D CDK4/6 BREXIVEERE 72 U, XTI R E SRR E) )

T BN IELYE : RECIST Ver.1.1 (S & JIIE rlRE/AEMRA % 1 DL EF T 5, EigZ2HK Lo PD 2
MR &=, LVEF 23 50%LL . ECOGPS 730 XX 1. sk A %

FAS*3: 557 6] (FTAY X~T FNT AT 7R 373 4], [ERTESURIERE 184 f5]) . TOWNHAA
854 (hTAYX~T F)T AT H %56 i, ERTRRNIGHEEE 29 )

RNVE B RRBMEYER] 494 5l (KT AV X~T FA7 275 8 331 i, ERERINIGEEE 163
Bl) . FORNBERANT2H (FF AV X<T FIL7 AT FE AT HI, ERTERIIEERE 25 #i)

VMR BEM*2 . 543 61 (M T AV X~T FIL7 AT 1 R 371 . ERTEIRIGHERE 172 61) |
ZFONAAENE B (FF AV =T FIL7 AT T 856 4], ERTERIIEERE 29 )

$1:THC I 1+, X% THC 1 2+ 7> ISH IR0 B HH AN B LT

*¥2: ANV EEY m VTV FAVEEY XYY ZFEL IR EXEL (TAT IV
D) OV hsE G

3 1 BB B SAL, WEAICEINT ST BEHEE (hve s A kit 63 A A1)

4 1 IEHAIAED 1% 8L L TRIBSISHERTRD bR HAITT 2 b o 5 s SR 7 0 5 27
v B L T B, BT VRERBIEOBA, 1 LY A v E ORI T
B I, WIS T B = & AHERR S 7o

5 RIRICHERS L, IELICHIN SR BED D b, b TAY XvT FAY AT H v URERTER
YR 1 FLL LSS SR

+ 7o | - PIRNARRESUIHE R ISR LT, MR L DIRFRIEN S 238

FRONEAE | - DO ZEOBERE BEkH O 6 » ALIN) XUTEBEIED 5 < itk O R EOBEERE (NYHA (OHRES
HMII~IV) S26750#F

< X QTe RME2Y 470ms (&) % 450ms () =@ x 5%

. 27‘%4’ R VR 2 BE U 7= [V R i $ (ILD) OFAEEE AOHEZAT 28 . XL ILD OFFIENEED
nb

- K EL%#OXi@@@®%%%%ﬁ?éﬁwrﬁﬁfﬁﬁﬁﬂiZTD4%% FEAEIR 72 L D
RN ) £
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BL5 5k

FIAYV R T FAITATFHUOBETIE, FTAYV AT FAL AT H 2 5.4mglkg & 3T 1 BT
RN G- L7z (21 YA 7 v, Dayl IZ#5) . HERMIZ, FIENZK 90 45 & L, #lElIER 5RO X
BRI 220 X 2 [B1H LIR30 43 & LTz,

EETIRPAERECIL, BE ORNBEREE ZE L2 ECIRRE(TERA A2 1 AR L, S5 E oWt
SCENIINCCN A R A ZfeniEs LT,

(%) NCCN HA RTA NS L OHE

c HRUFZE L 1000~1250mg/m2 & 1 H 2 BEIFROES (21 HY A 74, Dayl~14 IZ#5)
sz YTV YT Y U AIVEREE L LT 1L4mg/m?2 & ERRINEE S (21 B 2 /L, Dayl KO 8 Ic#H&5)
AV EEY AT a1 800~1200mg/m? & FRIRNEL S (21 YA 7L, Dayl KO 8 12#h) . 47
T3 v 2 800~1200mg/m? & FiIRNEE G- (28 HH A 7 /L, Dayl, 8, 15I2#5)
< X7 BXRN AT g 1:175mg/m? Z IR G- (21 A3 A 7L Dayl (28 5) . 472 3 > 2:80mg/m?
i 1 BRI S (Dayl 1I2#65)
s NIV EXBL (TATIRER) AT a1 260mg/m2 RS (21 YA 7 0) | AT s
> 2 : 100mg/m? X% 125mg/m? Z kN 5. (28 A1 71| Dayl, 8, 15i2#45)
B A 7 NVEICHEITER T T, SR T2V EEosBL, BEEAMEST, XUTFEMIEISE O R 2 F Tkt
BERREE LT,

FSRYXTT
TIVORTHU B
FHTRREERABIHL DRAEMBIED TR
IWSAVEIL AV LT D HER2{E ST mAEBIL

LEREEN HB (HC1+X I (2:1)
HER2IE R BZL BB A IHC2+/ISHIZE) DRER SRR s O
(n=184)

X1 AT R SR FRER
6hALINICERL-BEZET X2 ARVEEY TYTYV F LA
DXL D E 5 317N
NRO)EXEIIL(FILITIUE

AR OLTh

R

[BE] FEMEE AT o HRGHEER To BICR #:hiz2E-3< PFS (RECIST Ver.1.1
IHSQ)
AR FIR A H : FAS T BICR #ihic -5 < PFS, R /LVE 52 BIRBMAER TD 08,
FAS T» 0S
ZOMORIRFMEE : RE S REEEER L O FAS To BICR #HlIZ -5 < Bh=R
[Zat] FEFESR, ., BEERAEFG, FREORGTILICEST-FEFR, FETREFEF
4 (ILD*S R OVESEMEERS) | lEAREME (hefR=2%2&8) | XA ZLT A2, LE
KT A —% IEREREF ., boa—XI~v L F 45— F A%y URAEFTR. SRR
H (ECOG PSiHliz&de) . i b TAY RX~T  FIL7 AT h ik
*6 : ILD MSHE R BRI L 230 b i

fibT 7515

(B2l Ef#r <X, PFS vk fifi X Kaplan-Meier 2 W TEH L, 20 95%CI 1%
Brookmeyer-Crowley ¥:% FCHIH L7z, BEMEERIZ, AEAKEZBM 5% & L-CERI
log-rank f&7E % HWTITV, BRI Cox el — RETFT AL EHNTATF— Rk & ZD 95%
Cl B H L7-, BESHTE LT, FEEH log-rank & & AV RHT 247 > 7=, HEEAEIK
SIEE Tlit, BT C R T RAY X7 FI7 AT RO ERGEIR IG5 5 5iat
EHNCH B 7R PFS SRR bz 8412, OFAS To BICR #Hliic#-3< PFS, @
RIVE R RRBEHAERTo 0S8, @FAS T 0S OJIEF CHEHIIC 2 BER Ol 24T - 72
(FETHIEAICKRICHED 5 5] logrank #E) . T PIEIX BN L FfEE Lz, OS
1. PR 2 18R O REART OFF 3 [ (0S8 1 X_v A ENF N 162 . 233 KD
333 UMEBINTRR) | BEMRFIECRELZFERTLH L L L (WTRhbFRLEY
SRWGHEER TOA XY M) , BLEOREZEFEIET H12H720 , HBRERTOHE D
WA 5%lcay hr—ATH, SEEOHEEZITZ, BHHERD 95%CI I
Clopper-Pearson 5, % ® 95%CI |% Brookmeyer-Crowley %% H\WCHEH L7,
[Zeatt] AEHS4 1T MedDRA/ Ver.24.0, HIEEESYHHIE CTCAE Ver.5.0 [ZHE U 72,
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b. BEER

HER2 1558 BL3L 0

s 5| i
T T R Hmmﬁ%ﬁﬂﬂ
~ FAS (n=557)
(n=494)
FS2Y X< . rS AV X< .
R H 7 TFNT AT %ﬁgﬁ 7 FINT AT %ﬁgﬁ
o 1RIETRE o TRIERRE
i (n=163) i (n=184)
(n=331) (n=373)
n (%) n (%)
Tl (%) SEYAE - R HE (R 56.3+10.57 56.3+11.39 56.5+10.58 56.51+11.51
Lotk 329 (99.4) 163 (100.0) 371 (99.5) 184 (100.0)
PRI
B 2(0.6) 0 2(0.5) 0
TIOT A 128 (38.7) 60 (36.8) 147 (39.4) 66 (35.9)
aithiig bk 54 (16.3) 30 (18.4) 60 (16.1) 33(17.9)
I + 4 ATz L0 149 (45.0) 73 (44.8) 166 (44.5) 85 (46.2)
KE (kg) SR R A 63.5+13.53 | 64.1£13.719 | 63.1+13.40 63.9113.94°9
0 187 (56.5) 95 (58.3) 200 (53.6) 105 (57.1)
1 144 (43. ) ) .
ECOG PS (43.5) 68 (41.7) 173 (46.4) 79 (42.9)
2 0 0 0 0
>9 0 0 0 0
HER2(IHC) | IHC i 1+ 193 (58.3) 95 (58.3) 215 (57.6) 106 (57.6)
FEHLRDL O IHC i 2+7> ISH JE[& 138 (41.7) 68 (41.7) 158 (42.4) 78 (42.4)
(LERRIEDRT | 1 197 (59.5) 96 (58.9) 212 (56.8) 103 (56.0)
BEL U A
i 0 2 134 (40.5) 67 (41.1) 161 (43.2) 81 (44.0)
RILE LR g}ﬁ,ﬁig fzg,;; Y 233 (70.4) 115 (70.6) 233 (62.5) 115 (62.5)
RO R A
| AVE BRI
/ CADK HERE= CDKA/G [FLE A1 AR 72 | 98 (29.6) 48 (29.4) 98 (26.3) 48 (26.1)
FIGHEEE O , i )
TIVE VRN AP PN 42 (11.3) 21 (11.4)
0 1(0.3) 3(1.8) 26 (7.0) 19 (10.3)
Mo IEED | 1 65 (19.6) 34 (20.9) 74 (19.8) 35 (19.0)
BIEHEEL U A | 2 112 (33.8) 46 (28.2) 117 (31.4) 49 (26.6)
P =3 153 (46.2) 80 (49.1) 156 (41.8) 81 (44.0)
HhofE (EEPHE) 2.0 (0~9) 2.0 (0~8) 2.0 (0~9) 2.0 (0~8)
R - R | 0 28 (8.5) 17 (10.4) 60 (16.1) 34 (18.5)
PRI | 1 105 (31.7) 49 (30.1) 108 (29.0) 51 (27.7)
NS Y ST
%4 %ff‘/f f i) o 110 (33.2) 53 (32.5) 115 (30.8) 54 (29.3)
%Z" 7 =3 88 (26.6) 44 (27.0) 90 (24.1) 45 (24.5)
HhofE (EEPHE) 2.0 (0~7) 2.0 (0~6) 2.0 (0~7) 2.0 (0~6)
R—=25 (v | BY 247 (74.6) 116 (71.2) 266 (71.3) 123 (66.8)
(SOYAR e L 84 (25.4) 47 (28.8) 107 (28.7) 61 (33.2)
N—2F 4 | HY 98 (29.6) 58 (35.6) 120 (32.2) 63 (34.2)
iF D s s L 233 (70.4) 105 (64.4) 253 (67.8) 121 (65.8)
R—25 (4 | Y 18 (5.4) 7 (4.3) 24 (6.4) 8 (4.3
F D TS L 313 (94.6) 156 (95.7) 349 (93.6) 176 (95.7)

a) PE, BA,

wE, B

b) K[E, BT

AZVT, RVEANL, av T, AL ATz—TFT o, AAf A, KEH
f) EAEREORTIY = VISR OHBIEFEIGE Y AT M-S,

d) n=162

) A—ARIT ANAX— TFTURA XY NHY—,
e) n=183
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c. BRERE (REMBFTHREH)

HER2 {XF BRI MM x5 5E F]
(n=543)
A e BTN
(n=371) (n=172)
n (%) n (%)
BhWImM 2 (H) HLE (BEPH) 8.21 (0.2~33.3) 3.47 (0.3~17.6)
e 51 3n AUT 71 (19.1) 79 (45.9)
3~6 » A 71 (19.1) 57 (33.1)
6~9 % A 73 (19.7) 20 (11.6)
9~12 % H 47 (12.7) 6 (3.5)
12~18 % H 66 (17.8) 10 (5.8)
18~24 # H 33(8.9) 0
24 » H 10 (2.7) 0
BRBEEREY (mg/ke) e (FEpHE) 54.78 (5.3~219.8) B
AT NHO Wi () 11.0 (1~47) 5.0 (1~25)
FRKTFHESRE @ (%) e (FEHE) 99.97 (91.5~107.9) 100.00 (59.0~198.5)

a) HEHHE (H) = (BEESE-YREESH+1 942708 (H) ) /30.44
b) B EE (HAD) =EBICRG ShoREERE (AL  EAEPIEEL Tl x OB CTERER 7V a—1 &
BN D700, ERNRPUSER 2RO R EE L VRS T,
c) ERMERIGEEE CIIE 4« OIENTH A 7 VHIRIN R D720 {H % O ERHEIRIGFE UIEMEBRIGREEEDO Y A 7 1
BT RET,
d) FRXFAEIRE (%) = F R/ 58 X100
HAZEWE (mgkg/Y 1 7)) =5F#EG & (mgkg) /BGHM (R) /¥4 7 VM
FHEHERE (mglkg/Y A 7 V) =FHHEIRERE S 2 (mgkg) A& 5HR (B) /91 27 A HIR
F—Hhy AT H 202241 H 11 H

d #8 F—¥#Hvy M+ 7H 202241411 R)

B

) RILEVZEKRBUHER TOEEBEARFHNR (PFS) (BERTHIVEHTEH#RE (BICR) TOFHE)
[(FEMEER]

=XV

RIVE BRI R T 0 BICR #HlICES < PFS O RfllL, NI AY X~T FN7 AT 9 VRET
10.1 # A (95%CI : 9.5~11.5, Brookmeyer-Crowley {%) . ERIEIIEERET 5.4 » H (95%CI : 4.4~
7.1, Brookmeyer-Crowley {k) THVO ., N T AYX~<T FTI)L7 AT I URETHFFEMICHE 72 PFS Ot
ENRO bz, EMMERIARECKHT D b T AY X~ FILT AT B U REO Y — RHIX 0.5085 (95%
CI:0.4012~0.6444) THV, NTRAY X7 FNT AT U FOBBYERBREAES 7z (B logrank
FRAE : p<0.0001, FANIHE LZHE [p=0.05] ) .
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BICR Efffil=£ 3 < PFS M Kaplan-Meier B (FRILEVZREBHER)

(%)
100 A
—_— N SAYRART TIVIRTOhUB
— AR AR
BEER ITHHY
80 -
& 60
|
£
E
40
20 - H9{E (95%CI)
FSRYRTT FILGRTHLE 10118 (95~115)
EEEIRARE 5408 (44~7.1)
INH—FH (95%CI) :0.5085(0.4012~0.6444)
o | FB3llog-ranki& % : p<0.0001

0123456 7 8 91011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 (H)

AL DD HARE
RE B
MIRYRTT FIRTAVE 331324290 265262 248 218 198 182 165142128107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0
EETRIFABE 163146105 85 84 69 67 48 43 3230 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0

JERIIRF - HER2 DR IBLRVL, ALFEFIERED LV A U8 RVE S FIROIEHRDL L CDK4/6 FAEANT X 2 1B IE

BICREHAEIZE D PFS (FRILEVZRABMHEEMR)

HER2 &3 B BV L AR 4R
(n=494)
o B AR
(n=331) (n=163)
ARy RREEEE, n (%) 211 (63.7) 110 (67.5)
PD 180 (54.4) 101 (62.0)
A 31(9.4) 9 (5.5)
ARy MREERLOBE FTHW0H), n (%) 120 (36.3) 53 (32.5)
PFS H44E (95%CD) @ 10.1 (9.5, 11.5) 5.4 (4.4,7.1)
J&Rl Cox /~— Kb (95%CI) P 0.5085 (0.4012, 0.6444)
J& 5l log-rank fEIZ L 5 p fE P <0.0001
SEHE LR (TR O
3#H (95%CD 83.2 (78.7, 86.9) 64.2 (55.7, 71.5)
6 5 A (95%CI) 70.2 (64.8, 74.9) 47.1 (38.5, 55.3)
9% H (95%CI) 56.6 (50.9, 61.9) 29.6 (21.8, 37.8)
12 5 A (95%CD 43.2 (37.4, 48.7) 22.9 (15.8, 30.9)
18 #» A (95%CI) 30.7 (24.9, 36.6) 11.3 (5.6, 19.3)
24 » A (95%CI) 20.7 (14.0, 28.3) 7.5(2.2, 17.4)

a) PFS FefiiiT Kaplan-Meier 1, H9:{E0> CI 1T Brookmeyer-Crowley 4% TR L7z,

b) &5 log-rank MEIZ LD p E. Y — KX 95%CIL i3/@5] Cox N — REFLEHWNTHEHLEZ (&5l
K- : HER2 OFFLRIL AL DO L2 A LR RVE S REORBRIL & CDK4/6 [LERNC X 2 1R |

o) FEORRICE ) B BIEATFROHEE & O Cl 1, Kaplan-Meier 5% W THEH L7,



V. 1BRICEEd HEH

Y IJ L —TJ@EF (BARAEH)

HRIVE BRI O HARNEH TO BICR FHMICES < PFS O R{EIL, FTAY A~T FLu
AT HURET11.0 % A (95%CI:7.0~15.1, Brookmeyer-Crowley %) . ERERIGHAET 5.8 » H (95%
CI: 1.4~11.0. Brookmeyer-Crowley {£) Tk V. EANEIUGEIEIGT D NI AYA~T FLr AT
B UBEO AN — R 0.5619 (95%CI : 0.3194~0.9885) TH -7z,

BAANERTO BICR {fi <& D < PFS M Kaplan-Meier B8 (FRILE U ZBKGHER)

(%)
100
—_—  SZYRTT FIVIRTH R
— AR ARE
FEER ITHHY
80 -
® 60 -
8
4+
=
=40
1
20
th 2 {iE (95%CI)
FSRYRXRT FIVOARTHUEE 1.0 8 (7.0~15.1)
EAMRINAEE 580 A (1.4~11.0)
0 4 /"Y' —FLt(95%CI) :0.5619(0.3194~0.9885)

0123456 7 8 91011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 (A)

EAEALLHSDHAM
FEFIEL
FSRYART FIVIATHhU#E 47 47 43 36 36 35 31 28 27 24 2221 16 14 12 1110 9 7 6 5 4 4 3 3 3 3 1 1 0
EEmRIRAEE 25241513 131211 9 9 8 8 8 6 5 3 3 3 2 1 1 0

i) FAS T® PFS (BICR TOFfi) [EELEIRFFMIER]

2K

FAS T BICR #Hliiz 5 < PFS O RfflL, T AV RX~T FNIATHUFET9.9 5 H (95%CI :
9.0~11.3, Brookmeyer-Crowley i£) | EEREIURHEEE T 5.1 » H (95%CI:4.2~6.8, Brookmeyer Crowley
B) THOH., FIAY AT TN AT I ORETHREFFIICAE R PFS OIEEGRO Hivl, EARER
RIEBECKIT D N T AY X~ T T AT H U REO Y — KT 0.5014 (95%CI : 0.4013~0.6265) T
b, NTAYAT FINT AT T CREOBBNENBRGE S v (R log-rank #iE : p<0.0001, FHIIC
RE L7-BfE [p=0.05] ) .



V. 1BRICET HIEH

BICR s1{fiI=E D < PFS M Kaplan-Meier Bif (FAS)

(%)
100 A
— SRV RART TIVIRAT OB
— ERTERA R
EEZ ITHHY
80 -
# 60
#
E
4
=
E 40
20 4 HHR{E(95%CI)
rSRYRTT TIVIRTHUEE:990A (90~113)
EEmRIRA R 510 (42~6.8)
N —F L (95%CI) :0.5014(0.4013~0.6265)
o | FEBllog—ranki®7E : p<0.0001
0123 456 7 8 9101112131415 16 17 18 19 20 21 22 23 24 25 26 27 28 29 (H)
FEEAEHLDOHR
9iE 151 5
FSRAYXIT TNIRATH E# 373 365 325295290 272 238 217 201183156 142118100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 0
ERHIRIRE R 184166119 93 90 73 60 51 45 34 32 29 26 22 1513 9 5 4 3 1 1 1 1 1 1 0

JEBINT- : HER2 OFEBLRPL, ALFIRIEMED LA B, RvE 2R ORI & CDK4/6 FLFANC X 5 iR fRIE

Y IJ L —TJ#EF (BRAEH)

FAS ® HARNEEMTo BICR #HiIZ 35 < PFS O RflIL, NTAY AT TAT AT FTI8 %
H (95%CI : 7.0~15.1, Brookmeyer-Crowley ¥£) . ERMEIURFEIET 4.8 » 1 (95%CI : 1.4~8.1,
Brookmeyer-Crowley {%) T ¥ | ERBRPUEEEECKTT D N T AY X~T TNAT AT FEO N — K
FEiE 0.5053 (95%CI : 0.2983~0.8560) Th -7z,

BAAERETO BICR §fffiI=E D < PFS M Kaplan-Meier B (FAS)

(%)
100
—_— N SRYRTT FIVIRTHU B
— ERR AR
BEER:ITHLY
80 -
m 60 -
b
=
4
=
=40
20 A
R (95%CI)
FSRYRXIT FILIGRTHUE: 980 H (7.0~15.1)
EEmRIR A 4808 (14~8.1)
0 4 7\ —F £ (95%CI) :0.5053(0.2983~0.8560)

0123456 7 8 91011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 (A)

EAEALHSDHAM
FEFI%L
FSRYARIT FIVYATHhU# 56 56 52 44 43 40 35 32 31 28 25 24 19 17 15 1413 11 9 8 7 6 6 5 4 3 3 1 1 0
EEmRIAEE 292817141412 11 9 9 8 8 8 6 5 3 3 3 2 1 10



V. 1BRICEEd HEH

i) RILEVZBRBEHEEETO OS [EELEIRFHEER]

2K

RVE VB FRARBGYESE I O Y [a] R R EATEE T OS DA X2 bZIX, F T AV X~T FTUT AT VRET

126 1 (38.1%) . EEAEHUGHIET 73 {F (44.8%) THY ., OS OFRfEIZ, FFAYX~T T

AT HURET23.9 5 H (95%CI : 20.8~24.8, Brookmeyer-Crowley 7%) . [ERIRIRIEERET 17.5 » H
(95%CI : 15.2~22.4, Brookmeyer-Crowley {%) Th -7z, ERNEIIGREECXT D N T AY X~vT 7

VT AT T UREO AN — KL 0.6432 (95%CI : 0.4804~0.8610) THY ., "N T AYRA~T FT)NLIJT AT

71 THERTFHICA E 7 OS DIER GO b7z (&R log-rank & : p=0.0028, AN E L7 BFE
[p=0.00748] ) . 12 » AR OHEEIND OS FIX, KT AV AT TIVT AT I URET 80.7% (95%

CI: 76.0~84.6) . EMEIUSFIET 69.6% (95%CI : 61.3~76.4) Th -7,

OS M Kaplan-Meier BifR (RILE > ZBAKEHEER)

(%)
100 A
—  SRAYART TILIRATHhUE
— ERE AR
FEEZ: ITHUY
80 -
60
&
&£
E
&=
40 -
1 3 1iE (95%CI)
20 { FSRYRXTT FTILORTHU 823940 F (20.8~24.8)
BEEMEIR AR 1750 8 (15.2~22.4)
N —RH (95%CI) :0.6432(0.4804~0.8610)
2 Alllog-rank#& 7E : p=0.0028
o | BHNTEREL-RFHE (pfiE0.00748)
012345678 91011121314151617 181920 21222324 252627282930 31323334 (A)
EE AL SO HAR
fiE 151 42
FSRAYRTT TIVIRATH B 331325 323 319 314 309 303 293 285 280 268 260 250 228 199 190 168 144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 0
ERER AR 163 151 145 143 139 135130 124 115109104 98 96 89 80 71 56 45 37 29 25 23 16 14 7 5 3 1 0

JERIAE T HER2 OFEBURDL, ALFFRIERED LA 3 RE O ZFEOFBURDI L CDKA/6 FLEAIC & S 1AkIE



V. 1BRICET HIEH

Y IJ L —TJ@EF (BARAEH)

ATV RRGHER O BARNERTOD OS OA X2 b EE, FTAYX=T TAT AT H BT 22

fh (46.8%) | ERHEFUARRET 13 £ (52.0%) THY ., OS P RfEIE, FFTRAYAX=T FLI AT

JURET 21T # A (95%CI : 17.8~HEERHE. Brookmeyer-Crowley 7%) . [ERIERIGEEET 17.0 » H
(95%CI : 8.2~#EEAEE., Brookmeyer-Crowley %) Th o7z, ERLEFIGEEEICHT D R T AV X~

T TFING AT RED AT — REHE 0.6847 (95%CI : 0.3443~1.3619) Toh o7z,

BAAEFTO OS M Kaplan-Meier Bifg (7RILE VS BRAKGHER)

(%)
100 -
—_— SAYRAYT TIVIRTHU B
— AR A R
EER ITHHY
80 -
60
&
4
E
&
40 —
20
1 L {iE (95%ClI)
FSRAYXRT FIVIGRATHUE: 21708 (178~ HETEE)
EARIRAERE: 1700 A (82~ HEETEE)
0 4 7\ —FL(95%CI) :0.6847(0.3443~1.3619)
0123456 78 91011121314151617181920 21222324 252627282930 31323334 (A)
AN SDHAR
fiE 15134
FMSRYZXTT FIVIATHUE 47 47 47 45 45 45 45 43 42 413939 383635343026 2118161512 9 8 7 6 6 6 6 2 1 1 10
EEmEINAEEE 252423212019191918171615141413 121110 9 7 6 6 3 3 3 2 1 O

iv) FAS T®D OS [EELEIREFHEAIEE ]

=X

FAS OFJEFEfENTIRFCTOD OS DA X2 MEIX, N T AY X7 FT AT J UFET 149 1 (39.9%)
FERMESUEHAET 90 1 (48.9%) THY . OS DHFRAEIX, FNTAY AT FTNIT AT URET 234 %
H (95%CI : 20.0~24.8. Brookmeyer-Crowley #£) . EAIEHIEHRAET 16.8 » H (95%CI : 14.5~20.0,
Brookmeyer-Crowley 7%) Th o7z, EMRIUEBEILIRT 2D N T AV X<T TIT AT I RO —
REIE 0.6408 (95%CT : 0.4903~0.8375) TH V., hTF AV AX~wT FNI AT I CFFNICHE
0OS DIEEN R 5= (8 log-rank #7E : p=0.0010, FEHIHTE L7=FE [p=0.00748] ) , 12 %
HERSOHEE SIS OS RBiZ, TRV AT FAUT AT UBET 78.8% (95%CI : 74.3~82.7) . &
Rl IR VAL C 66.5% (95%CI : 58.8~73.2) Th -7,



V. 1BRICEEd HEH

OS M Kaplan-Meier gif# (FAS)

(%)
100 A
—_— N SAYRART TIVGRTOhUB
— A AR
FEEZ ITTH9Y
80 -
60
=
&
=
$
40 -
rh i (95%CI)
20 { FSRYXIT TILORATHU 823410 A (20.0~24.8)
EEFRIRAEE 1680 A (145~200)
INHF—F L (95%CI) :0.6408(0.4903~0.8375)
B Alllog-rank#R TE :p=0.0010
o0 | FANTFREL-FE (p{B0.00748)
012345678 91011121314151617 181920 21222324 25262728293031323334 (A)
EAEAIED LD HAR
1iE 151 %
FSRYRTT TIVORTH B 373 366 363 357 351 344 338 326 315 309 296 287 276 254 223 214188 158 129104 90 78 59 48 32 20 14 1210 8 3 1 1 1 0
EETEIR A EEE 184 171 165 161 157 153 146 138 128 120 114 108 105 97 88 77 61 50 42 32 28 25 18 16 7 5 3 1 O

JERIA T HER2 OFEBURDL, ALFFRIERED LA 3 RE R BEOFBURDI L CDKA/6 FLERIC & S 1akIE

Y I IL—T#EF (BARAEH)

FAS ® HARAEMTD 0S DA Xy bKIZ, FTAYX~T FIT AT HURET 26 1 (46.4%) . [ERT
BEHURIEE T 17 1 (58.6%) TH YV . 0S DT RAEIL, N T AV X~T TN AT I BT 217 % H (95%
CI: 17.8~H#EE A HE. Brookmeyer-Crowley %) | EANEPFIEHRHET 17.0 # A (95%CI : 8.2~HEE ~iE,
Brookmeyer-Crowley %) Th o7z, EMBEIURFERCHT D N T AY X7 TN AT T UREO NP —

FERIE 0.5724 (95%CI : 0.3099~1.0575) T&H -7z,
BAAERTH 0S M Kaplan-Meier giff (FAS)

(%)
100
—_—  SRYRATT TIVIRTHU B
— EEERARE
FEER ITHHY
80 -
60 -
&
4
=
40 -
20
{5 (95%CI)
FSRYRTT TFILVORTHUE 21708 (178~ HEETEE)
EAEIGAEE 17008 (82~ ETEL)
0 1 /NP —FH(959%CI) :0.5724(0.3099 ~ 1.0575)
012345678 91011121314151617 181920 21222324 252627282930 31323334 (A)
EEALEMNSDEAR
I3
FSRAYRTT TIVIATHUE 56 56 56 54 54 54 54 52 51 50 48 47 45 43 4140 353025222019161312 11101010 8 3 1 1 1 0O
ErmERA R 29 28 27 24 232222222019 18171515141312 11108 7 6 3 3 3 2 1 O



V. BRICEd 5

v) RILEVZBRERBHEEEARY FAS TOHRME (BICR TOFE) [Z0tdEIREFHEIEER]

RIVE R O BICR IS BRIZ, FIAY AT FA7 AT 0BT 52.9%
(175/331 5], 95%CI : 47.3~58.4, Clopper-Pearson %) . [ERHERIGHEEE T 16.6% (27/163 5. 95%

CI: 11.2~23.2, Clopper-Pearson k) Toh -7z,

FAS @ BICR FHlIZ S BRhRIL, N T AV X~T TN AT F UFET 52.3% (195/373 i, 95%CI :

47.1~57.4, Clopper-Pearson %) . [ERIEJURIERET 16.3% (30/184 fil, 95%CI : 11.3~22.5,

Clopper-Pearson %) Th o7,

BICRIZE DK REMREMRRUEZDE (RILEUZBRGMHEEME. FAS)

HER2 Z & EBER (n=494) FAS (n=557)
A A= RN \ TAY AT s \
o | R | 7SS0 | meRin
(n=331) (n=373)
KEBEDHHE. n (%)
CR 12 (3.6) 1(0.6) 13 (3.5) 2(1.1)
PR 164 (49.5) 26 (16.0) 183 (49.1) 28 (15.2)
SD 115 (34.7) 81 (49.7) 129 (34.6) 91 (49.5)
PD 26 (7.9) 34 (20.9) 31(8.3) 41 (22.3)
P BE 14 (4.2) 21 (12.9) 17 (4.6) 22 (12.0)
RN
n (CR 3IXPR) (%) 175 (52.9) 27 (16.6) 195 (52.3) 30 (16.3)
95%CI 2 417.3, 58.4 11.2, 23.2 471, 57.4 11.3,22.5

a) Clopper-Pearson %

Z&H

7

BUWERNEL, NI AYRX=T FAT AT I 8 96.2% (357/371 f) | ERNEFUAEEE 94.2% (162/172
Bl) IO BTz, EREWERIZ. N T AYRX~T T AT H URETEL 73.0% (271 #) | 595 @
47.7% (77 H1) . BLEIAE 37.7% (140 f51]) | VEH 34.0% (126 #]) . &ML ® 33.2% (123 #) . AfFHER
B @ 33.2% (123 ) . BAEE 28.6% (106 fi) | [EAEJUAHEE CLFHEREOE @ 51.2% (88
) . PET @ 42.4% (T3 61) . BLEBIE 32.6% (56 f) . HIMEREIELD  31.4% (54 ) HEThH o7z,
Grade3 LA EOREWERIX, T AV RX~T FTINT AT RED 41.5% (154/371 4)) | [ERHEJURHERED
57.6% (99/172 ) IO BNT=, N T AV A~T FTI)VT AT T URET, iR ERESD 2 18.7% (51 1) |
Al * 8.1% (30 f31) | 572 7.5% (28 ffil) . HIMERERD @ 6.5% (24 1)) | i/ MREGEA @ 5.1% (19
B) . BERNESIEREE CTLf P E-EaE @ 40.7% (70 1§J) A IMERE A @ 19.2% (3341 . FF AT
IF—BEH281% (14 #)) . Al 4.7% BF) . 2 4.7% BF) HFEThHhoT,
HEZRBEIWEMIL, 1\72/2'77 TN AT RED 12.9% (48/371 1)) . ERIEIIGEED 11.0%
(19/172 f51]) \ZRB& B LIz, ]\72/277 TNT AT T CRET, FEMERER 1.9% (7461 | sk
1.9% (761 . B 1.1% (46l . &ifm 2 0.8% (BHF) . Mk 0.8% (364l | Wit 0.8% (34 | &
emi%mm%ﬁ@vmmm 2 2.3% (4 B) | FEEVEL PERE 1.7% (3 61) . b EES 1.7% (3 f1) |
KIGEK 1.2% (2 4]) | HIFKEFR 1.2% (24]) FEThoiz,

BEFIEICESF-RIEMIL. FIAY AT FAL7 2T H 8D 15.1% (56/371 ) | ERHEIRGHERE
D 7.0% (12172 6)) \ZRD SN, TRV X~T FAr AT A UBET, MilEdk 5.7% (21 61 | BE
PERTZE R 4.0% (15 61) . PERIREE 0.5% (2 1)) | AEEMHEEREY 0.5% (2 6) | EARIUEHEEE TR
MR = 2 —a X F—2.3% A fB)) HTHoT-,



V. 1BRICEEd HEH

IR STZRWERIL, N T AY X~T T 27 5 URECIE 1.9% (7/1371 ) 12788 &4, Jifii§ 0.5%
260 . EifrEREE 0.8% (141) | FFREMEMENEER 0.3% (161 | MR 0.3% (161) . 5E
PEAF P ERIBAE 0.3% (1) . BUILAE 0.3% (1) Tholo, EREIURREE TR b RnoT,
H I IL—T#EiT (BRAEH)

AANEMTORIWERIZ, N T AYX~T Ty 275 B 98.2% (55/56 #l]) | EEAREIRIEHREE 100.0%
(29/29 #) ICRD BNTZ, FREWERIZ. "RV X~=T FA7 AT H UBETHED 82.1% (46 #) |
P97 @ 51.8% (29 fi) | FIMEREIED © 46.4% (26 1)) | 4F P EREIRA @ 46.4% (26 #) | &l » 41.1%
(23 ) . FBLBIE 35.7% (20 Bl) . {#F4 33.9% (19 4) . BABEGE 30.4% (17 Bil) . EERHER AR
THFHERERD @ 65.5% (19 B) . FMERERD @ 58.6% (17 i) | #95 @ 44.8% (13 f1) | Hlr 37.9%
(A1 41) . BEGEGE 31.0% Q6 . FFAT IF—F EH 2 31.0% 96 GThHoT,

Grade3 UL EORIERIX, kT 2AY X~T7 FI0 AT 5 U RED 53.6% (30/56 ) | FERREIRIGHREED 72.4%
(21/29 #]) ICERDBNTZ, hTAY RX~T FNT AT T RETH PRI @ 17.9% (10 #1) . Al
HEGAD 2 12.6% (7T4)) . A2 14.3% (86)) | #5752 10.7% (6 61) . RHKBEOE 5.4% (3 #1) . i
IR @) 5.4% (B3 61) . U L NERERA @ 5.4% (3 ) | EEANEIURIEEE TR EREGEA @ 51.7%
(15 41) . AMERERED @ 31.0% (94 . &if? 10.3% BF) . FTF7 AT IF—¥ EHFH 2 10.3% (3
Bl) | FEMELF R ERBUOE 10.3% (3 B) | FE - RIEFREFRIMT AR SIEGRE 10.3% (3 1) | HEI 2 6.9%
2B . U REREEA @ 6.9% (241) . KMMEEE =2 —r/3F—6.9% 2H#]) FTh-oT,
BEZBEML. FTAYX~T FT AT H RO 10.7% (6/56 ) | FERRERIEHREED 10.3% (3/29
B RO BTz, KT AY R~ T FT AT I CRECHE MG 3.6% (2 #1)  &ifl @ 1.8% (1 41) .
7 1.8% (1) . A F L ADAAE 1.8% (1 #1) | EHEEE M 1.8% (161 | EAEIURERE T
REEEAT P ERIBDIE 6.9% (2 B) . FANEE 3.4% (1 %) . FRIRIREE 3.4% (1 41) | KERHEIE 3.4% (1
Bl | I 8.4% (1Bl Thol,

B G IICE S REWERIZ, T AV X~T FTAT AT H URED 28.6% (16/56 f51]) | [EFfiERIRIGHEEE D
6.9% (2/29 f5) 2RO BT, FTAY X T FAT AT B URECHREMMER 12.5% (7 41) . il
% 10.7% (6 ) | LEEHEREREY 1.8% (1 #) . A N L ALFHE 1.8% (1 #1) | IKEHD 1.8% (1 41) |
ERTSERTARERE TR E% 8.4% (1B . KRR =2 —1 /35 —34% (1#]) Tholz,

FECICE > ZRERITRD b eho Tz,

a) TNENEET 5 HEL4 %, ICH ERREKMESE A AR (MedDRA/J Ver.24.0) ([CHEDS S EARFEEHWTUT
DEBYEFKLI,
PEIT P, BEIE, B, IR
2l Al ~EZa el ~v b2 Yy MEA ., AREREEA
TP ERED ¢ AP ERES D PRI E
FHEREGED © B EREGED . F ek
M/ REA - dMREEA MR E
U U RERERD - U VRIS ERIBUD E
NV ATIF—BER: FIURATIF—FBER, TANRNGX VBT I VIV A7 278N, 79=7
ST URT 2T, vy IAEIN TR T =T — PN, IS REME R T RE R
b) SMAEARAE, SMEAEARE, LR, APELARE, BIEOARE, 5 oML ARE, BHEAERE, BHEAERS,
BRHHRRD . EEAR, FEAR, LEAS, EEEEAEZED



V.

IBFRICBEd 5 IHH

@ EFFHAFEFEMMERER (D9670C00001 ;ER. DESTINY-Breast06 [DB-06] ) 28

a. b

H ]

BIVE SRRSO HER2 IRF B UK ELO P AR U R AR EE 25441, EMBERG
WAERIRIEL LT, FTRAYRAYT T AT ODFIER L2 ERFT 5,

FTHA

EIBRIEE, st MAERL, FEEM, M, FIAHRR

PO S

FHARE IR ILE K L, 2 DL EOWNGWERIEI I THE ., XX 1 DO WIRIEIET T O ih
N IIEIEBRIATS 24 1 A UINITIRBMEIT RO buiz, & B WITNMWEREE & CDK4/6 BLEARNIC X 5
—WIRIEBALAT: 6 » B AINITIRBEIT RO Lz RVE V2 BRI HER2 IR BL* ! 33X HER2
HBAKFE I *2 O Py B 866 f
(1:1 DT IRAYX=T FIT AT F o 436 B UL ERTRIR 1GHERE* 3430 B2 /R B 0 ]
. ERIRY : CDK4/6 FHAEANC L 2 ik9EE, HER2 SHRGL., FHRRE T E R ILIE LS 64
2 5 % R ERA )
TR IRILYE ¢ 18 UL L. TABRIBIRBAAART OO ELIT OO 4 B ik th UTTE % (IR B T o g AT 7%
OGS & 5 | T XUTEIRIEE 2 A T 2 IUEIC 9 DAL FZBEERE R 220y (e 3
WML FRIEEZ T 200, IRFEK T O ERE T TOMMA 12 » H 282 CTOIEEK)
LVEF 78 50%2L -, ECOGPS 7280 it 1 %
ITT £ ** : 866
(FFRAYRX<T FAr AT 5 R 436 4] : HER2 153881 359 |, HER2 @K B 76 14
= RTSRURIREE 430 4] : HER2 (K%L 354 ], HER2 #EELFEEL 76 i)
AARN68H (FTAYX~T T AT 5 8 35 4 : HER2 {833 25 4], HER2 H{EKFE R 10
P AT IR TG REE 33 5] - HER2 X583 28 f5l, HER2 B 5 i)
LR VERENT R GAE R *5 « 851 {4
(FTAYRX=T T AT H 8 434 ] - HER2 1&38 31 357 5, HER2 #B{KI8 . 76 3]
= RTSURIREE 417 ] : HER2 (K%L 343 ), HER2 #ELFEEL 74 i)
HAANG68G] (FFRAYX<T F)r 2T 8 35 ] - HER2 K33 25 5], HER2 #B{XIE . 10 1
P ARG REE 33 41 - HER2 X583 28 f5l, HER2 BRI 5 i)
%1 :IHC % 1+, XX THC i 2+ 7o ISH Lt BESHEAAN Sz
%2 : THC 0 @5 b, FEEMIAD 10% L FIZ/Hd 27 Xidmns 5 U TRk C& 3 Ref /i@
MWD BN D BB AN S LT
%3 ARVEE Y, RXT Y EXRIL, I RT V) ZXRL (TAT I URET) onThg s
k4 RBRICBER S, BIERICHIMN S e B £
%5 RMERICBEE S, EEAICEIM SNIZEBED B, P TRV XvT FAT AT TERRHRR
TN 1 A LS S - BE

+ 7R
[0 %

cHRUEE RV EXEL, FONT Y ZXEL (TALT S SRR oRENRBETHY | E

BRIIRIRFEO W T OBRNFIC b RS TH D HE

'ﬁﬁﬁg%gﬁﬂuW®®%E%XﬁE@ﬁ®iomﬁbKé(NHML%%%@HNW)@%E

i % 5

cay b — A RRBOEMEE, 2 ba—/LARR TERRIIC B Rk

< DFEX QTe @A 470ms (M) XX 450ms (B) 22 5%

s AT A RIZXDIEEEZET S ILD UIMilgdk OBEARER H 5, ILD XiIhilgxZ &80l T\ 5,
HANIA Y ) —=> ZHIE P OEE 2RI T ILD XMl NG E TE RWE

-ﬁ%&ﬁfgfxugﬁ@w%%@%ﬁ#é%WEﬁﬁ?ﬁﬁﬁxux%m4F%HE@%&E®&
VAN WA E




V. 1BRICEEd HEH

BL5 5k

FIAYV R T FAITATFHUOBETIE, FTAYV AT FAL AT H 2 5.4mglkg & 3T 1 BT
RN G- L7z (21 YA 7 v, Dayl IZ#5) . HERMIZ, FIENZK 90 45 & L, #lElIER 5RO X
AU RIEN 720X 2 B H LARRIEA 80 43 & L7z,
ERTIRPIAERECIL, BE ORIREREE ZE L7 ECIRRE(TERMAEAZ 1 HER L, UTo LR
Bh L7,

c HRUEZE L 1000 i 1250mg/m2 & 1 H 2 [Bf&A& S (21 HYA 7V, Dayl~14 124 5)

< X7 Zx RV 80mg/m? & 1 BAEERIRNE G (21 BV 74, Dayl. 8. 1512#5)

X7 ) EXRL (TATIURRER) 0 100mg/m? 8 1 BELREERNE S (28 A 24, Dayl, 8. 15

2B

BeHYA 7 NVEBICHEITR T T, FRTEXRWEMEORIL, HEEET, XILFEEMEIE QR F Tkt
BHAREE LT,

FRYAT TAIRTHVE

Wﬁfﬁﬁﬁiﬁb“ﬁ)"ﬁ' (n=436)
{EEFEEDLELN . -
FILEL BEEBIEND ﬁ;ﬂfﬁﬁﬁﬁi’&ﬁf | meat
HER2{EF IR X (LB IEFTRD HER2IBIE 26505 (O RESE (1:1)
FIMFRERITERIEZRE :
86641 ERREIR AR B
(n=430)
X1 A MEEE+CDK4A/6 AEHIICED—R  X3IHCEI+, XIZIHCE?2 BRHEF HER2HEIRKR
SAROBAE 6 hALRITHEZETARD +/ISHAIEH (IHC E2+/ISHAIE ™ X5 ARTEEY 1)
bhizBE, XL 2 DUEDORAMSBEE XA4HCEHONIB=Z10%D  [HER2EFKIR]IHCEKT+ A%, Y4
BITRICRBETHIROONT-EE EZARIchT /A [HER2EFKIE]IIHCEO FEL(FILTIY
(*CDK4/6 [HEFIBEIRFEIL 1 DDA A5LTCRBTESTE  [HER2EIEFIR]).CDK4/6 BRE) oLFhns
BEHGT, WRBBND B EARSE 2RELEENAEOLND BEFICKIAREGY.
24 hALINICHRBETLI-EBEE 120 BL) FMTREXIEESR
SAREATET) FBUSHIH T HEF Y
X2 EITRIGERERET THAECHTHE REHI&DEBREBHY.,
PEEBENGEVEE G RILH%HE L)

LRREERI5E, BRRTHOBER
ETOHMEA 12 hAEBATONILER)

BRIEEE

[GahtE] FEEANE A  HER2 (£ H4ER ¢ BICR #fiic #£-5< PFS(RECIST Ver.1.1 (23£3<)
EEARRBRIALEE - HER2 ERHEM To 08, ITT 4£[ <o BICR i 53 < PFS,
ITT £ <o 0S
ZOMORKEATEE - HER2 (KR B4R, ITT £, X1 HER2 @{XR B EFH <o BICR
FHMICEES S BohR A&
EROFTEE - HER2 BXR B4R T BICR iz £-5< PFS. HER2 @BKR B
<® 08
[Z2aPk] AHEHER, T, BELAAERS, BREROBREPTILICE-AFEFR, HHTREFES
G (ILD*S ROV EMBEAR ) | BRI, A XA LEXAT A= Lhxa
—XFeNNT S — b AX Y VREFR, FLE T AV RXT T AT HUHIE %
%6 : ILD MsrfE & B 20T & 2 30 b

FEAT 51k

[£%h%] PFS KO8 OS @ f1dtfi i3 Kaplan-Meier % AW TEME L., 2D 95%CI 1%
Brookmeyer-Crowley %% FWVCTHIH Lz, FEFHMEEH Th 5 HER2 KHEBILMICBIT
% BICR #Hliic#-3< PFS 1%, BRI log-rank f& € % W\ TR L 2470, JEBI Cox Lt
BN — REF L TAYF— R & ZFD 95%CI #HH L7z, BEARIKIMIEE TH 5 ITT
(M2 31F % BICR FEMI i35 < PFS. HER2 IRFHAERM K OV ITT £Mic 317 5 0S I3,
log-rank #i& % MW TR LB 24TV, Cox @Y — REF L TAYP— R E FD 95%
ClzEH L,
FEFAGE A K OVEE2RIRGHEE B, RBREROE —OEBRHERE 5% LT 5707
— =V TEICL D2 ZERETIEEZH W,
AT w7 1: HER2 {EFBI4E M T O PFS % H B/AKMEMRM 5% CTHRIE, MatFrlca Bk R
DELNTZSHE, AT v 7 212D,
AT w7 20 ITT 4£FHTO PFS A BE/AKEMH 1.5%., HER2 IRRBILM TO OS A &K
YERER 3.5% CTHiE, ITT #£MIToO PFS OME THREZNICAERBRNME LN E,
HER2 B BIER TO OS OREITH BAKRMERM 1.5% % ol 325, A, HER2 %
BEENITD OS O IR USRI CRERHAMICA B RN E D =54, ITT £H
T? PFS OREICA EKUERH 3.5% % FHolld 5, ITT £ <o PFS, HER2 K35 4E
T 0SS DREMENNT N HRMEFMICAER CThHoT2HH. A7 v 7 3 1IctTe,
27 w7 3 ITT #£HTD 08 %A H/KUEMM 5% THRET 5,
HER2 KR BEM L O ITT £ TD OS OFEFTIZ-OWTIE, 2 [BO H RARHT & ik fir & 5
i g 5t & L, Lan & DeMets 15125 % O Brien-Fleming # ™ o JH% B% 2 H =,
AEREROFES . HER2 KR BERM <O 0S @ 1[5 H O RIS O BRI TR FHICE =
TR o7=Z &b, ZEMREFIEICHE, ITT HEMTO OS OMEILFENM L7227,
Z OO EIREARIE H T 5 2851513 Clopper-Pearson % VW TAHEEM & 95%CIL 2%
HU7-, HER2 BEFEIME % 21 EhE U 7= =48R o f s S MEARAT OfE R RS & |
HER2 #B{XF HLE DR 2 fkfoe U, E MR R W 72 T 2 £ L 7=, HER2 MIRH
HAEMD PFS KW 0OS %, FRMEZD 95%CI %= F 1 Kaplan-Meier KW
Brookmeyer-Crowley #:% IV CHEH L7z,

[Ze4t] AEFS41E MedDRA/ Ver.26.1, EIEFESEIT CTCAE Ver.5.0 IZH# U 7=,




V. BRICEd 5

b. BEER

i (ITT £H) HER2 &3 BL4EM HER2 #8{5&3& B M
(n=866) (n=713) (n=152)
T AYR X NS AT X . S .
Ot % Fifig IR s % ffige R e % Fifig IR
SOALH| b STV | b | SOV
(n=436) (n=430) (n=359) (n=354) (n=176) (n=176)
SR fE 58.2 58.2 58.1 58.1 58.6 58.5
s (%) —
T e 2= 11.46 10.92 11.29 10.90 12.31 11.07
Bk 0 1(0.2) 0 1(0.3) 0 0
PR n (%)
etk 436 (100) | 429 (99.8) | 359 (100) | 353 (99.7) | 76 (100) 76 (100)
TOT 149 (34.2) | 147 (34.2) | 118 (32.9) | 121 (34.2) | 31 (40.8) | 26 (34.2)
i (%) PR 227 (52.1) | 213 (49.5) | 192 (53.5) | 178 (50.3) | 34 (44.7) | 35 (46.1)
SRR ek 48 (11.0) | 47(10.9) | 39(10.9) | 40(11.3) 9(11.8 7(9.2)
Z DAt Hiteg 12 (2.8 23 (5.3) 10 (2.8) 15 (4.2) 2 (2.6) 8 (10.5)
0 252 (57.8) | 257 (59.8) | 207 (57.7) | 218 (61.6) | 44 (57.9) | 39 (51.3)
ECOG PS 1 178 (40.8) | 163 (37.9) | 148 (41.2) | 128 (36.2) | 30 (39.5) | 35 (46.1)
n (%) 9 1(0.2) 1(0.2) 1(0.3) 0 0 1(1.3)
N 5(1.1) 9(2.1) 3(0.8) 8(2.3) 2(2.6) 1(1.3)
IHC 0 1(0.2) 1(0.2) 1(0.3) 1(0.3)
HER2 53qppmn  |THC>0<1+ 76 (17.4) | 76 (17.7) - - 76 (100.0) | 76 (100.0)
(B E) | THC 1+ 239 (54.8) | 234 (54.4) | 238 (66.3) | 234 (66.1)
n (%) IHC 2+/ISH— 117(26.8) | 118 (27.4) | 117 (32.6) | 118 (33.3)
IHC 2+ 3(0.7) 1(0.2) 3(0.8) 1(0.3)
IARRTVEE- L (0.9) 0 0 0 1(1.3) 0

VARG N

ES NV Z . Ny

T2 b AU B | Tararny ek | 167 (38.3) | 181 (42.1) | 141 (39.3) | 152 (42.9) | 26 (34.2) | 29 (38.2)

EOFrar2ray [TA N7 s mh—

ZhkoRmkn | Parara ks | 307 2(0.5) 3(0.8) 2(0.6)

n (%) o TOR I | 253 58.0) | 237 (55.1) | 206 (57.9) | 193 (54.5) | 46 (60.5) | 44 (57.9)
Tohereili ] 2@ | e | sen | 1eo | 369 | 369
N=AT A URROW | Y 393 (90.1) | 389 (90.5) | 326 (90.8) | 324 (91.5) | 67 (88.2) | 65 (85.5)
TE ATRER S
n (%) L 43(9.9) | 41(9.5) | 33(9.2) | 30(85) | 9(11.8) | 11(14.5)
— ARG 128 (29.4) | 140 (32.6) | 105 (29.2) | 116 (32.8) | 23 (30.3) | 24 (31.6)
T%ﬁ%‘fﬁi&%ﬁ@ [ 308 (70.6) | 288 (67.0) | 254 (70.8) | 236 (66.7) | 53 (69.7) | 52 (68.4)
A 0 2 (0.5) 0 2 (0.6) 0 0
HrefE (RpH) 20(1-4|20@1-5|20(1-5|20(1-5|20(1-4|20(1-5)
E’gﬁgﬁégf\fﬁ% »HY 435(99.8) | 428 (99.5) | 358 (99.7) | 852 (99.4) | 76 (100) | 76 (100)
EIC L DRETERO L (19 65(14.9) | 82(19.2) | 54(15.1) | 67(19.0) | 11(14.5) | 15(19.7)
;’@fﬁ 20 295 (67.8) | 288 (67.3) | 242 (67.6) | 236 (67.0) | 52 (68.4) | 52 (68.4)
=30 75 (17.2) | 58(13.6) | 62(17.3) | 49(13.9) | 13(17.1) | 9(11.8)
igﬁg%gig%ff 0 48 (11.0) | 44 (10.3) | 41(11.4) | 87(10.5) | 7(9.2) 7(9.2)
CDK4/6 [EANIC L 25 |1 353 (81.0) | 358 (83.4) | 292 (81.3) | 293 (83.0) | 60 (78.9) | 65 (85.5)
fl'”lfff) VAR T 35080 | 2763 | 26(7.2) | 2365 | 9118 | 4.3
Y 143 (32.8) | 127(29.5) | 120 (33.4) | 105 (29.7) | 22(28.9) | 22(28.9)

P4y IEE i yE | +mTOR PR | 104 (23.9) | 102 (23.7) | 89 (24.8) | 81(22.9) | 15(19.7) | 21(27.6)

i& (CDK4/6 MLEF] T prag mnas | 24 (G5 | 1228 | 1963 | 161D | 566 1(1.3)

LISV oVERERE
n (%) +PARP FHLEHA! 3(0.7) 5(1.2) 2 (0.6) 5(1.4) 0 0

-+ DA 16 (3.7) 11 (2.6) 14 (3.9) 11 (3.1) 2 (2.6) 0




V. 1BRICEEd HEH

pRE (ITT £H) HER2 (&3 B4 HER2 B{XF B4 H
(n=866) (n=713) (n=152)

22 . N RYR . 22 .

(n=436) (n=430) (n=359) (n=354) (n=76) (n=76)
HY 291 (66.7) | 281 (65.3) | 240 (66.9) | 237 (66.9) | 51 (67.1) | 44 (57.9)
PGy WA 275 (63.1) | 256 (59.5) | 227 (63.2) | 218 (61.6) | 48 (63.2) | 38 (50.0)
(bR E 228 (52.3) | 234 (54.4) | 192 (53.5) | 196 (55.4) | 36 (47.4) | 38 (50.0)
\ A 179 (41.1) | 177 (41.2) | 151 (42.1) | 151 (42.7) | 28(36.8) | 26 (34.2)
Tﬁgﬁﬁ’(ﬁ*@wﬁ%@ FURTHA /U | 197 (45.2) | 206 (47.9) | 167 (46.5) | 173 (48.9) | 30 (39.5) | 33 (43.4)
vraRA7yIR| 203 (46.6) | 213 (49.5) | 175 (48.7) | 178 (50.3) | 28 (36.8) | 35 (46.1)
5-FU 79(18.1) | 73(17.0) | 68(18.9) | 56 (15.8) | 11(14.5) | 17 (22.4)

R E e 4 (0.9 2(0.5) 3(0.8) 2(0.6) 1(1.3) 0

Z DA 33 (7.6) 20 (4.7) 25 (7.0) 15 (4.2) 8 (10.5) 5 (6.6)

a) A7V —="7WED ECOG PS (%, BAEA(LATUTEIERLRHCBIE SNEREONEHR TH D, N—A T A VI

b)
d)

e)

iy

2

® ECOG PS WA TH o7 14 T MEIEL{LE 6 HLIAIZC ECOG PS 0 Xi% 1 Sitgk I iz,

PR AR T OB AN EM SN e o 7= THC 5 2+ 4 i, R OVIHC 0 LMtz 2 BT 7w h a3 — L ik
PSR S Tz,

TRBRBALARE L C AT RE R BT O R A2 B LT,

TR M URREI Tl AT e o mw kR, T1~10%) . [>10%) RO TEEME) Ioktis L, =& ha by
SREITa G AT a U ER-1E T<1%] KO Tt 1gkhsd 2,

—WRIEHTE & 0E. R BI PN I RIEBR 4614 2 AELIN O3, XIXIEIBIGRE 2 A 9 D FIE IR 2 — IR N sk
BALEH: 6 » A LINOHEAT & EFE Lo, “WIRPUME &%, TR BN 0 B 1L B4R 2 LA O3S, XUIIN#EBh
V\Uﬁj\fé%{i*f&ifﬁ 12 » HUNOEI, TEBIEE 267 5 I3 2 N0 WERER A% 6 » A #2882 TETT
Li=GAEER LT,

R 2 H T2 BT LT, D &b 1 FEONSWEIEZZ T - BERE SIS, =k T7—U %N
L7z,

EREEEFT AR LT D72 &b 1 DU EOWEFEE ST 2 BERICESE A=k 7=V ERH L,

c. BRERE (REMBFTAREH)

B VTSR
(n=851)
WA A o Tt RS R
(n=434) (n=417)
n (%) n (%)
BHHE 2 () HhyLE (REPH) 11.02 (0.4~39.6) 5.62 (0.1~35.9)
FHHI 3» AT 48 (11.1) 121 (29.0)
3~6 % A 63 (14.5) 100 (24.0)
6~9 » A 61 (14.1) 71 (17.0)
9~12 % A 62 (14.3) 37(8.9)
12~18 » A 114 (26.3) 53 (12.7)
18~24 % H 50 (11.5) 26 (6.2)
24 » Hi 36 (8.3) 9(2.2)
UEEI%: HhYLE (EPH) 15.0 (1~56) 8.0 (1~49)
TR EGREE D (%) e (FEpE) 97.76 (45.1~111.3) 91.50 (39.1~131.9)

a) HEHH (H) = (BEE5R-YREESH+1+21) /30.44
b) FXRAERE (%) = FH IR/ G R X100
HE®E (mgkg) =2FEES5E (mgkg)
FHEHEEE (mg/kg) =FHHIRAEE S 2 (mg/kg)
F—FHy AT H 202443 H 18 H




V. BRICEd 5

d #8 F—%#Hv M+ 7H 202443 A 18A)

BE

i) HER EXBFEFTHOEBELEEFLME (PFS) (BERTHIMRHIEME (BICR) TOF)
[(EEFEER]

ELN

BICR #Fffiic F-3< PFS O RfiiE, N T AY X~7 FII AT H o RECT13.2 5 H(95%CI:11.4~15.2,
Brookmeyer-Crowley %) . [ERI&EIIEERET 8.1 » A (95%CI : 7.0~9.0, Brookmeyer-Crowley %)
Th oz, EMRIUGERIRT D N T AV X~T TIT AT I UFEO Y — REIE 0.62 (95%CI: 0.52
~0.75) THYO . N T AV X7 TI)VT AT 7 2 REOEBMEDFRGE S L7z (85 log-rank f & : p<0.0001)

BICR sL{fiI=& D < PFS M Kaplan-Meier Bi#f (HER2 {E&IREM)

(%)
100 -
— NS RAYRXRT TIVIRTHUE
— EEERARE
80 4 FEZ ITHHY
& 60
i)
=
£
=
40
20 ch s {5 (95%CI)
FSRYRXTT FILORTHUE: 13248 (11.4~15.2) |
EEmRIRAEEE 811 A (7.0~9.0) A
NP —KH (95%CI) :0.62(0.52~0.75)
0 4 BAllog-ranki® E :p<0.0001
0 3 6 9 12 15 18 21 24 27 30 33 36 39 (A)
|AEAEL LD HIM
9iE 151 3%
FSRYART TIVIATHUE 359 310 265 213 163 131 72 49 28 17 10 6 1 0
EEMERAEE 354 254 192 118 85 65 37 19 10 6 2 1 1 0

JERIR T - HER2 OFEHLIRPL, CDK4/6 FHEANC X 5 1A%IE

I —TJ@EF (BARAEH)

HER2 IS5 BAEM I & £ 15 F A AL T BICR il -5< PFS 0 kfiflt, b5 2y xv7 51
JATHURET21.4 5 H (95%CI : 13.1~H#EERHE. Brookmeyer-Crowley %) . ERZHIRIBER T 7.7
# H (95%CI : 4.1~11.3, Brookmeyer-Crowley £) Th o7, EMIEFIRFEEHICHT S T AY X~
T TN AT RO AN — REIE 0.833 (95%CI : 0.15~0.68) TH o7,



V. 1BRICEEd HEH

BAAERTO BICR FEfiI~& D < PFS ® Kaplan-Meier fi#§ (HER2 {EFIR&EM)

(%)
100
80 -
M/ 60 -
1%
&
3
F 40+
20 -

L

—_— FSRYRTT FIVIRTHUE
= EEmEUA R
EER: HTHUY

th 3 (95%CI)

rSRYRXTT TIVORTHUE 21.40 B (131 ~H{ETETEE)

EEEFGAERE 775 B (41~11.3)

INHP—FKL (959%CI) :0.33(0.15~0.68)

FEfBI %%

0 3 6 9 12 15 18 21

24 27 30 33 36

T T T T T

39 (A)

BEAENASDHARM

FSRYRTT TIVIATHUE 25 23 22 20 18 15 8 5
ERMERAEE 28 21 15 12 8 6 5 3

i) ITT £ETO PFS
21K

(BICR T &)

[(EELEIRTEER ]

ITT £ T BICR 2 HE-S5< PFS O ffiX, N T AV RA~T FILI AT HRET13.2 #» H (95%

CI : 12.0~15.2. Brookmeyer-Crowley %) . [ERiER{EERET 8.1 » H

(95%CI : 7.0~9.0,

Brookmeyer-Crowley 7%) T -7z, ERHERPIRFEEECKTT D 8T AV X7 TAT AT A FEO Y —
REbiZ 0.64 (95%CI : 0.54~0.76) Tdh o7,

BICR £L{fiI=£ D < PFS M Kaplan-Meier g (ITT £H)

(%)

100

80

M| 60
2
£
=

FE 40

20

0_

th R {E(95%CI)
rSRYRATT FILORTHUE:13.20A(12.0~15.2)
EEMER AR :8.15H(7.0~9.0)
INYF—KREE(95%C1):0.64(0.54~0.76)

— N SRAYRXIYT TIVIRTHUE
— ERMERE R
EER FTHUY

0 3 6 9 12 15 1I8 21

FEBIK

FIRYXIT FIVIATHUH 436
430

EEMERA R

24 27 30 33 36

T
39(A)
EEAE,NSDHAM
375 319 258 199 156 82 56 32 21 1 6 1 0
306 224 142 103 79 44 25 13 7 2 1 1 0



V. 1BRICET HIEH

Y IJ L —TJ@EF (BARAEH)

ITTHEMIZEFN 2 BARANEMHTOPFSOFRAEIL, N T AY X~T TAT AT HUEET19.5 5 H (95%
CI: 13.2~#EEAE. Brookmeyer-Crowley %) . EAIESIAHEIET 8.6 » H (95%CI : 4.4~14.8,
Brookmeyer-Crowley %) Tdb -7z, EMBEIURFEIIXNT D N T AY X7 TN AT I UREO NP —
Kbl 0.44 (95%CI : 0.23~0.84) Th o7,

BAAERTO BICR {fi <& D < PFS M Kaplan-Meier B8 (ITT £H)

(%)
100
—_— N SRYRXRT FILIGRTHhU B
— EARFCARE
m 60
b
3
=
B 40
20
b 25 (95%CI)
FSRVYRTT FIVIRTHUEE 195408 (132~ HETHE)
EEREIRAREE 8608 (44~148)
04 /Y —FLL(95%CI) :0.44(0.23~0.84)

0 3 6 9 12 15 18 21 24 27 30 33 36 39(R)

|IEALLHSDHEIRM
FEBI L
MRYATT FVIATH E 35 32 30 28 25 18 10 5 2 1 0 0 0 0
ERMEFARE 33 26 19 16 12 8 6 3 2 2 2 1 1 0

i) HER2 BBIERITEF TOH PFS (BICR TOFfi) [#FRFMIFHEER]

2K

HER2 BH{XFEBUER T BICR M-S < PFS O IHEIX, N7 AV X~vT T/ AT 71 FET 13.2
# H (95%CI : 9.8~17.3, Brookmeyer-Crowley {%) . ERIEHUREEE T 8.3 # H (95%CI : 5.8~15.2,
Brookmeyer-Crowley %) Tdb -7z, EMBEIURFRHINT D N T AY X7 T AT UREO N —
K1 0.78 (95%CI : 0.50~1.21) Toh -7,



V. 1BRICEEd HEH

BICR sE{fiI=E D3 < PFS M Kaplan-Meier Biff (HER2 #BIEFIFEM)

(%)
100 -
— N SAYRART TIVIRTHU B
— EATERA R
80 - FEEZ ITHHY
M| 60 -
#
4
3
40+
20 -
th R {E (95%CI)
rSRYRART FILVORTHUE 1320 A (9.8~17.3)
EAmRINARKEE 830 A (58~15.2)
0 4 /N —F L (95%CI) :0.78(0.50~1.21)
0 3 6 9 12 15 18 21 24 27 30(A)
EE AL DDHAR
SE I EL
NSRYRTT FIVHATHUE 76 64 53 44 35 24 9 6 3 3 0
ERMERAEE 76 52 32 24 18 14 7 6 3 1 0

iv) HER2 ERIREFTO OS [EELREIXEHEHIER ]
=XV
HER2 IEFHAEM TD 0SS @ 1 [B H O RIS O

OSA XU MIUE, N TFAY AT TNT AT T

BEC 1361 (f X2 MRRAEEIS 37.9%) . [ERRIGEERET 146 4 (f X2 M RAEIS 41.2%) Tho

72, OS O/ Rl 1X,
Brookmeyer-Crowley %) . [ERIEIIGERET 27.1

NIAYX~T FNATATHRET 289 »# A (95%CI @ 25.7~33.7,

# H (95%CI : 23.5~29.9, Brookmeyer-Crowley

E) Thot-, BEMNERIGEEECTH T AV X~T FI7 AT H O AP — FEIE 0.83 (95%CI
0.66~1.05) TH V., HiHFWIZARE TILZ2 o> 7= (log-rank M€ : p=0.1299, HE/KEM M 0.0046) .

OS @ Kaplan-Meier Bi#R (HER2 {E&IR&EH)

(%)
100 -
— N SRAYRXIT TIVIRTHUE
= ERmERE R
80 EERZ TTHUY
60
2
&£
=
$
40
20 1 thgfE (95%CI)
FSRYRART TILOARTHUEE 289108 (25.7~33.7)
EEREIRAER 2710 8 (235~29.9)
NS —FKH (95%CI) :0.83(0.66~1.05)
0 4 log—ranki&E :p=0.1299
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45(R)
|AEAEL LD HIM
9iE 151 3%
FSRYRYT FIVYATHUE 359 354 341 324 309 279 198 140 96 53 32 16 7 2 0 0
EEMERAEE 354 333 319 298 273 247 185 126 8 53 23 6 2 1 1 0



V. 1BRICET HIEH

Y IJ L —TJ@EF (BARAEH)

HER2 EREHEMICE L2 HARANERTO OS @ 1 B H O EfEITRE A O OS OfRfEix, 7 AV X
~7 TNT AT URE, ERNEFIERERE T O HEE REE (95%CI : #EE AN BE ~HEE R RE .
Brookmeyer-Crowley {%) T ¥ | EAERPUGEEECKTT D N T AY X~T FNT AT FEONF— R
1% 0.89 (95%CI : 0.26~2.96) Th o7,

v) ITTEETO OS [EELE|RETHEIEE]

EX7

ITT £ T 1[5 H OHREEFTRER D OS A X¥ "ML, N T AV X~T TNT AT URET 161 14 (4
Ry NRAEEIG 36.9%) . EATRFURERE T 174 /£ (1 X2 MREAEEIS 40.5%) Tho7z,

OS OHJfEix, PTAYX~T TIIT AT HUHET 289 5 A (95%CI : 26.4~32.7,
Brookmeyer-Crowley %) . [ERI@EIIEERET 27.4 A (95%CI : 23.9~29.9, Brookmeyer-Crowley
) Thoto, ERIRFIGEEECHT D T AY X~ T FIT AT B U EEO NP — RHIE 0.81 (95%CI :
0.66~1.01) Th-oT7z,

OS M Kaplan-Meier Bifg (ITT £H)

(%)
100 -

— S RAYRART TFILGORTHUE
— EERE AR
BEZ ITHHY

80

60

B4Rt HE

40 1

20
th i (95%CI)

FSRYRRT FILORTH B 2890 A (264~327)
EEMEIGAREE 2740 A (23.9~29.9)

04 /\Y¥—FLE(95%CI) :0.81(0.66~1.01)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45(R)

m|IEALLOSDHEIRM
FEBIE
FIRYRTT FIVIATHAVE 436 431 412 391 373 329 235 169 120 69 39 16 7 2 0 0
ERMEIR AR 430 402 387 360 328 292 210 143 101 62 27 9 3 1 1 0

Y IJ L —TJ#EF (BRAEH)

ITTHICE £15 AARANEFTO OS OFRAEE, F TRV A~T Ty 27T R, ERMERIULHREE
W HHEEAREE (95%CI : HEE RRE~HEE A HE. Brookmeyer-Crowley 75) T 0 . ERNERIGELEIC
D RTRAY YT FAT AT H RO AF— R 0.91 (95%CI : 0.29~2.92) Th-7-,



V. 1BRICEEd HEH

vi) HER2 BIEHIREFTO OS [FERMFFEEER]

HER2 #EFBUERITD OS @ 1[5 H O PRIENTRE D OS A4 X MUt T AV AT F7 AT
VHET 25 (AN DRAEEIS 32.9%) | ERTERIUEHRET 28 ff (f N FRARIS 36.8%) ThH-
2o OS OFRAEIE, FTAY AT FATATHURET 295 5 H (95%CI : 27.9~H#EE RHE,
Brookmeyer-Crowley %) | [EREIRIEEHRE T 27.4 5 H (95%CI : 19.4~H#EE e, Brookmeyer-Crowley
%) Thol-, ERHBEIRIGEEICHT D T AV X~T FIT AT 0RO — FHI30.75 (95%CI :
0.43~1.29) Th-o7=,

OS M Kaplan-Meier Biff (HER2 #{EFIREH)

(%)
100 — N SAYRART TILIORTHhUE
= ERmERE B
EEZ FTHHY
80 -
60 -
=
S
=
40 -
20 -
& (95%CI)
FSRYRTT TIVORTHUEE: 29508 (27.9~#ETE EE)
ERREIRARE 2740 B (194~ TFTEE)
04 /VPF—FE (95%CI) :0.75(0.43~1.29)

0 3 6 9 12 15 18 21 24 27 30 33 36 39(H)

EEAEL DR
SEBIEL
NSRYRIT TIVIATHUE 76 76 70 66 63 49 36 28 23 15 6 0 0 0
EEmERAEE 76 69 68 62 55 45 25 17 15 9 4 3 1 0

vi) ®%FE (BICR TOFM) [ZoMOEIRFFHIER]

HER2 ({5 BI4EH T BICR HiliIC S BEh=RIT, hTAYX=T FAT AT 7 T 60.4% (95%
CI:55.2~65.5, Clopper-Pearson £) | [ERIEIRIEHERE T 37.9% (95%CI : 32.8~43.1, Clopper-Pearson
i) Tholo, ITT LHTO BICR FfilC &S < BRI, M TAY A~T TNT AT BT 61.5%
(95%CI : 56.7~66.1, Clopper-Pearson %) . [EAISEIRIGHFEIET 836.7% (95%CI : 32.2~41.5,
Clopper-Pearson 7£) T -7z, HER2 BIKHBILER T BICR fHMIC S BohRIX, N T AV X<wT
TINT AT T RET 67.1% (95%CI : 55.4~77.5, Clopper-Pearson i) | ERTEIUAKAET 31.6% (95%
CI : 21.4~43.3. Clopper-Pearson %) THh-o7=,



V. BRICEd 5

BICR FFfifi (£ D < Fxh=E

ITT £ HER2 {K5 BU4E ] HER2 KR B4 M

<7 oy | R | 7000 | wwme | DT |

(n=436) (n=430) (n=359) =354) (n=76) =76)

KEBEGDE. n (%)
CR® 14 (3.2) 0 10 (2.8) 0 4(5.3) 0

PR® 254 (58.3) 158 (36.7) 207 (57.7) 134 (37.9) 47 (61.8) 24 (31.6)
SD 130 (29.8) 188 (43.7) 111 (30.9) 150 (42.4) 18 (23.7) 38 (50.0)

PD 28 (6.4) 50 (11.6) 22 (6.1) 43 (12.1) 6(17.9 7(9.2)

RGN 6(1.4) 31(7.2) 5(1.4) 25(7.1) 1(1.3) 6(7.9)
n (CR X% PR)® (%) | 268 (61.5) 158 (36.7) 217 (60.4) 134 (37.9) 51 (67.1) 24 (31.6)
95%CI P 56.7, 66.1 32.2,41.5 55.2, 65.5 32.8, 43.1 55.4, 77.5 21.4, 43.3

a) R[5 Te b) Clopper-Pearson ¥

=z

EX7

BIWERIE., RTRAYRXST TAT AT R 96.1% (417/434 ) | ERTSEPURHEEE 89.4% (373/417
B) [ BNT, EREWEMIZ. FIAYVR<T FAU AT HORETHED 65.9% (286 ) . @
46.8% (203 i) . WLEIE 45.4% (197 ) | A hEREEAD @ 37.6% (163 %1) . N T AT IF—E
S0 29.5% (128 ffi)) | &l » 28.1% (122 1) . W& 27.2% (118 41) . TH123.7% (103 ) | &4k
R 28.5% (102 f) | B fmERERA @ 23.3% (101 61) | f/ Mg @ 18.0% (78 f5il) . #H 16.4%
(71 f) . A% 2 11.83% (49 f) | I @ 10.6% (46 ) | EATEFIGHERE THE YT @ 34.3% (143
) | FE - RERRIEASIEGERE 32.4% (135 1) | FHEREDD @ 27.6% (115 61) | . 23.5%
(98 f511) . T 22.5% (94 #) . WLESE 19.4% (81 #) . Al @ 19.4% (81 %) . HiMERE D @ 14.6%
6141 . FT AT IF—E EH 2 11.8% (494]) | KEMEEE =2 —1/3F—11.0% (46 f5]) % T
HoT,

Grade3 UL EORWERIX, T AV X~T FTNT AT D 40.6% (176/434 4)) | [EAHEPURHERED
31.4% (131/417 B) 12RO NIz, b T AY X~T T AT B BT ERED 2 20.7% (90 #1) |
A EREED @ 6.9% (30 i) | Eifi @) 5.8% (25 i) | FERMEJURFEHRE CTUf P ERERA @ 16.5% (69 1) |
FE - BIERFMEAR DGR 6.7% (28 #1) . HMmEkEgHD 2 55% (23 i) ETh-o7o,
BELBWERIX, FTRAYX~T FAT AT I URED 10.6% (46/434 151) | Rl IRIARED 5.8% (24/417
B IZRD BN, NTAYRST FAT AT I CRECHE MR 1.8% (8 #1) | Mfili&%k 1.8% (8 1) |
FEEELT R ERIRAME 0.9% (4 61) | AKH U v AMIE 2 0.9% (461)) . EL0.7% (341 | IEH:0.7% (3
f) . Bl 0.5% (26]) . BEBOR 0.5% (241) | IT4EE50.5% (2 6#]) | EL@FRER L 0.5% (2
B) | BERSRPURERECRIBR 0.7% (B #1) | MBI 0.5% (2 6) | FEVEL PERIAE 0.5% (2 641) |
THI0.56% (24]) HThoT,

BEFIEICESTFREMIL. FIAY AT S0 2T HURED 12.9% (56/434 ) | ERHEIRIGHERE
D 7.9% (33/417 ) TR BNT=, N TAY X~T T AT A U EETHilER 5.1% (22 #1) | BEME
Iy 8.6% (15 f51) . /MBI @ 0.7% (3 1) . KT U 7 AMSE @ 0.5% (2 #) | EAIERIGHR
HECRMERE =2 —a XF—1.4% 6f6]) | 52 1.2% G H) | BOE0.7% B 6] . KiEK 0.7%
B . K== —a3F—0.5% @26 EThotz,
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V. 1BRICEEd HEH

WEWCESTRIERIZ. FTAYX~T AT AT A UEETIE 1.2% (5/434 ) (278 Hiv, B PEN
P 0.6% (2641 . S @FRREEAL 0.2% (1 61) | &F PEREAMERUILEE 0.2% (1 61) . BUfiE 0.2%
(1f]) Thol, EANBFIEREHE CIIRD LR o7,

H I —T#EiT (BRAEH)

ARANEMTORWERIX, T AY X~T T AT 08 97.1% (34/35 6i]) | ERTEFIEHEEE 93.9%
(81/33 fil) IC@RDHTZ, EREWEHIZ, N AYX<=T FAT A7 7 URETHELD 74.3% (26 #1) |
BIE 57.1% (20 f5) | 4FHEREOED @ 45.7% (16 B) . 854 40.0% (14 f) | 57 2 40.0% (14 #1) |
BABOE 87.1% (13 #) . AImMEREKD @ 84.3% (1264]) . T AT I F—F LH 2 28.6% (10 i) |
i 25.7% (9 F1) | FEMEMEE 22.9% 86 . AWK 22.9% B6#1) . FH#i20.0% (7#1) .
R A4 20.0% (7 61) | W&k 17.1% (6 1) | f/hicEasid @ 14.3% (5 61) | 80 » 14.3% (5 61) |
RN TARRE TR « RIERFRAME ARSI 66.7% (22 1) | fFPEkEdiD 2 45.5% (15 %)) . F
I 42.4% (14 1) | %55 @ 36.4% (12 f51]) | L 27.3% (9 B1) . WLBIE 24.2% (8 H) . HNZK 2 24.2%
@#l) . Al 21.2% (7H]) . KRR =2 —23F—21.2% (T#)) . FNF7 AT IF—ELH
21.2% (741) . AMEREGEA @ 21.2% (7 #) | Ef 15.2% (6 1) . BRAKBOR 12.1% (4 ) . KE
R412.1% @) . BB 2 121% 4 #l) HEThoT,

Grade3 LA EORWERIEZ, h T AY X~7 FNT 27 7 U HED 51.4% (18/35 #]) | ERSEHIEHEE D 48.5%
(16/33 f5il) ICRBOHNT, NTAYX<=T TN AT I CRECHRERERA © 25.7% (9 f1) | Al @
8.6% (3%) . HMEREIHRD » 8.6% (B3H) . AL 5.7% (26]) . MEMEMEE5.7% (26 | E
AT PUEHERE CAFhER R @ 33.3% (11 61)) | FiE - BISHEFRME A RIEBRE 15.2% (5 41) . HAImEk
B 2 12.1% 461 . TH 6.1% (26l FThol,

HERBIEHIZ, NTAYXST FATATHUEED 5.7% (2/35 ) | EMEIGEHEEED 3.0% (1/33
B IO BT, NTAY AT T AT R CHIEMMER 5.7% (2 1) , &2 2.9% (1 41) .
BAGEEE 2.9% (161 . EL2.9% (16 | ERSERIGREE CRBUERZ% 3.0% (1) Thol,
G IICE S REWERIZ, F T AV RA~T TAT AT HURED 14.3% (5/35 Bil) | [EESRRIGERED
3.0% (1/33 #) IO BN, b TAYRX~T FHT AT H URECHEMEMKR 8.6% (3 #) | iz
2.9% (16 | Ao 2.9% (1 6)) . FEZE 2.9% (16) | EMEIUEREETHEZ © 3.0% (1) Th
07":0

IR STZRWERIEL, N TRV RX=T T AT I EETIE 2.9% (1/35 ) (278 Hav, B MM
BTholo, EMBEFUSHRIEETITRRD BN T,

a) TNENEET 2544 %, ICH EIREIHGES HATER (MedDRA/J Ver.26.1) 125 < EAFEE HWTLL
ToLBYEE LT,
YT Py, WOE, MRk, EIR
T FRERERD « AR EREGE D . A R BRI E
NFGVATIF—RBER  77=20T I b AT7 2T —BEEM, TANGFX VBT I ) NIV AT725—F
W, y-ZVF IV T AT 27— BN, IFHRERE . PR AR, FlEREMm LA, 7R 7
2B EH, mbT AT IS —EME
2l Al ~EZee @b ~v b2 Yy MEA ., REREEA
B EREGED © B imEREGED . B iR
M/ REGEA « s RERA . i RS E
RN O, 7 7 2, DENTRETER. DEEREIRONS A, DRI R, 1 RS
fEss - REERASBRE, MY, TREERE. LIEEE. WLAYE
BH VU LMSE . ffh Y o LE, K T A SE
®% B, BIREZ ., BRI EE . IBERE . & D FEMERE . IREERZ
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2) REeMHER
MR L
(5)EBE - IREERIHER
TR L
(6):A R H9fE F
1) EARERE (—REAKERAE. FEEARERE. FARBLEERE) | HERFTERT —F4~A—XH
. HERTREBRABRONE
BEFARERAE MEEEEXRE L-MEEMEREORE) (ST
KR, RFNE G STz, DAALRIERICHTE LT HER2 (ERBB2) 5 1AR ik O IR A Re 72
HETT « FRE DI/ N i FBAE 2 s U 2 R ER R B O R BUR I S 2 R 95 Z A HIN & T 5,
2) RBEHLELTERFENOHNERITERELAE - HBOME
BEFARERAE GLEREEXRE L-MEEMERORKRE) (&T)

<

I

lJ

Tl

H B | ARz G SRR O & 5 HER2 L FIN R EESUT AR AL BE (ISR 2 MBI
(ILD) OFEILRIZEET D L & bic, BRICEELE AL ) A7 KFIZHONTHRTT 5,
e eV ILD

MBREE | AROREGEZRGT 22 TORE (2L, EWRRERET - IO BEEARE IR

AL | R AIC X D eplid

fE B B | BEREGIER 1777 B, AT RG] 1767 ], ILD U R 2 K TRkt GOE G 1736 5. A ZhPER
Mt SR 1716 45

B2 | AHIPRAA A 225 18 » H ]
KA G 2 BEMH Uk L7258 3R bR E T

AR | AFlo3TEA (202045 H 25 H) 75 2023411 H30 HET
ok, HAEINESRSIE, 2021 4E 11 A 30 H £ TICAF DG 2 Btk L -2 5ER

AR | [BEER - KRB 5K]
LEMEMRHTRIGIER D 5 B, ZHEOEIAE1L 99.3% (1755/1767 #) . FhroHHdefE (FFH) 1% 60.0 (27
~87) ik T o Tz, KA TIE 15 AN K CUEFEIT ~D #5413 72 5> > 72, ECOG Performance Status
2 LI EOJEFNE 8.0% (141/1767 i) Th-7=,
ILD O, APHEE AT DEMIL, TN 1.4% (25/1767 fl) . 0.6% (11/1767 i) T -7z,
WIE 5B h I (D) 12 5.40 (2.3~5.4) mglkg TH Y | ¥ 90% DAEHIZS [4.4mg/kg B 5.4mg/kg
IR Thotz, BB AE U T 5.4mg/kg 2 X TARF & # 5 S NIRERIZ /R0 o Tz, RFN OS5
WO defE (FEH) X 9.23 (0.7~17.9) » ATH Y | KAIZ G 18 » A BEER COARKIH LR
1% 75.0% (1326/1767 #i) T o712,

[Ze4tk]
BIER (ORAI# 5.B541% 18 » AR 12815 Adjudicated ILD (ILD #MFHIEERE S I TARANC X
% ILD &HESNIZF5) ORBEIEIE 15.90% (281/1767 #l) ToH -7z, CTCAE Grade (FIERF)
H1® Adjudicated ILD DOIEHE|A 1L, Grade 1 A 7.19% (127/1767 #1) . Grade 2 28 5.77% (102/1767
%) . Grade 3 7% 1.92% (34/1767 #) . Grade 4 7’ 0.06% (1/1767 i) . Grade 5 2% 0.96% (17/1767
) Tdh o7z, Adjudicated ILD ORFIIHLZEWIM 18 » AZ B U TR LN,

Cox Il — FET /L2 VT ILD BBUCE L 5 2 5 K1 2 PRIV LToRER, SE T
THAMICAERZEDRED b, S LICHKRMICERN S 5 &I K% MER] : 54 . TBMI :
HgefE (21.8kg/m?) LLE) | . [ILD (BEAEEE - &00E) : A) KO IBEH#AE : CLer<90mL, 47 (8%
ELLEOEE) | THY., ZhbORTEFERIEREDH % HER2 BitED FIFRRE U RIS AH
BT DAFNC L5 ILD BBOER T RERF L L,

( TT.5.(1)AREEH =)
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V. 1BRICEEd HEH

BEEARGEHRE (BEREENRE L-MESEMEEDORE) (1)

H ]

AN %G ST D AALFRIER T U7z HER2 OB OIFR REE 72017 - O BWEAEICE
T2 MEMEIREBOFEBLRIL AR T 2 L & bic, BB EL L5225 ) 27 FFIZOWTHRHT 5,
KAV - ILD

XRBH

AR OB G2 BAT D 2T OMBYIRARERET - FREOBmEH

WA ST E

Hr gk T AU & D A

iE Bl %%

BERIERI L 1129 ], ZEVEMATIEUER] 1126 . ILD U A 7 K7 fENTXISAER] 1077 B, A 07
Mt 8E B 1064 45

Bl

AAIBRAEH NS 12 » AT
ARG 2 BRI PR L7 A 3P IR E T

AL HH]

ARNRE TN RO — AT ARRESEHR (2020429 4 25 H) 235 202346 4 30 HET
k. HEEIAESRIT, 2021 ££ 12 A 31 H £ TICAF O 5% Bihh U 7= 2 5E 5

ELESUEES

[BEE R - Ao R

LEMEMRHTRIGIER D 5 B, BHEOEIGD 77.56% (873/1126 ) . FhroHdefE (FEPFE) 1% 70.0 (23
~100) 7%. ECOG Performance Status 2 LA EDFEFIAY 9.8% (110/1126 #l) TH->7-, ILD OEEFE
JE. ABHEEZ BT LERIT. FRFN 1.8% (20/1126 #1) . 0.4% (4/1126 #) Tdh-o7-, AKIDY)
[mlf% G20 f il (#iPH) 1% 6.40 (3.1~6.4) mg/kg TH Y, BIEWIM %48 U C 6.4mg/kg &2 =&
Xl o iz, RAIOBEGHMOFRME (#FH) 1L 3.94 (0.7~12.0) » HTH V., KAFGERE 12
7 A %EE S COARFIIERIT 88.1% (992/1126 #5) Tih-~7-,

[Z2 4]

BN CRARR GBI 12 » A 12817 5 Adjudicated ILD (ILD #MEBHIEZE B &I TARANC &
5 ILD EHESHEFS) OFRHEEIGE 9.59% (108/1126 ) THh-7-, CTCAE Grade (fiERf)
710> Adjudicated ILD DOFEEEIS 1%, Grade 1 7% 3.46% (39/1126 #51) . Grade 2 28 3.20% (36/1126
%) . Grade 3 7% 1.60% (18/1126 %) . Grade 4 7% 0.09% (1/1126 1) . Grade 5 2% 1.15% (13/1126
) TdH o7z, Adjudicated ILD DF¥HIL, BEWIM 12 » A2 B RO LN,

Cox Wfl NP — RET L% HVTILD BEICHEE 52 20T 2 REt LIoER. S8R TR
REBEMEDON, SLICHEENICERND D &M S RT T4 : 75 sl k) . TILD (8
AR - BOFE) A . THGSRARE (R - AOHE) - A) . TCOPD UIMikiE (BEAERE -
AOHE) A1 THY., ThbDORT %D AALFRIERICHE Lz HER2 B OIREYIBR R iE 70 1T -
HROBEEFIIBITH2AANCL S ILD BEOER T XK T L L,

() Z Dt
L

( TT5.(NEREH )

—103—




VI A HEIC BE9 % TH H

VI. ExhEFEIE(IZET 5I1EH

1. EEZMICEHEH SLEYMRITILEMEE

HER2 t MbE/ 7 o —F LHREYE AL, FLHER2 & MEE /) 7 o —F gk, FRA VY AT—F T
£33

EE O 2 (LEW ORI REL, BHOBTRIESRT 2L,

PoOSE

i

2. EIEER
()VEFRERL - 1EFRBERE 29

AV R~T T AT HiE, HER2 126345 e MEE /7 v —Fudiik (MAAL-9001) & hARA Y
AT —RIMEERZET 07 T AR (DXD) &, Vo h—%0 L THA SRR EA IR
ThO ., 1HEH- 0 0GR (DAR) 1388 Th D,

NTAY X7 FAY AT T 0E, SEEAIIE O M FICRBIT 5 HER2 IZRA L CRIIIINICE A E -
#. BEEMRANOY VY — AR TY =S s Z L2k DXd B EREL, FARA Y AT —E T
FEMIC LY DNABERLT R F— T RAFHE L, RS 0 #8582 #nifi3- 2 80.80,

FSRYZXIT FIWIRTHY i
: 1> H—

18G 1k €/ 2 0—FILHA
MAAL-9001

ORSRYRAYT FIWITRTHUH
HERZICﬁEE'\J(C o] =

\ ﬁﬁ?&ﬂi%‘fﬂﬂﬂ(cﬂbt%

i "
[ pe e
£y %
- b N
2y FovL F s X P
.4 g . "\\
TR
4 /

W%&? /

D‘HEE%H]HE!W’\HYUJAEH il
_ @‘fﬂiﬂﬂ*’lcﬁb\t b E UR
‘

HER2FIRE Sk

MAAL-9001 : F T AY RX~7 &7 I/ BEFIAF—Ot Meft HER2 IgGl « £/ 27 v —F LHUK
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VI. RT3 2 A

(Q)EMNZEEM T B HBRAEE
1) In vitro SXE&
Dk b HER2 (24T 2 #EEFHR KRN (in vitro) 29
T RAY X7 T AT H kO MAAL-9001 (3t R RO =2 A ¥Ld HER2 % o /37 BZ%f LT
FRREICREA LT, —FH. o FHER 77 SV —X X787 v b, =T A0 HER2 ¥ /R E T
* LTI A Lo Tz,

E b HER2 29 4R M

t ~ HER2 Z v + HER2 ~ 7 2 HER2 /L HER2
F5 2V RX<7 | ECso(ng/mL) 7.33 7.46
. NC NC
Fr 2AFH | 95%CI 6.64 ~ 8.08 6.72 ~ 8.29
ECso(ng/mL) 7.84 7.48
MAAL-9001 NC NC
95%CI 7.13 ~ 8.62 6.77 ~ 8.25

NC : HHARE
[5i£] v P HER 77 2 U —% %78 (EGFR, HER2, HER3, HER4) K OMhEi# it HER2 f[R & X7 & (Z

UM RUR, BETAPN) AT D FTAY RX=T FAT AT KO MAAL-9001 OFE A& & B2
GafZHIEE (enzyme-linked immunosorbent assay: ELISA) TaFfi L7z,

@kt rE#aIZxY 5 HER2 HFEM T HIZTEINGIEME (in vitro) 2930

FTRAY X~=T F AT H 1% HER2 Bt KPL-4, SK-BR-3, NCI-N87 #lfiiZ s L TR EEFED
HEME % R L72AY, HER2 210 MDA-MB-468 izt U C I sliiE 2 RS o7z, b7
AV X< T TG AT A DRI RTT D 50%AERE (ICs) X TFTRO LB THD,

EMEMRBICHT S FSAYATT TILY ATH 20O HER2 24 MRS 5E N FE 14
ICs0 (ng/mL)
PNk S rNFGRAY =T MAAL-9001 MAAA-9001b HER2 %3

TN AT

KPL-4 26.80 >10,000 >10,000 Bt
SK-BR-3 6.65 65.92 >10,000 Btk
NCI-N87 25.36 204.20 >10,000 Btk
MDA-MB-468 >10,000 >10,000 >10,000 fatk

MAAA-9001b : MAAL-9001 ®ftH 0 iZt N IgGl T A VXA TN TAYRX~T TATATH ERILEYY
h—%fEA L7z ADC

[5i:] b MEMlagk (3L KPL-4 #ifa, $LR SK-BR-3 &1 MDA-MB-468 #ifa, B9 NCI-N87 #ifa) =, 5
AV X< T AT H . MAAL-9001, MAAA-9001b Zf&IREEAY 0.64~10,000ng/mL & 725 X 5 IR
ML, 5238 6 AR OEMEEE T ) Vv =1 VEgimiEE2 O THRIE L=,
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VI S HERIC B9 5 IHH

@DXd D kRA Y AS—+H 1 REEM (in vitro) 2931
DXdlE. b N FRA Y AT —F 1IZ L D85 AN DNA Oiig 2 e B RFICIET 2 2 LRS-,

DXd @D bRA Y AS—E I HEEM

ES5EAEDNA =—>

DXd
MRAYXS—B] — — T - - -
BS5EABPBR322Y — T - -
a) 77 A3 FDNA

[FiE] b TAYRX~T TNy 2T 0 BEEHRNICER YV IAENIERIC, T AY X~T Ty 2T h bl
ENDH DXd D hARA Y AT —8 1 HEFEEE DNA S A MERREEZ AV TRl L7z, DXd & s 1-#l
izt D RARA Y AT =Y 1 % 5 G #H, BHEAR DNA 21%, 37°CT 30 RIS & H 7= (KR
JE : 78.125~20,000nM) , 7 A v —AF VEKKENIRIC DNA OB LEABOEZER LT,

@DNA BERUV TR b—L RFEMER (in vitro) 2039
NTAYR=T TNy AT H L DXA 1,24 Rifi#4(C Chkl @ U U g{b 4 (48 BEfH 412 B A b > H2AX
DU UEAbE, 72 R PARP OO 25| SR T Z LR ENT, FIRAY AT FAT AT
1% DXd & [FAEEC, DNA G 74 b— &35 T2 2 L SRS, ShOOBE FFRY T F
VT AT T G LTz DXA IS L D R RA Y AT =8 TEEMICERT 5 2 & 0VRE S,

FSRAYRXTT TILORTHUDODNAEBEBIERE TR F— XFEER

240854 48K 72850

MAAL-9001 o e - - - + - - - + — —
DXd - = F = = = ot = = = =
NSRYZRT FWIRTHY — — — + — — — + = = - 4+
UVBsECHK [en—p— _— — q
Chk1

UVE e AR H2AX i — ﬂ
ERARVH2AX | — e e e ——— . —
HIHFEIPARP - -

o7 e e e e

[F7iE] b FELEMARE KPL-4 ZHWT, 9 RAY X7 FAT AT H 4255 DNABEKR T R b —3 ZFElE
%, MAAL-9001 KOt DXd & # L7z, KPL-4 Mgl NI AV X~7 T2 277 (10ug/mL)
MAAL-9001 (10pg/mL) . DXd (10nM) Z¥FMIL., 24, 48, 72 KifE5#% %I DNABEO~—I—Tb 5D
Chkl b2 v H2AX DU Ugfk, TR =2 AD—H—ThHoHRY (FF /U Ui R—X)
AU AZ—F (poly (adenosine diphosphate-ribose) polymerase: PARP) OUIlia v = A X T o vT 4 v
IR Ko TEE L=,
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VI RS ARBLIZ B3 5 H

OFLERNIFERE HER2 (ERBB2) EEFEHRE I MEMAKAE (NSCLC) flatkI=&1+5
RTEALEME (in vitro) 32

N T AY X< T TNy AT H L ONIETEEIXE AR HER2 (ERBB2) s 1% BB S ¥ - flg i

23.2%., Z#EM HER2 (ERBB2) Bin{ %38l E -/l TIlX 26.9%~T71.3% ThH -7,

FARRIIEER HER2 (ERBB2) EInFZHRE S 1= ~ NSCLC MilatkIZ& 1+ 5
FSRYXTT TILDRTHUORNELFES

HER2 # 1 7 WNIELTENE (%) pE GhED® 5 t e @
AR 23.2+ 1.8 —
S310F 31.8+ 1.2 0.0157*
V659E 55.5+0.9 0.0018%**
G660D 33.6+ 1.2 0.0145*
R678Q 28.8+1.0 0.0370*
V697L 31.0+ 1.8 0.1446
L7558 53.6 1.9 0.0007%**
L755P 71.3+0.8 0.0020%*
D769Y 37.6+1.1 0.0077%*
A775_G776insYVMA 69.2+1.1 0.0013%*
G776delinsVC 63.3+0.7 0.0031%*
G776_V777insVGC 45.1+1.1 0.0061%*
V777_G778insGSP 385+ 1.8 0.0010%*
V777L 26.9+2.5 0.0730
V8421 30.8+ 1.3 0.0186*
T862A 27.6+2.1 0.3112

FRSE L7z 3[R FEk 0 - A HERR 7
a) BAER L *p <0.05, **p <0.01, ***p <0.001

[FiE] BRSO 15 FEOZERA (st B A A ZE R0 S310F, HEEE N A A 2R VE59E KX G660D, fHiT
PERAALERD R6T8Q KT V6ITL, MIEA ¥ F—E KA A4 AR o L7558, L755P, D769Y.
A775_GT776insYVMA, G776delinsVC, G776_V777insVGC, V777_G778insGSP, V777L, V8421, KX
T862A) ©» HER2 (ERBB2) #&fn 1 %% AL7-t b NSCLC #ifakk (NCI-H322 flifz) ZH\ T, hTAY
AT TN AT ONELEEZRE L, £ERE HER2 ¥4 % HER2 &k 7=, Miakimo
HER2 (Z N T AV X~T FNT AT I v &iESH%,. HER2 #N{EL S& ., Mifa&m o HER2 IZHAT25 ~ T
AV R T TIT AT I OREENEALAIR N S %I 7 r—% A A RN —IZX>THIEL, FT R
VAT TN AT I ONTETEMRIL, NELRTR O HER2 2O e L TR LT,
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VI LRI B9 5

2) Invivo

AER

DHER2 IBHEABBIEX — FY DR ETILICHE T 2RBEHR (XVR) 3

NI RYRwT FAU AT H L 10mglhke CHECHEBHIAE & HIHI L, WG BRE & ol L4 21
H % OIS A IS =1 97.4% Th - 72 (p<0.0001, Student’s t f#iE) , MAAL-9001 D45 21 H#%
DS FEANH 1% 26.9% Th -7z,

HER2 B4 3L iEMABIEX — K9 RETILIZHITS
FSRAYRXTT TILYRATHURUY MAAL-9001 DHEBIE

(mm3)
1200 -

1100

1000 -

900 -

800

700 A

600

ek e

1%
500 -

i

400 -
300 -
200 -

7
100

0

—O— B XTIBE
= FSRYXRT TIVIRTHY 10mg/kedE
-+ MAAL-9001 10mg/kel$

0

[J7i%]

T T T T T T T T T T T T T T T T T T T T T T

" 21(B)
BE5®&OHARM L8 (n=12)
TR

HER2 547U KPL-4 fifia %2 Al U 72t CAnN.Cg-Foxnimw [CrlCrlj ~ 7 AET LV EHWT, F T AV X
~7 FNI AT I & MAAL-9001 @ in vivo WA MG L7z, B 13 Hi% (&5 H Day0) IZ 7 AV X
~7 TNI AT I MAAL-9001 % 10mg/kg OG-8 T~ U A (£FE 12 #) ([CHEFIRNES L, &
<~ U ADEEEK OMEREAE 2 @, #5521 B £ THE L,
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VI RS ARBLIZ B3 5 H

QHER2 B BEEEFESHEBBEX —FIVRETLIZE T INEEHE (YVX) 3

HER2 Bt PDX £F L Tlk, NI AYAX~T FAT AT H 0% 3 KO 10mg/kg, MAAL-9002b 1%
10mg/kg CHREBSHEIEZ A BICIH L, e AL & el LT 5 21 B OREBHEEIHSEIXZNnZh
48%. 76%. 88% T -»7- (p=0.0044, p<0.0001, p<0.0001, Dunnett &) , FTAVX~7 F
NI AT H 0% 10mglkg © T-DM1 & LTS 21 HZICA B EWIESREEMEIER 277 L7=2 (p
=0.0062, Student’s t /&) . MAAL-9002b & TR Hiv/ieio72 (p=0.2014, Welch #E) .
HER2 [&%8. PDX €5V Tk, hTAYX~7 FUI7 AT H 0% 3 KO 10mg/kg, MAAL-9002b 1%
10mg/kg CTHEBSHEIE 2 A B U, e FREE & thile LT 5 21 B OEBEEIHRIZZ N ZE N
54%. 84%. T1% TdH->7= (\WFN b p<0.0001, Dunnett FE) . hTAYX<=T FIT AT H 0T
10mg/kg T T-DM1 &Y MAAL-9002b & bE_-CTHEG 21 A&ZICH B E W IESHEMEIER 2R~ Liz (£
NEHN p<0.0001 U p=0.0117, Welch /&) .

HER2 %R EEEEEMBREX—FIY9YRETIIZIEFBEFSAYIXTT TILVRTFH,
MAAL-9002b. T-DM1 DirfEESHE

(mm?) HERZB’Z"IE:E?)I/ (mm®) HERZ{-&%IE:E?)L
1200 - 1200 -
1000 | 1000 A
it i i3 i
g 800 = 800
fE fE
= 600 + & 600 -
G x
" 400 A 2400 -
200 200
OIIIIIIIIIIIIIIIIIIIIIII OI||I||I||I||I||I|||I||I|
0 7 14 21 0 7 14 21
BREHOHM (H) BE5%OHM (A)
—O— BEXRE —— T-DM1 10mg/kg¥ EH# (n=10)
—h— FSRYRTT TILIRT N 10me/keBf —— MAAL-9002b 10mg/kgh¥ EHEIRRERE

—M- +SRYXTT TIVIRTHY Img/kehf

MAAL-9002b : TRV RX<T FTNALI AT I EHREOEY Y B —nRFE—DIK DAR @ HER2 ##ZE8) & Lz
PR E AR (DAR: 8.7)

[5ik] HER2 BBt (CTG-0708) KUY HER2 K3 HL (CTG-2308) FLysd BE MEEMLEBM (patient derived
xenograft: PDX) EF A& ANT, NF RV XvT FA7 ZAT 5 OFIEEIEES T-DM1 & ' MAAL-9002b
B RPIRITHRET UTe, SRR 2 Mk Hsd:Athymic Nude-FoxnIv~ D AZBE L., hT AV RX~T T
AT H % 3 X% 10mglkg, T-DM1 & U MAAL-9002b % 10mg/kg O 58T~ 7 A (48 10 ) (2HM@E
FlRNE S L7 (85 A Day 0) . &~V ADESEREKOKELE 2 [0, &5 21 A% E THELE,
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VI LRI B9 5

@ rZRYXT THEHRM HER2 [FHEEBIEX — FIYVRXETIVICE T HMEBRSR (YDX) 39
NFRAY X~T Fr AT 7 1% 3 ik 10mg/kg, T-DM1 } O MAAL-9002b 1% 10mg/kg THEEHGIE %
BB U VBT RRRE & b U TG 21 A %% O JEBSHE S BIHISRIXZ N Zh 64%.85%. 35% M ) 66%
o7 (T p<0.0001, Dunnett fR7E) , hT7AY A~ F)IL7 AT D 10mglkg 1% T-DM1
K& TUYMAAL-9002b &t~ T A BEICmWIEEHEEIMEIER 2 7~ L7z (211 p<0.0001 & U p=0.0003,
Student’s t BiT) .

HER2 IS4 ZLEMABIEX — FYI9RETIVIZEBITE FSAYRART TILORTA.
MAAL-9002b. T-DM1 DinfEEshE

(mm?®)
1200
O RIEXTIEE

-8 FSRVART FILIRTHY 10mg/keBE
- FSRVAXRT TILIRTHY 3me/ kel
—+ T-DM1 10mg/kgh$

900 |  —/— MAAL-9002b 10mg/kef$

1100 -

1000 -

800 -

700 A

600 -

ke el

ﬁi 500 A
R
400 -
300 -

200

100 -

0

0 7 14 21(8)

85 80 HIR &8 (n=10)
FHETEERE

MAAL-9002b : KT AV X<T FTNI AT I EHREOEY Y B —RFE— DKk DAR @ HER2 ##Z8y & Lz
PR E AR (DAR: 3.7)

[H1E] b T 2> X< Tt ESE ko HER2 BRI T b 2 JIMT-1 fila 2 Bl L7~ o 257 L& W T,
NI AYX<T FTINT AT HrOHEERE T-DM1 & T MAAL-9002b % % #RIZHET L7z, JIMT-1 #if
Z Mt CAnN.Cg-Foxn1™/CrlCrlj ~ 7 ZIZBAEL, BHE 10 H# (& 5-H Day0) IC hTI AV AT F7
AT J1 % 3 XX 10mg/kg, T-DM1 & T MAAL-9002b % 10mg/kg O H-& T~ U A (K 10 ) (ZHH]
FRNER G LTz, &~ U ADEGEKOEELMA 2 [, 5 21 A% £ THE L,
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VI. RT3 2 A

@HER2 (ERBB2) &InFZE R (G776delinsVC) #H 9 % & ~E/NHlfaffifE (NSCLC) #iask NCI-H1781
BEX—RFIYIRETIVIZEITR2RESIE (¥HR) 2

FTRAY RX=T FA AT 1, 3. KON 10mglkg THSHETE 2 A BICHH L, IEBOGIRRE & e L

THE-21 A% O EBFEIH RITE N LN 96.7%.97.83%.99.1% T - 7= (W p<0.0001, Dunnett

BIE) .

HER2 (ERBB2) E{zFZE (G776delinsVC) &9 % E k NSCLC #ifatk NCI-H1781
BHEX—FII9RETIICZEFEZRFSRAYATT FILYIRATHUOMERSE

(mmd)
400 q

—O— BB

@b SRYRYT TIVORTHY 1me/kef
-2 -hSRYRTT FIVORTHY 3me/kelt
—A—SRYRAYT TILIRTHY 10mg/keh

300 +

BB
g

\{';-: ......... .;‘
~ S S
~ = X
~ \\‘t
~ Y
100 - A O
~N \"‘
SO\
N b3
\5:_7 -
e T
el Do
BTl p<0.0001
R G P <0001
= = — = TERp<00001
0 T T T T T T T T T T T T T T T T T T T T T
0 7 14 21(8)
BE5 %DM &8 (h=6)
FHEHREERE

[5ik] HER2 (ERBB2) #BZTZA% (G776delinsVC) #H 9 %t b NSCLC #fatk NCI-H1781 i~ 7 AE7 /L
FHWT, PTAYR~ST FTAITRATHCOOHRBEBELEE RS L2, EEMKE A KEE
CAnN.Cg-Foxn1?/CrICrlj v 7V A (X— R~ T R) IZETFBMHL, NFAYX~T FNLITAT A% 1, 3,
KO 10mg/kg OFH-ETw 7 A (K# 6 ) ICHEFIRNE S L7z (% 5-H Day 0) . &~ 7 2DEERK
MEAEZME 2 5], #5521 BB E CHIE L,
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VI S HERIC B9 5 IHH

OFERRILERE HER2 (ERBB2) EIZFH#HIW 1t FIE/MERFHRE (NSCLC) #ERatk NCI-H322
BEX—RFIIRETIVIZEITR2RESHIE (XHR) 2

BME LT R TOET BT, FFAY AT T7 AT 7 01% 10mglkg THHRREE & Ho A~

WP 2 A B CHH L2 (O d p<0.0001, Dunnett #5E) . EDso i%, #4% HER2 £ /LTl 4.3531

mg/kg, ZFEM HER2 €5 /L Cl% 1.1167~6.2382 mg/kg T~ 7=, B4R HER2 ©5 /VICxd 5 K4 R

BIHER2 €7V COD b T AY RX~T THI AT H DR IIHIE 0.7991~4.0257 TH o172,

[Fik] #4E% HER2 3~ 0L RA HER2 (ERBB2) #fnt (Hilask KA A AR O S310F, FRE®E KA A v
D VE59E KT G660D, T N A A VAR DORE78Q KL UNVEITL, M ¥ F—F KA 4 VAR O L7558,
L755P, D769Y, A775_G776insYVMA, G776delinsVC, G776_V777insVGC, V777_G778insGSP, V777L,
V8421, KN T862A) % 5l ZHl X t7= NSCLC ffatk NCI-H322 2B Lz~ UV AET LV EZAWT, 7
AV R T TIT AT B OPUEBIEE A G L7z, B & M CAnN.Cg- Foxn1#4/CrlCrlj v 7 A (X
— R ) IIBEL, FIRAYRXST FAIZZATH %2 1, 3. KO 10mgkg DEGET~ Y X (£ 6
@) (CHEIEIRNE S L7 (B 5.H Day0) , &~ 7 AOEEREOMEELE 2 [E, #5 21 HEE TREL
7o PUBEBHEMEXRYS 21 B, & 2WVIEWNT 00N ZNLIRNC R L 2o 2 581E, T ToEhYy
DT — 2 B LT D EAEIE B IZFHG L 7=,

FERXIERE HER2 (ERBB2) EEFZEHEE S - b NSCLC H#lilg#k NCI-H322
BEX—FIIDRETIICIETSNIRAYRATT TILYRATHUOEBIEFEINGE

WA (%) 7
5 ﬁ?xyfvf ﬁ?xyfvf ﬁ?xyfvf
TIWNGT AT T TIWNGT AT T TIWNGT AT T
1mg/kg 3mg/kg 10mg/kg
Lagaseiv] 13.9 34.3 78.5%
HER2_S310F 19.0 53.4% 85.8*
HER2_V659E -4.2 30.9 89.9*
HER2_G660D 15.6 70.7* 91.4*
HER2_R678Q 37.0 40.5 81.3%
HER2_V697L 34.3 55.3 82.6%
HER2_L755S 15.5 43.6 92.4*
HER2_L755P 18.0 23.5 72.3%
HER2_D769Y 9.0 7.4 83.1%
HER2_A775_G776insYVMA 29.7 69.4* 74.9*%
HER2_G776delinsVC 43.6% 76.4* 97.3%
HER2_G776_V777insVGC 0.8 36.2 78.4*
HER2_V777_G778insGSP 45.0 85.6% 98.0*
HER2_V777L 10.6 38.5 86.2*
HER2_V8421 40.8 71.3 95.4*
HER2_T862A -16.5 19.3 82.3*

a) AR LT *p <0.0001 (Dunnett #7E)
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VI RS ARBLIZ B3 5 H

FARRIIERR HER2 (ERBB2) &nF 4 T XH1-E k NSCLC #ifatk NCI-H322 #BHEX — K
YIRETFIIZEFBEFSAYARYT TILIRATHUD 50%E$HEE (EDso)

EFIL HER2 IHC EDso @ (mg/kg) 95%CI
B A7 3+ 4.3531 3.1796 ~ 5.9598
HER2_S310F 3+ 2.7491 2.1360 ~ 3.5381
HER2_V659E 1+ 4.1373 3.3146 ~ 5.1643
HER2_G660D 3+ 2.0750 1.7320 ~ 2.4861
HER2_R678Q 3+ 2.7717 1.8384 ~ 4.1787
HER2_V697L 3+ 2.1429 1.6262 ~ 2.8238
HER2_L755S 3+ 3.2132 2.5830 ~ 3.9971
HER2_L755P 2+ 5.5354 4.0496 ~ 17.5665
HER2_D769Y 3+ 6.2382 4.0894 ~ 9.5162
HER2_A775_G776insYVMA 2+ 1.9455 1.4565 ~ 2.5986
HER2_G776delinsVC 3+ 1.2212 1.0069 ~ 1.4812
HER2_G776_V777insVGC 3+ 4.4788 2.9123 ~ 6.8881
HER2_V777_G778insGSP 3+ 1.1167 0.9243 ~ 1.3490
HER2_V777L 3+ 3.7772 2.8801 ~ 4.9537
HER2_V8421 3+ 1.3699 0.9671 ~ 1.9404
HER2_T862A 3+ 5.4550 3.8943 ~ 7.6412

a) Day9~21 CIaBEcTIREE & Lhig

B4R HER2 (ERBB2) EfnFZHILS 7= k NSCLC #ifatk NCI-H322 BiEX — RY VX ETIL&
HBLE-BERMHER2 ETIIVIZE TS I RYRXTT TILYRATHAU® invivo B

TV HER2 IHC BpAERIE T L & e L2 b
(95%CI)

HER2_S310F 3+ 1.4442 (1.0170 ~ 2.1057)
HER2_V659E 1+ 1.0968 (0.8583 ~ 1.4126)
HER2_G660D 3+ 2.3200 (1.6699 ~ 38.0934)
HER2_R678Q 3+ NC

HER2_V697L 3+ 1.8555 (1.2517 ~ 2.9084)
HER2_L7553 3+ 1.3054 (0.9401 ~ 1.8433)
HER2_L755P 2+ 0.8025 (0.5786 ~ 1.0815)
HER2_D769Y 3+ 0.7991 (0.5140 ~ 1.1801)
HER2_ A775_G776insYVMA 2+ 2.6187 (1.9756 ~ 38.4011)
HER2_ G776delinsVC 3+ 3.2332 (2.1942 ~ 5.2029)
HER2_ G776_V777insVGC 3+ 0.8853 (0.5533 ~ 1.3959)
HER2_ V777_G778insGSP 3+ 4.0257 (2.9354 ~ 5.7408)
HER2_V777L 3+ 1.0998 (0.7630 ~ 1.5971)
HER2_V8421 3+ 2.8274 (1.8192 ~ 4.9018)
HER2_T862A 3+ 0.8814 (0.6577 ~ 1.1647)

a) CTATRMRE
NC : HHIAHE
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VI LRI B9 5

OHER2 [ BEMEBIEX — KIYORXRETILIZH TS HER2 20 & LERESSHR (THR) 3
NFRAY X7 FNT AT H v F O MAAL-9001 1% 4mg/kg CREBHEA 2 A B2 HNH] U IS e & Lt
B L7235 21 A% ORESEREMHIRIZZNZEN 99% KN 31% THo7- (ENFH p<0.0001 KX p=

0.0013,

t fRE)

0.0003,

Student’s t &) . —F . MAAA-9001b |ZIEBEIEIE DO I 2 78 D 72 7x > 72 (p=0.7661, Student’s
o NTAYX=T FNU AT T 0L MAAL-9001 (ICHARTHEICE WG RZ R L (p=
Steel #RE) .

HER2 [t BEMEABEX — KYI9RETIVIZBITE FSAYRATT TILORTAU.
MAAL-9001. MAAL-9001b OinfEEZIE

(mm®
1200

1100 ~

1000 ~

900 +

800 -

# 700
= 600
R 500
400

300

200

100

0

)

—O— BIEXEERE

—O— FSRYRXTT FILVARTHY Amg/kg
—- MAAL-9001 4mg/kg

—~ MAAA-9001b 4mg/kg

R —— — 2
0 7 14 21 (H)
B E#OLM £ (n=10)
TR iEAE R E

MAAA-9001b : MAAL-9001 ®ftbH 0 iZt M IgGl T A VXA TN T AV RXA~T TNATATH ERILEYY

[J7i]

h—%fEA L7z ADC

t ~ HER2 5% H e NCI-N87 % #4i L 7=t CAnN.Cg-FoxnIn/CrlCrlj v 7 A2 (X— K~w ) &H
WTC, hTRAYRST FOY AT H U OPEREEE MAAL-9001 & O MAAA-9001b % %R IZHRE L7,
B 6 B (50 Day0) I, TRV X~T FAZ AT H . MAAL-9001, MAAA-9001b % 4 mg/kg
OFHRETY U A (F8E 10 f) (CHEIFRNEG L, &~ 7 2AOBEREOEEREZE 2 [, #%5 21 B#
FCHIE LT,
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VI Hh B B D I H

@HER2 [5G BEMABIERX — R H9RETILIZEITZ2REKRESE (¥HX) 3

VRIBERTIRBE L LEER L C, R T AV X~T TAZ AT H O 0.125, 0.25, 0.5, 1, 2, 4mg/kg O#H 21
A #% OREEEAEMmEIRIL, £ 11.7%., 29.5%., 62.8%. 85.1%, 97.4%. 98.7% TH V. ZDHRK
IR FR T o7 (Spearman DJENFEREZEL : —0.9495)

HER2 [G14 BiEMABHEX — FYORETIIZEIFE FSRAVYARYT FILYRATHUOBAEKREN

(mm®)
1200

1100 1
1000
900
800 -
# 700
= 600 -
R 500 -
400 -
300 -
200 -

C
100 A

0

~O RYEXTIRRE

FSRAYART TILDATHY dme/keBE
FSRYRRT FILIRTHY 2meg/kelt
FSRYRRT TILORTH 1meg/keB
FSRYRTT FILYRTHY 0.5mg/kelt
FSRYRRT FILYRTHY 0.25me/ kel
FSRYRXIT TILIRTHY 0.125mg/kegBE

brdneo

0

7 14 21 (B)

B 5% DM &8 (n=10)
TifE+HERRE

[5#:] b - HER2 BB S ##IHE NCI-N87 # B4 L 7= CAnN.Cg- FoxnI™/CrlCrlj ¥~ 7 A2 (X— K~ T &) %H
WC, NTRAYRST FAT AT I ORBIRGEEERF Lz, Bii6 B (5 H Day0) IZhT7AYX
~7 FINI AT % 0125, 025, 0.5, 1, 2, XX dmglkg OFHGE T~ T A (%R 10 ) (CHEIFEDR
WG Lz, &~ U AOBERKOEREAE 2 B, #4521 HZE THIE L7
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VI LRI B9 5

@HER2 G BREEESHEBBEX—FIVRETIICEITI2RESSR (THX) 39

NIAY X7 FTAT AT 0E 3 KO 10mg/kg, MAAL-9002b 13 10mg/kg CHEEHEFE % A & (2
L. {AEERTHERE & ol U TG 21 AR OBEEHIEIMSIRIZZN LI 81%, 97%., 5% ThH o7 (Wi
# p<0.0001, Dunnett /&) .

HER2 [514B#& PDX ETIIZEITSE S RAYRXT T FILY XATH U ERU MAAL-9002b DfifEHE R

(mm®)
1200 ~O- R R
0= FSRYART TILIATHY 10me/keEE
-0 FSRYXIT TIVIRTHY 3me/kedE
1000 4 —- MAAL-9002b 10mg/kgh¥
800 -
¥
E
E 600
x

400

200

ok JOLG] & (n=8)
FiERERE

MAAL-9002b : [T AYX~T FN7 AT 9 v LR R OEY ) > 71— — O DAR @ HER2 #2172
MRS G R (DAR: 3.7)

[J7#£] HER2 BPEH¥E NIBIO G016 @ PDX €7 /L&MWC, T AY AT FNT AT I v OHUEEIEMH %
T-DM1 ' & T MAAL-9002b % % UK L 7o, MESHRE % #EtE CAnN.Cg- Foxnv/CriCrlj = 7 A (X — K
VUM, b T RAY AT TN AT T % 3 3d 10mg/kg, T-DM1 & T MAAL-9002b % 10mg/kg
OEGETY A (KEE 8 f) ICHRBIFIRNE S Lz (% 5-H Day 0) . &~ 7 ADMERK MEEZ Y
21 A% % Tl 2 [BIAIE L7z,

) KRS NRBESUTRIR LT R D720 B DHEIBR LT,

—116—



VI RS ARBLIZ B3 5 H

QHER2 HBEDRKRH D EEMIMBERX — FYIRETLIZETFTSE FSAVYATYT TILIRATHUOHR
BEHE (XRHR) 3

HER2 [BEET LV ClE, F T AV RA~T FII7 AT 5 0% 10mglkg CHEBEHIIE 2 A 2 1 CHH] L, IS5t
FERE L Ll L Cf 5 14 A OIEBEFHINE 1T 99% TH - 7= (p<0.0001, Dunnett #7E) . —J. b
TAYRX~T FNI AT 1L HER2 [BYEE T /WITx L CH B S ER 2 R &9, &5 14 B
% OIESIEEINHRIL 16% TH > 7= (p=0.1380, Dunnett /E) , ZTNHDOERIY, " TRV X<T
TV AT H v OEEIETEMEIEA X HER2 Ff B TH 5 Z L VR &7z, HER2 BEN AL — 72T /L
IZBWTH, hTRAYRYT TAT AT I ATAERIEEIHEER 2R L, #4514 B % O EEE M
PHIRIL 80% TH - 7= (p<0.0001, Dunnett FiE) .

HER2 HIRDIKRA D BEMEBIEX — FIIOXETIVIZEITS
FSAYXRT TILORTHUODHREENR

(mm®) HER2[GTEET L (mm®) HER2[Z1EET L
1000 - 1000 -
800 - 800 -
t t
E i JE i
& 600 & 600
= =
i 400 A & 400
= &
200 200
O T T T T T T T T T T T T ._ O T T T T T T T T T T T T T T
0 7 14 0 7 14
BE%OHRE (8 ‘5% OHRE (B)
(mm®) HER2ZIFFRH—ETIL
1000 -
e —O- R
T 600 4 8-SR YRXIT FTIVIRATHY 10me/keht
e
%
(K 400 -
&
200
0 T T T T T T T T T T T T T T
0 7 14 £ (n=8)
BE%OHR/ (8) Tl tIEHRE

[51:] HER2 BPEEMIE (NCI-N87, fyZ#fkiks [immunohistochemistry : IHC] 3+) & HER2 [&it i
fa (MKN45, THCO) %#EEBET 5 Z L&k > TER L7 HER2 BEN A —72~ 7 ZAET 1% VT,
FIRAYX=T FAT AT HOHEEEEEZ T-DM1 ™ 25 BRICHRHF Lz, BE Lzl %tk
CAnN.Cg-FoxnI™/CrlCrlj ¥ 7V A (X— R~ T R) ZBHL, BT RARICNTAYRXST TAIT AT
J O T-DM1 % 10mg/kg DG5BT~ 2 (%F 8 f) ICHEFRNES L (50 Day 0) . [RIERIC,
KRR OBMEE T /L (NCI-N87 MIE MKN45 O&) TH hTAY X~T7 FA7 AT H & T-DM1 OFIES
PHIREFM LTz, B~ T ADOMEBRELMAEZRS 14 B%E TE 2 [BJIE Lz,

) KRB SN SUTRIR L IT R D7D B DEIBR LT,

(S)EFAFEEMM - FiGEER
B R L
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VIl. EYEREICET 5EHE

1. MAPREDHR
(1RELEMGILSRE
MR L
(QUERRABR THASIN-MFEE
1) BEEE
DFLEEE (U101 HKER) 19
HER2 PO FMTRRE UL HIAMEE 48 #l (AARANEZZT) IChNTFAY AT TAIT AT
5.4mg/kg % 90 HMERMEELIZLED N TRV RX~T FAT AT AL ROD T T2 o iFiEik
(DXd) DHEEHEREX & KMBIRE R T XA —Z I TKDEBY ThoTz,

BER#BEESRO FSRAVYZXYT TILIATHURY DXd DREHBR

(ug/mL)
150 -~ FSRYXTT FTIHYRTHY
- A DXd
THECZERE
o 100
&
$
ﬁ
>~ 50
0_
0 14 21
5 %EME (H)

BEZEED FSAYRXTT TILOZATHURUY DXd DEMEEE/RS A —4

Cmax Tmax AUClast t1/2 CL Vss
(ug/mL) (h) (ug* H/mL) (H) (mL/H/kg) (mL/kg)
FAY AT
—;“Zy X?;\/ 126 2.00 559 5.52 10.2 68.3
_ (37.7) (1.50~6.85) (178 (1.23) (3.95) (15.5)
(n=48)
Cmax Tmax AUClast t1/2 CL Vss
(ng/mL) (h) (ng- H/mL) (B) (mL/HA /kg) (mL/kg)
DXd 8.22 5.78 35.1 5.582 o o
(n=48) (6.21) (1.93~75.75) (24.3) (1.29)
SEAE (FEYERZE) . Tmax © TUE B/ ME~ B E)
a) n=43
— 4 Ed
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Q@M ERE (U206 ER) 29
HER2 (ERBB2) #5172 Rt 0ERisiE 2 A9 5 NSCLC £# (5.4mg/kg #f 101 f5l, 6.4mg/kg ¥
50 ) \IZ T AY X~T FNY AT A b.dmglkg XL 6.4mglkg & 90 RIS EE L&D T
AV AT TN AT kN DXd OEYEE T A —ZTRO LB Tholz,

HAKREBDO FSAYVYRXIYT TILYRXATHURUY DXd DEYEIRE/NT A —42

Cmax Tmax AUClast tie CL Vss
(ug/mL) (h) (ug H/mL) (B) (mL/H /kg) (mL/kg)
NIAY X7 FTINI AT 5.4mglkg
NFAYRXT TG AT I

n 96 96 83 82 82 82
143 (39.4) 3.03 633 (164) 5.39 (1.08) 8.43 (2.28) 51.6 (9.82)
(1.43~4.87)
DXd ®
n 94 94 82 80 — —
15.0 (7.34) 3.12 47.1(18.6) 6.16 (1.13)
(1.75~5.52) B o

NTFAYR<T FII AT H 2 6.4mglkg
NTRYR~T FTIVT AT T

n 46 46 38 40 40 40
198 (188) 3.05 801 (205) 5.70 (1.37) 8.21 (2.50) 52.2 (11.7)
(1.50~5.07)
DXd»
n 46 46 39 37 — —
17.8 (6.89) 3.11 58.6 (16.9) 6.38 (1.87)
(1.63~5.83) B T

SEEIE EYERZE) . Tmax @ FIRAE (Fe/IME ~ K AH)
a) HfZX, Cmax 2’ ng/mL, AUCs 2’ ng-H/mL

— YR

) FE/ NI IR D ARB O AR SN T-HELOCHEIZLLTO LB TH D,
(LEEEEDH D HER2 BHEDF M AR IEIEHRIE. RILEUZEREEEN D HER2 EXREX (FBEXREOF
WA IEERIE. L2BEEDH S HER2 EXEOF M TR TIBRIE. NALRZEEZITEE Lz HER2
(ERBB2) HEGFEZEGHEDUIRTEELET - BROIE/NMEHE)
WHE, RAZIE N T AV X~T TAI AT Hy (Eaf#z) £ LT1E 5.4mgke ((RE) % 90 32MF T3
W CAMETET 2, 7B, YIRES ORI THIUE 2 Bl H LA O R 5B 30 /0 CHEMEC
x5,
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QBEAEE (J202 FHER) 20
HER2 Btk DR UIBRA 2 AT - TR O H s ST R s A i B 125 5 (A ARNZ&Te) 12
NFAY X7 FNI AT 6.4mglkg & 90 AT FHELIZE ED N T AV R T TAT AT
v KO DXd OREHERE K & EYFRE N T A —Z|TRO LB Th oz,

BERKBEESRO FSRAVYXYT TILIATHURY DXd DREHBR

(ug/mL)
1504 1 —0—5RYZXTT FILHRTHY
--A - DXd
. TiE R

m 100 |
==
V]
o
=

E 50

0

RS ®&EER ()

HRHBEESRO FSRAYZXTYT TILIXATHURY DXd DEYERE/RS A —4

Cmax Tmax AUClaSt t1/2 CL Vss
(ng/mL) (h) (ug- H/mL) (R) (mL/H /kg) (mL/kg)
FAY AT
;‘7»7 Z%;\/ 127 3.93 611 5.77 10.49 70.69
_ (28.4) (0.00~7.15) (150) (1.37 (2.91) (16.5)
(n=125)
Cmax Tmax AUClast t1/2 CL Vss
(ng/mL) (h) (ng- H/mL) (") (mL/H/kg) (mL/kg)
DXd 12.1 6.85 46.7 5.50 D o o
(n=125) (4.79) (3.75~17.25) (16.3) (1.11)
SEAE (FEYERZE) . Tmax © TUE B/ ME~ B E)
a) n=124
b) n=98
— N ET
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2) REXRE
OFLEEE (J102 HER) 9
HARAND T AREX X HER2 BEIFEEE 51 Hllc, N AYX~T FTIT AT 6.4mglkg %
3 MMM CRMEHIE LI EED N TAY X7 FTNT AT 1 KT DXd OREHER X & SKyEhfe <
TA—HIFROEEY THoTe, F 1V A 710D AUCw lkT 55 3 44 710D AUCw DIt [RFEE
(observed accumulation ratio:AR) ] OFHEIX T AV X~7 F 7 A7 71 1% 1.35, DXd 1% 1.09
ThoT,

REREHOMEBER FSRVYXTT TILIRATHUEY DXd DREHBR

(ng/mL)
10° 4 o~ NSRAYXIT TILOARTHY
108 --A- DXd
101 TifE B RE
105 o
104 o
103 m
102 .

10! x a
10° t*I:

10-1_

10Mz_l T T T T T T T T T T T T T T T T T T T T T T T T T T

0 7 14 21 28 35 42 49 56 63 70 77 84 91 98 105 112 119 126 133 140 147 154 161 168 175 182
®’E &R (B)

o Bl

REZBSEEHED FSAYVYAXTT TILOZATHURU DXd DEMHEE/RS A —4

Crmax AUCrtau Tmax Ctrough te CL Vss AR
(ug/mL) | (ug-A/mL) () (pg/mL) (/) (mL/H/kg) | (mL/kg)
Cycle 1
KAV | n 51 51 51 51 51 51 51 —
Z‘jﬂ“ 179 677 2.08 6.03 5.82 9.18 60.9 o
VL (112) (141) (1.55, 7.02) (2.96) (1.11) (2.00) (11.0)
THY Cycle 3
n 37 37 37 37 37 37 37 37
154 905 2.12 11.8 7.40 7.40 66.3 1.35
(23.3) (189) (0.70, 7.15) (4.33) (1.48) (1.75) (12.8) (0.150)
Crmax AUCrtau Tmax Ctrough te CL Vss AR
(ng/mL) | (ng-H/mL) () (ng/mL) (A) (mL/H/kg) | (mL/kg)
Cycle 1
n 51 50 51 51 45 — — —
DXd 12.6 39.0 6.93 0.296 5.74 o o o
(4.49) (11.2) (3.88,191.47) | (0.128) (1.29)
Cycle 3
n 37 33 37 37 30 — — 33
9.60 41.5 6.92 0.409 6.57 . 1.09
(3.89) (13.8) (1.95,70.65) | (0.150) (1.81) B (0.194)
SEAE (FEYERZE) . Tmax © TUE B/ ME, HRE)
— N ET

) BT HAFNOAB S NIZHEROCHEEFUTOLEBY TH D,
UEEBERED H 5 HER2 [FHEDFMARER ITEHRIE. RILEUZERBEN D HER2 BERBEXILEBERBEOF
WA IEERIE. L2BEEDH S HER2 EXRBEOF M TR TIBRIE. NALREEZITEE Lz HER2
(ERBB2) HEGFEZEBGHEDUIRTEELET - BROIE/NMERHRE)
WH, RANZE N TAYR~T T AT HYy @ lfiz) & LT 1E 5.4mgkg (IRE) % 90 3/ )T 3
RIRbe TSRS 5, 228, FIRERG-OZEMEN B ChHIUE 2 BB IO 51 IE 30 £ TafiT& 5,
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QBEHEE (J202 E) 20
HER2 PGt OB UIRARE 22 1T - F38 OO 1 s SO B Rl e A i a3 125 Bl (AAANZET) 12
NTAYRX=T TN AT 6.4mglkg % 3 MM TRUEEE B EES) L&D I AY X
<7 FAY AT H RO DX OREHBEK & ERBIE T A= ZRO LB Thole, H1YA7
D AUC21a (2T 55 3 Y1 7 /LD AUCa1a ® AR OF¥IfHEIE, T AY X~ T F )7 A7 71> 1.39,
DXd (% 1.00 TH - 7=,

REFBEHFOMEFF FSRAYXIT TILIRATHURUY DXd DEEHEE
(ng/mL)
10° _ NI _
106 - —— FSRYXIT TILYRTHY
--A-- DXd
107 _
FEHEHEERE

106,

10°
102 -
10"
10°
107" -
1072

- i

b
»

10° -
10* A

[

0

®E®ERE(B)

T T T T T T T T T T T T T T T T T T T T T T T T
7 14 21 28 35 42 49 56 63 70 77 84 91 98 105 112 119 126 133 140 147 154 161 168

REZBEEHED FSAYXTT TILOZATHURU DXd DEMEEE/RS A —4

Cmax Tmax AUC]aSt AUCZld t1/2 CL Vss ARa)
(ug/mL) () (ug-H/mL) | (ug-H/mL) | (H) (mL/HA/kg) | (mL/kg)
IS Cycle 1»
Y 2= | n 125 125 125 124 124 124 124 —
7 127 3.93 611 612 5.77 10.4 70.6 o
TV (28.4) | (0.00, 7.15) (150) (150) (1.37) (2.91) (16.5)
AT Cycle 3
- n 69 69 — 66 66 68 66 65
137 4.00 o 867 7.46 7.86 71.9 1.39
(31.1) | (0.58, 7.25) (213) (1.82) (1.87) (19.3) | (0.239)
Cmax Tmax AUC]aSt AUCZld t1/2 CL Vss ARa)
(ng/mL) () (ng-H/mL) | (ag-H/mL) | (H) (mL/H/kg) | (mL/kg)
Cycle 1»
n 125 125 125 107 98 — — —
DXd 12.1 6.85 46.7 46.4 5.50 o o o
(4.79) | (3.75,7.25) (16.3) (16.1) (1.11)
Cycle 3
n 69 69 — 54 50 — — 47
9.08 6.80 o 42.0 7.01 . o 1.00
(3.81) | (3.78,7.25) (15.1) (1.65) (0.221)

EEIE (EYERZE) . Tmax : PRAE (Fe/IME, M)
a) AUCz1d (Cycle 3)/AUCz214 (Cycle 1)

b) HREIFE L FE ORIV HEONTEYTRE T A —Z Z Wiz,

— YT

(3)h B
R L
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4)B=E - HiAEDEE

1) hFEJL (CYP3A RU OATPIBBAEH]) RU4A b33+ YV —J)L (CYPAFREH]D (A104 FHER)

HER2 FBUET B R 26 ¢ CEMEEfT 4 (2. U M e (CYPSA XU OATP1B [HEA]D) | X

IA v 7 ar v —n (CYP3AMHEA]) 2K E LI ED N TRV X< T AT H 2 KO DXd O3

WEhREIZ RIE T 5B A et LT,

Cohort 1 : NTAYRX~T FNT AT I b.dmglkg % 3 HEMMRB CHRAMEEL. B2 VA 7 VDFE 1T AE~F 3 VA
D21 HEIWICY FFEL 200mg (1 H 2[E) 2EO0#K5,

Cohort2: h T AV X< FIJ A7 5 5.4mglkg % 3 ARIER CTHRMEHNEL, H2 VA7 L0FE 17 HAIWKA T2
F = 200mg (1 H2E) #f&A#E, H 18 HE~E 3+ A 7 LDH 21 HEIZA FT =Y —/L 200mg

(1A 1E) 2&AEY,

FNIAY X7 TN AT I D AUCa id, BMEEICHARTY M FEAIA R T at Yy =g Iz &

0. ENEIVK 19% XITHK 11% M L7223, 8/ h L BEo Mk (U M FEALXTA N T aF Y —ff

ML/ B E) D 90%ClI 1% 80% ~125% DHIFAN TH o7z, Cmax (FHMFE G E U FFEALIIA T

aF Y — A B GRECREE TH -1,

DXd @ AUCw7a 1, HMEGIZHARTY M FEAIA R T a Y — I LD . EERk 22% X034

18% ML, &/ FEEDk (U M FELEA T a2y — A0S HmEs) @ 90%CI

13125%% LAl 572, Coax [ EHAMBE HREE Y M EAXITA T a2 Y — B GRFECIIFERE ChH o7,

)R FELBRABDO S RAYXIT TILYRATHURUY DXd DENERE/S A —4

T A— Y LIRS AN A o/ O'Tb)
RT A—H PR AN S ] ) S 90%CI
(honsmer | (bR gy | THEOK
D=2 sy 2 on) | FArRTHY é}?c}i:lze)gl PR ERR
+U RFEN)
NS Ry Re T (“(gj/’“;‘;b 131 138 1.0490 0.9755 | 1.1281
FIYG AT H 2
7 7 (f‘;g D) 623 742 1.1921 1.1404 | 1.2461
(n(gj;j;‘l’b 8.49 8.38 0.9865 0.8539 | 1.1397
bxd AUC17?
(ng,E}:;L) 30.2 36.6 1.2151 1.078 | 1.3696

a) Cycle3 Tidn=8 b) ANOVA

A STV BHABEDO RS RAYRAIYT TILIRTHURUY DXd DEMEFEE/NNS A —4

RTA—H Ml e/ T ME _ 90%CI?
efrl i/ N e
( Cycle 2 ( Cycle 3 I‘Zi//jfﬁ@tt
FFRAY X< rS 2y X<
= . . Cycles/
nEM sy g on) | FAsATHY C(yggz‘; TR ER
+ A4 hTars—n)
e Comax 137 140 1.0252 0.9631 1.0913
KSRV X< (ug/mL)
TIVT AT
7 AUC”d 617 685 1.1095 1.0732 1.1470
(ug-H/mL)
Cumax 8.43 8.78 1.0418 0.9167 1.1839
(ng/mL)
DXd i
17d
(ng-H/mL) 28.8 33.9 1.1778 1.1081 1.2519
a) ANOVA
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) AFOAGE SN XUTR, HELXTCHRIILTO LB TH D,

(EEEERED H D HER2 [BHEDFMFRER FBHIE. RILEVZRABMELN D HER2 EHRBE X ITBIEFRKBROFH
THEXITEHRIAE. LEBEEEOHD HER2 EXBEOFMAEXIEIERIE. PALREEERICEELR: HER2
(ERBB2) E=FEEBMDUIRTEELEST - BROIE/NERHRE)

W, RAIE N T RAY X7 T AT Hy (EERz) L LT10E b54mgke (KE) % 90 32T T 3#
IR AR EET 5, 7B, WIEHREOBAMENS B ThuE 2 [0 B IO 51X 30 /5 £ TEF T 5,
(DAL EERZICIEE LT- HER2 IGED AR UIRTEEL LT - BEOBR)

WH, WAL N T AY X~T T AT HYy (EEFHEEZ) & LT10E 6.4mgke (KE) % 90 r2MF T 3#
IR TR EET 5, 2B, YRG0 ZAMS B THIE 2 (81 B IO 5 30 45 % TEFTE 5,

2. EMRER/NTA—S
W 2iwap~
HRARBRICB T 2P BEIE T A —FFH . ) ar /= AV FET IV
(2)WR R IR E 3E 3K
RCNEE R L
QPHRERETEH
MR L
@HYITFTIUR
VIL1.(2) 1) BEEZS ) L0 [VI.1.2)2) REHRE) 28

(5)3 A
VI.1.(2) 1) BEREIESE] kO V11.(2) 2) RERE] 2K
(6)% Dt
AR L

3. B&EMH REaL—23v) @

(1)fE#fT 75 %
NIAYRXRT FNI ATy —RHKEMND 223/ R— A FET IV
DXd : BRFZEALT 2 ERGREER & —RIEEEED 1-av /= A FET L

QT A =2 EHER
ErcaRBR 11 38k (J101, J102, A103, A104, U201, J202, U204, U205, U206, U302 B K& U303
RERD 1.822 i, MIEH T AV X7 T AT 5 PRI 24,558 5, 1ML DXd B 24,507 1) &%t
BRI, RHEMNEYEREMIT 2 E LTz, TORE, " TIAVRX~T TATATH o 0Q7 VT 7oA, @
DAL=k AL OB RRECHT HEERELERL LT, ThZhOfE, 7TA7 I, "= 5 A
DI A A N/ FhiE (HA) RO (B, HER2 (ERBB2) #in 1A% NSCLC, HER2
ERIFEBL NSCLC, RO Ofioff] | @FE, i [H%. HER2 (ERBB2) Wr178 BRI NSCLC,
& OVHER2 i@ F#H NSCLC] L OWER] (BHE) N@Rshiz, 7z, DXd oO27 V7 7 v AR OPQME
FICHT2AERLEREL LT, ZhENOKE, e, AST, 4 T a -y =L HoFE, U
N FEAPEROA . @FEFRTE, i, ERE (NSCLC) | AfE/FEhiE (77 4 | R OEA (FL-DP2)
DERS Tz,

4. I U
ARV
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5.

ﬁj\

il

(1)1 7% — fixi B P9 @i i

[VIL5.(5) % DDA~ DT S

(2)1n 7% — R BEBE P @B 1%

MR L

<BE>

FTAY R T T, H=7 A FATEK BRI ~OBIFESHER SN TS, FFAY XS 7
NI AT I DOPEEE N T AV AT LR UT XV BRESI THHZ D, NTAYRAST TILI AT
Wb FEK RBLOHAINT BT T D REMENR B A DD,

QB)ET~DBITH

EEER L (TVLS.(2)Mm% —REBREMEEE) <SF>ZM)

(4)RRBE~DBAT

AR L

(5)% DL DRI~ DFATIE

1) figsm ()

MR T OREED =27 4 F 0 (1B FR) ICBHIEERR N 7 Ay X~7 FAr 275 (Hiks o3H]
TER) . XUEMUCHER N T AY X~=T T AT H v (4 v — RO[UCIHEMRIR) % 6.4mg/kg THi[A|
FRIRNE 5%, &5 1 HEKD 14 HEOBUNRBOMBEI it 2G4 — NI VAN ) 7T 74—k
FEAN L 72, BRI T RO REIREE 2N i b 0 o TR T iR T o 7o, BRI, RIZRN T, R
i, i, ROWFIRO X 9 22 Mk & O WIS /A0 L7, 2B Ofigas i 381 2 U GE O kA% ik b
TP 1 KR CTholz (2L, [MCIE T AV X~T FIr AT 1 o EERIZBIT 2 KIBNE
W [HEMEAL] Z2BR<) o WTHOMERT OBIRES . I H B RERR AL DAL FIZEVME T L, FrE DA%
~OFEEMEITED N T,
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[PH] B#FSRAYXTT TILIATHUOERMIKNE S % OBB PR ERE

o e | POHERIE (PSL/mm) | At | HOTRERSE (PSL/mm?) | kML
1 H#% 14 B4

Bk 12.60 0.61 1.83 0.45
ik 20.78 1.00 4.03 1.00
T 0.16 0.01 0.08 0.02
B 4.65 0.22 0.80 0.20
REN Y p ek 2.63 0.13 0.78 0.19
N 0.35 0.02 0.02 0.00
R 0.14 0.01 0.00 0.00
FEH EIK 11.24 0.54 1.51 0.37
IRER 1.37 0.07 0.19 0.05
JE AR 0.00 0.00 0.02 0.00
BNAEY 0.08 0.00 0.00 0.00
Lol 8.48 0.41 1.05 0.26
5 M 19.84 0.95 1.93 0.48
RIBNEY) 0.13 0.01 0.09 0.02
PN 3.17 0.15 0.38 0.09
JH gk 14.94 0.72 2.44 0.61
it 18.89 0.91 3.52 0.87
M 2.72 0.13 0.69 0.17
FAE Rk 4.55 0.22 0.45 0.11
Ji T A 3.80 0.18 0.17 0.04
HTSZAR 10.59 0.51 M Ehd —

B 0.53 0.03 0.10 0.02
R 0.63 0.03 0.19 0.05
INGENEY) 0.42 0.02 0.04 0.01
/N 5.17 0.25 0.43 0.11
JI¥ ik 10.60 0.51 2.24 0.56
B 3.63 0.17 0.48 0.12
K5 6.23 0.30 1.06 0.26
Jia fig 2.17 0.10 0.64 0.16
R 6.29 0.30 0.32 0.08
R 0.74 0.04 0.70 0.17
[N 5 PR 9.47 0.46 i End —

PSL/mm? : B{LEAEH 72 0 OFFERE
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[“C]l R#FSRAYXTT TILY RATHUOEREIFMIKRNE SO BB RS ERE

BOFRERE [ 7 A BRERE [T 2
s i é:; %‘/v(y fzﬁ‘/ *ARR T b %Z; "7*/1/(7 ?Zﬁ v HELRE i b
Al (ug) R E (g) ] 1% 2 (ug) Mk (g) ]
1 H#% 14 B4

Bk 24.1 0.43 2.00 0.64
Mg 56.0 1.00 3.14 1.00
H 1.65 0.03 0.418 0.13
B 7.48 0.13 0.543 0.17
REN g ek 7.93 0.14 0.689 0.22
N 0.488 0.01 TE BRI A —

K 0.366 0.01 E PR SR —

K5 IR 15.2 0.27 1.25 0.40
IRER 1.33 0.02 0.489 0.16
JE AR 1.55 0.03 0.334 0.11
HNEY T PR ARG — 1.14 0.36
Lol 14.4 0.26 1.10 0.35
T ik 24.5 0.44 2.08 0.66
RIBNEY) 139 2.48 5.86 1.87
PN 4.03 0.07 0.843 0.27
JH gk 23.4 0.42 2.76 0.88
Jiti 39.6 0.71 3.01 0.96
M 7.32 0.13 0.774 0.25
FAE Rk 10.2 0.18 0.632 0.20
Jibd AR 9.79 0.17 1.11 0.35
HTSEAR 12.1 0.22 M Ehd —

B 1.19 0.02 TE B BRI A —

id 4.71 0.08 0.590 0.19
NGNS 17.9 0.32 M Ehd —

/N 12.7 0.23 0.843 0.27
JI¥ ik 22.0 0.39 2.12 0.68
H 11.4 0.20 1.18 0.38
K5 9.48 0.17 0.793 0.25
Jia fig 6.14 0.11 0.585 0.19
R 4.62 0.08 TE BRI A —

B 2.85 0.05 0.728 0.23
[N 5 PR 8.91 0.16 &y —

TRERRA=0.330 [ F T 2V X~T FAr 2T H %R () MR (g) ]

2) MEKFEATHE 39

b bolfiiE (3 41) <To 14C-DXd (10, 30, 100ng/mL) D MmERBEITHZHEF Lz (in vitro) ., 14C-DXd
DOFHRED M EREATHR CEHME) 1%, 10, 30, 100ng/mL DEE TZENZFh 14.8%., 13.0%. 17.7%Th

ST,

i,/ Mg T RESE S ERIE, 10, 30, 100ng/mL OEE TENZ4 0.60, 0.59, 0.62 Th -7,

(6)MIREL S 20

bt~ ol (3 f5]) T DX (10, 30, 100ng/mL) DIl & /=7 fEE % #EEEEIC L BT L7z (dn vitro) .
b MEZ R FEASR CEME) 1%, 10, 30, 100ng/mL OEETEFREFN 98.0%. 97.4%. 96.8% TH

ST,
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6. £t
()R BB R L B2 R

FSRYRXTT TILY RTHUDHERBHRE
NFAYRXT TNANTATHATEL LTHIBANO Y VY — ALY B E2Z1T 5 LRSS,
DXd OEHRAITAHOF LTV EHER SN D28, 28 LT CYP3A IC XD Z VR ENT 37 (in vitro) .
<#PT—4%2 (HL) >39
AR T ORI =27 AL (1) 12 [MUC] ik N T AY X~T TIVI AT /% 6.4mglkg D58 T
HEEFRNEE L, 3G 18 B E T, REAOEITHRE 6 HEE THRIRLZ, FTFAYX~T T
AT T KOS TR YT 57 F= b UL THIE SN D EREOEIA 1T, mIEEEO E6E
D 11% K T o7z, MIFEFOSHER I XIFEE A CES T EOE & L THE L, DXd oK/ i
THRITHE L TND Z LRI N7, JRP ML OFEF THIH S cME— O B AERIE DXd Th o7z,
<EgMT—2 (Tvbk) >®
JEHEETOREMET v b (3 #1) 12 UC-DXd % 1mglkg O 5 & THEFFIRNE S L, REO#E (BEH ==
—VURIFAT > b)) | B (BEV=a2—LfHAT v ) %5 2 AR ETERRLIZE Z A, R, #Ei,
B OMAH o D E 72 U PERL /3 13 DXd Th 72,

Z v bORH, B, RUETHOREY

- B4 2 HHO R (%)
(R 7 % [
DXd 23.4 61.1 63.7

a) IyHIME S =2 — LA T » b X0 [ER

FSRYXTT TILYRTHUDOMBHRRENE (in vitro)

EMNIBELE D 1% Y Vg7 VT 2 oEa D CEEEE AR (pH7.0~7.3) HTRIAY X~ F)L7

AT 1 (F&PRHEE 10 OV 100pg/mL) % 37°CT21 HElA v FaX— R Lcb A, N TAYRST T

AT H o HilEEE L7 DXd OFE I, 21 H O T, 10 X0 100ug/mL OEETENEN 2.1%, 1.5% T

o7,

QRHICBES5T S8R (CYPE) ONFE. F5FE

1) DXd DR #HIZEEE5I % CYP D FREDRE (in vitro) 37
CYP %3l 7 1V — A%z HWiziHliA & CYP1A2, CYP2D6, CYP3A4, KO CYP3A5 78 DXd OfUH#HC
BELTWDZ Emaniz, £ MFI 7y —AKk0% CYP % (-HERBAY 7 BHEH] Z AV 72 5Hli T o
FRAEFEHRIT, -1.3% (CYP1A2) | 3.7% (CYP2B6) . 16.3% (CYP2C8) . —-2.9% (CYP2C9) . 6.0%
(CYP2C19) . 8.9% (CYP2D6) . & O* 94.9% (CYP3A4/5) Th o7z, MistBfER kOt NIFI 7 1
V=L TOF CYP N FFEDOHFEOFEHEN S . DXd OS54 % 172 CYP 2y +ffii CYP3A T&H 5
ZERRENT,

2) DXd @ CYP HFHE(xtd BEEVER (in vitro)
b MFI 7 1Y —21281F 5 CYP1A2, CYP2B6. CYP2CS8, CYP2C9. CYP2C19, CYP2D6. &% U* CYP3A
IEVEICRT % DXd OFREEM (ICs ) 1X. LA rFa—2a ORECH»DLT, Wi
50umol/L £ Y @72 Z &5, 50umol/L D FE F TR K ORFRMEFRIBLEEIL E HICH S 720
ZENTRE I NI,

3) DXd @ CYP3A4, CYP1A2 R U CYP2B6 IZ*t9 2FEEMA (in vitro)
RF—3 Bl ko g R e AR S T DXd © CYP3A4, CYP1A2 KO CYP2B6 (2% % i iElE
HERF LIz L 2 A, DXA 13ME Lz fmiRE T 5 30umol/L & T, CYP3A4, CYP1A2, & (O} CYP2B6
@ mRNA R ORBAETEIC T 2 FENEH 2 RS eh o T,
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QG)EEEROEERUVEDEE

BRI AN

HRBYDOEEDERRVEMLL., FELE

7. B

VIA.2)ERRERER CTHRBIN-OPRE] S

i

<gT—%2 (H)IL) >

B TOREE =7 A (16 12 [UC] ik N T AV X~T TNT AT H % 6.4mglkg O 5 & T
HBEEFIRNE G L& &, 5 14 B ETIZ, &5 L7EHBEEED 86.0% (JRHHEIEER 18.7% ., FEH PR3
67.3%) MIEPIH SRS 7z 39,

WTICEBW T B S 7-ME— O B IE DXd Th -7z 39,

<#gYT—% (Svh) >

8. k

It FOMEMET » b (3 ) 12 4C-DXd % 1mglkg O 5B CHETMRNGE G L7 L% 5.7 AR ET
12, 5 LB E D 97.6% (R THkilt=R 27.2% . HriHEIER 70.4%  IRA THEIEE 0.1%) 2Rk SHL7e,
7. IS =2 — LR LR FORES v b (3 5) 12 14C-DXd % 1mglkg O 5 ik T HEIFHIRA
L7 E &, B2 A% ETIo, 5 LD 96.3% (FLIF PRI 71.6%. JRIHEISE 21.9%. %
IR 2.7%) AVHRIE S AL7= 99,

DTS BT b R S AL AR MR S5 DXd Tl o 72 9,

SURR—A—IZET H1EHR

(1)“C-DXd D&RE b T > RAKR—% —(2 & BHIZRER (in vitro) 10

OAT1, OAT3, OCT1, OCT2. OATP1B1. OATP1B3, MATE1l, XU MATE2-K #4179 % 14C-DXd O H
0 iaF A BARHIHERI OFE T XUIIEFEE T T, 206D b T o AR —F —OFBUHIIL A VTR L7z,
P-gp 2O BCRP %413 % 14C-DXd Ol flaiait %, HEE:# Caco-2 Mz W CFHE L 7=, £7-. BSEP
Z 4 L7z 14C-DXd DHLY iAF % ATP OAF(E T XITIEFFAE T T BSEP 23881 L 72~ 7 v % FVCRfAl L
7o

kT o AR — & =R BN 2 T s R I A=) AEH (Michael’s constant: Km) & U KX
I X, OATP1B1 Tl 13.3umol/L 2 O 252 pmol/mg protein/min, MATE2-K “CiZ 19.0umol/L % T 240
pmol/mg protein/min T&H - 7=, OATP1B3 (2 2>\TliE, WV iAA Y U T T 2 A% 0.3umol/L LL_E D E Tha
g 2z R Liz7z), Km (3ARBR THWZIRE X VIRV EE 2 bhniz, —J . OAT1, OAT3, OCT1,
OCT2, MATE1, &O'BSEP %4 L7k i3idd bz o7z, S5, Caco 2 il Tl 4C-DXd @ P-gp
J O BCRP %A1 L7 7 PRt 3 38D H a7z,

PlEofER X v, DXd L, OATP1B1, OATP1B3, MATE2-K, P-gp. X U'BCRP ORE L 725 Z L 23R
Sz,

(2)FEE AT MR Z AL = “C-DXd DR Y AH b 5V RR—E—DREE (in vitro)

RF—3 FldkoFfit e MFHiiaf <, 14C-DXd (IR 1lpmol/L) % OATP1B1/1B3 fHEH] (V 77 v
V) AFAE T XUTIHEHFIET TA o Fa_X— F L7=#%, BVIAR[EA2Z Y7 7 A (intrinsic uptake clearance:
CLuptake) ZH M L7z, 14C-DXd OFHIIEA~DE Y ARV L=, OATP [HEAICTHL Y 77 B
> (150pumol/L) % 4C-DXd DOAFMIfREL Y AAEE D &8, Cluptake (XY 7 7 & BV VIETRE FITkE~
1/3.18~1/2.29 (2B L7z,

LLEOFER L Y DXd OFELY iAAIZIZ OATPIB 8B 545 &5 2 bz,
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(3)“C-DXd DEIE b 5V RAR—F —[Z & BEEHER (in vitro) D

MRP1, MRP2, & O*MRP3 %4 L7- 4C-DXd OHL Y iA& % ATP OAFTE F XITFEFIE F T, % MRP 0%
B W HWTEEHM L7z, “C-DXd @ ATP K 7k MRP1 BT 7 L TRO L, X AT 1
~ur (MRP1BHFEA], 150umol/L) OEIMC XL v E Lz, MRP2 & O MRP3 %4 L 7= 14C-DXd D BHZE 7
ATP {KAFPERIE TR D B R0 72,

PLEDFER XY DXd i MRP1 OFE ThH 55, MRP2 XX MRP3 OIE TldZenWZ R E sz,

(4)DXd DE&FE RSV RAR—F2—I1xtT HBEEER (in vitro)

t k OAT1, OAT3, OCT1, OCT2, OATP1B1, OATP1B3, MATE1l, & MATE2-K % /9 % Bk
BOERY AT 5 DXd OEEMIZ. 20 b0 X 7 ORI EZ W THHME L7z, P-gp kO
BCRP (Z%}9 % DXd OFLEEMIL, HER#E Cacor2 Mz AW TR L7, F7=. BSEP ({Z%f7 % DXd ®
FHEIEIL. BSEP R8BI~ 7 L% Fv TRk L 72,

DXd I% OAT1 O OATP1B1 #HE L, ICsofliXZhnEh 12.7 L 14.4umol/L TH -7, —J7, DXd i&
OAT3, OCT1, OCT2, OATP1B3, MATE1, MATE2-K, P-gp. BCRP, & BSEP %[5 L7272 (ICs0
fiE > 30pumol/L),

BHEIC &L HREE
LR L

10HENDERERT HESE

11.

AR L

Z At
AR L
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VI et (B EoEES%) (S 5IHA

VIIl. £ (ERLOZIESE) T3 HER

HH|I%

REEZDEH

A

- =

1.1 RHENE., REFHICHARIGCTEIERBEICEOT, NALFEEREICHALGHE - BREFOEMD L
ET. RHOBRENBEDEHIHENSEFICOVTOAEETHI &, £, BERBICEKISL, BF
XEZORFEIZAFOEMNERVERE I, MEMEMEEODHAER. BEPOIEFHE. ETIC
EoEHFAH S EFICHTHIER ETHaHAL. AREZHTHMLGKRETH &,

12 XEIOBREIZLYEEEMEENH o, RTICESEHNRESNTLNSDT, HRFEREICH
BLEEMEEELTERT S & REPE, HER (FFREE. ik, #2RF) OEZE. THH
LTEIRMEAREAFE (Sp02) BRE. WH X RRERVEE CT REOEREE. BIRE+2TIT5 2 &,
EENROONHRICEBREEZPILEL, BIBRERILEVAOREFQHEULGREZITI &, [7.2,
8.1. 9.1.1. 11.1.1 8]

1.3 AFIZSHMATIC. B CT REAVHEZZER L. MEMEMREDSHIIIBREEN G & R
Li-ET. REDAEZEECHIHS LS &, [9.1.1 5E]

—_

fi#Es -

1.1 RANOBERZ BT > TE, BAALFRIEIC 07 mE - BRRAFFOEMO b & CEEMS A3 8T S5 2%
TWRBH DL END, OB AALFFRIEANHEC TREELZHRE Lz, £, AFOERICHZ> T, fak
P& U TR EMEMRBIC O W T U L7 ECTREEZ/HSL 2 ENEHETH D,

1.2 AHlZ T E NSO R ﬁ% IRBWTC, HEEZEEEMEENSRD LN T, HTICESTEMN S #H
HENTWAHID, FEREEBICHER U2 BRI &BgE L TR 2 &, £, MEREEE, ik, A%
®@%fh®ﬁmﬁﬁmﬁﬁ\%%Xﬁ&ﬁ&@%%CT@E%E%%Z%M#%*k? e M it % A
ZEWRL L, RKFIOEG FIESEEY R AENTHOND X9 REEZRE Lz, AANT L 2 MBS
(R 7 AP BRI e < L TRIRMII 208 U CRELT D ATReMER & 5 2 &b, G T TR, &5
HIFIHIZ D72+ el 2175 Z &,

1.3 KA GOFE LW 25 BT, MEEMEEOASI UIBEERN W L2 ERTHIILDERERTH DL
W, EEBFIARTORE CT AKX NMZ A LE LB X, REZHE LT,

2. ERERB LT DEH

2. 22 (ROBHEICIKEESLAEWNI L)
ARHN D A5t LI BEUE DBEAEE D & 2 B3

R

2. AREIORRSy (RS UTTMAD 1okt L CRBUEDBEED & 2 BE AR 2 &G LA, L0 BB
TERMRET 2B2NDRH D10, KEIZRE LW Lo RRIOFRIAS B OWRIANL TIV.2.(1)BE S
GEMERS) OEERVHEME OEESH,

3. MRERIXRICEIEY HFE L EDER
V2R EHRICEET HEE] 2]

4. RERUVAZICEET 5FE LT NDER
(VAREBRUVUEEICEEST 232 2R
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VI %

etk N EOEES) (S 5IEA

5. EEREXRMIR L TDERH

8.
8.1 MEMMKEN DL LDOND Z 03D 2D DT, AFERRMGHT L OG- Pid, BWARIER (FFUCREE, %k
8.2 ZEEEH=R (LVEF) 2METFT2Z&0RHLDT, KAKREGRMGATNZEE OOEEZHRET 22 L, £

9.
8.3 HHMH N H EOIND ZENH DD T, ARG OG- TIXEHAI MERE LTV, BED

8.4 AFOHEMITHTZ > TiE, AHE—MRAPELUL TNWD FIFTAY AT KRN T AV AT = LB

EELGEREE

ORBAEOHME) Z+c@lg2 L, EMICEIIRMEEFFE (SpO2) Midr., M X At & O
CT REZITH Z &, Fiz, REELU T, MiF~—— (KL-6 %) | BREESESE (PaO2) | Afi
fa SR ENIR e 5 73 e 7= (A-aDOs2) | AlifEHEET) (DLco) SF0MEZITH 2 &, 7ok, W CT Mt
OB OWTL, MREEBOBKNEER L EMOME 2552 L, £, BEICK LT, ¥
JERDY D BN TG, eI EREME=Z2T 5 L0852 L, [1.2, 7.2, 9.1.1, 11.1.1
2]

7o ARG T OER O FBRI « BEESIOS L CETOMERERE (Lo a—%) 217\, BEOD
K& (LVEF OZ&#Eh 2 5ie) = FolcB2 L, IR3E, BEHRHXIEF 2 ko2 L, [7.2, 9.1.2,
1.3 &M ]

K&z +olcBlgd 528, [7.2, 11.1.2 2]

VUL OBMYEZICEETDHZ L,

fRER

8.1

8.2

8.3

8.4

AENZ AW ERNOERRRBRIC W, EEZMEMMZEER (ILD) 23D Hiv, FELICE - T EFI D

HanTe, R A, PR AR RIS RE IS L2 AT & OIS X 2R Z2 I, K OV BLRE O ) 72 AL 23

BETHY, ZNDEEYNCFMT 27208 E Lz, 7B, BRRERICISW T, SN O 72 D IR K # 5

%M LIC CTHMEXIIMRIBEZITY) 2L LHRELE,

AHNZ X D ILD IZPAfe 22 58RI 70 < TR I 208 U CRBLT 2 AlREMEDR & 5

ILD MNZHEZRE R OHEICIESLS U201 3Bk (F—4 v A7 H 202046 A 8 H) . U301 #kEx (7

—XJ > hAT7H 202246 H 30 H) KUNU302# Bk (F—% 4~ hA~7H 202145 A 21 H) TR

7 5.4mglkg 35 iz HER2 Bt O SR BE R 2 38BN ORAIE 5846725 TLD 23 9] THBL

T 5 ECTOHM) OFRMEIX 176 H (FiPH : 33~638 H) ThH-o7-.

ILD MSPHERE B2 OHEICHKS U3 &Rk (F—#F > A7 H 202241 A 11 H) . DB-06 5k
(F—%H> hA7H 20244 3 A 18 H) TAHK| 5.4mg/kg M35 X7z HER2 K3 BUUTB KR O

FANARE ST FFFEFLE B 1T BT 2 R B ORAI 5-BLA 5 ILD 2391 CHBLT 5 £ TOHM) O

JEI% 136.5 B (#PH : 26~835 H) Th-o7e,

ILD MNTHER B R OHEICHESL U206 RfBr [F—% 7> bAT7H 20224 3 A 24 B (FPREfENT) ]

TAKAI 5.4mglkg 35S vz HER2 (ERBB2) &5 1A RGO I/ NaifEE (NSCLC) BHEICBIT S

FEHLRE CRANP: 5-Bi4A 5 5 TLD 239180 CTHREBLT 2 £ CoOHM) o RfEix 67.5 B (&P : 40~207 H)

ThHoT,

ILD MNTHEEB S OHEICHE S J202 R R (F—# Vv bA7H 20194 11 A 8 H) T 6.4mgkg %

BhINT-BEAEICR T 2B (RAIER 58405 ILD 290 THRELT 5 £ TOHM) O JfEx

84.5 H (#iPH : 36~638 H) TH -7z,

KE & AW ENADERRRBR L N~ T A X<~ 7 OEFRRRICBW T, LVEF OETHRED LN TWD
TR E LT,

AFN 2 AN T2 E NS O RFIRFRERIZ I T E Bl (P ek . S B BRI E . B BRSO |

A, /M 72 &) DR BILTWD T ORE LT,

AHENI R T AV AT RN T AV AT 2 hBZ o —RAVEBLTEBY ., BRI A2REL THRE L
NI Y ERZMRTZORE LT,
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6. BENERZEHITHEFICHTLHIE
(MEHE - BERZEOHLEE
9.1 BHHE - BEEZEOHLESE
9.1.1 MEMMEEDHIBEXIITOREROHHESE
M MEMEENREBDUIEE L, SECICELREERH S, [1.2, 1.3, 7.2, 8.1, 11.1.1 Z#]
9.1.2 EEEHE (LVEF) NMETLTUWSESE
LVEF KT 2B ELB8ENLH DL, [7.2, 8.2 &M
913 RO&SLTIMEREDIET IS TNDHLHEE
DAREZFOLEERD LN OIBENRH D, [7.2, 8.2 5]
T NTHA TN CREHRNOBEIED B 5 EE
- W~ O J S FRIRIEE T O B XX ORI D & 2 B
© 9 S ML L IXERE ET 2 EERREIRO H 2 BHF T2 OBEREDO H % BHF
- HBIIREE R CDAEZE, PROVES) ORF UTTOBAERED & 5 B
« T ILESE O B XX E ORI O B % B

fiEER

9.1.1 AAlOEGIZL Y, MIEMEMEENS B IIHEE L, FECICELARERS S Z & BRRBRTIIAT o
A NG Z T L RVEMERMEE ORI & 5 B3, MEMMREZGIFL TV D UTZEDRWDOH 5 E
FHraRBDOBEA L TWEZENLRELE, IO OREICHRET ARICIIICEETDH L,

9.1.2 AAIFEHNIZ LVEF 2MEF L TWAHEEIL, AEIEGICE Y E(LT RN H D Z L0 DHERE LT,
B, BEREEBRTIX. X—2F A > ® LVEF 7% 50% A O BE X RA LTz,

913 7V NIV A7 U URFHNZ G ULE ORNRFEREO & 2 BE L, DEERBO IV Z 7 NIV EE LA
REMEN D D, FTo. —MRAVIC, B~ SRR L 0 DA E 2520 D AREE A H Y . 2o &
IRGE . AREGIZL D LEERBOY A7 NEEDLAEENRSH LB ONDLTORE Lz, KR
BRCIE. 2 ot LAR%, EEZRAREIR, wEREBEOBE ZBRN L T oD RN N L T
W, ZOXIRBETIE, AAIOFKEIZLY LVEF O T, 9 - O AR 2% o 0EEOFRBICEZN
VETHD, £, BILEDS —EOICITDERIK IOV 27 TH Y | DEFERIO Y A7 3@ E 5 AlRetE
MWEZHNDTZOKIE LT,

Q) BHEEERSE

FRE STV

(B)FHRelEERE

9.3 FrigeefEERE

9.3.1 EEDHFHEEEERSE
KRENEMERRT D7 8T FHEAR O EEE AR I A L7 8-SR C o 2 72 | IFHERE R
IH T ATV UFEROMTIRE S ER IS AREMN D D, el EEONFHEREREREY & Xt
G & LT MRRBRITE L T pwy,  [16.4, 16.5 2]

==
=
1.

1) NCI-ODWG (National Cancer Institute-Organ Dysfunction Working Group) ¥z & 5434

fi#Es -

9.3.1 AFIZMHERTHH 7 bT Uk (DXA) O FEHEREIIAEZ A L7 PE T 0 | P RERE
E13 DXd O RELY ERSE D ARERS D, HEEONHEEREEBRF 2 xR & U RRBRIE 5 L
TELT, BEMEPHEL L TWRNWI ENGERE LT,

(4)ETERex BT HFE

94 XJEHEEHTHE

9.41 IHURT 2 ATREVED & 2 ZMEITIE, AFIF G- R Ok 5-1% T » A MIZ B8 TlEE 7 2 20 B0 & DN 51
TRRHTIEICOW TS A 2 &, [9.5, 15.2.2 /]
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VI Z24te (M EoE%s) (4 %5EE
9.4.2 BMIZIX, ARG H R OEKEE% 4 2 ABICBWTARY 7k (2> F—24) 20 CGEFET 2058
MEIZOWTEHBHT S Z &, [15.2.2 4]
fiRER -

94 AHKH DI DXd OF v b ROV IZET 2 BERBR T, OB (V2 dEiings, HEE,

VITKER) kT amMER R ENE Y ( IR2Q)RERESEURAR 2 . £7-. FFRAY =T
T, It T 2 A EFLRLOIRIE - FIAERSORENRREINTNDLZ L, SbIC, KEIZHEKT 5
DXd OWFLEEES M 2 O 72 Y R B 5 B TR OIS s . T v N OB BEE AV /MR ER T0
EARMNRO LN P LR ELE ( [R2Q)EEEURR 1)
LEED, DXd LD E 7 AY X< T ORHEND | IEIRT 2 FREMED & 5 ik, ROVt S— N — iR
THARMEDH D BT, BE~OAREIOFBELRET D720, ARG R OB G T %, —EHIRE
UIBHTE 21T O MBENRH D LB 2, KEEZRE LTZ, AEERGHE TH OB & U<, SR 25 T herE
D&HLHLEMEL, BEOEGENGD7 S T 5 AML Zeth/— M —03lm, G4 L TV 2 AraetE XX
IRT D AIREMED & 2 BYEIL, EEBEOERG AL 4 » AREZELETHZ L, Ik, #EHTHIMH
(oW, TEEG O GICBE T 2RO MLBEEEICBT 2 0 A & 2 A2oW T (BRASKSER 0216 6
15, ALK 0216 5 15) | 2BICHH L (ot 5XIRAIO N +6 » A, Bk 5xFH DY
BH+3 5 H) .

(5)4E 5%

9.5 1Fi%

Igm SOATIEIRE L WD B RIREMED & B LoMEICiT IBIR L OB REN R M EZ LR 2 L S A58 IC DR
BeHTBH5ZL, BLHER2PURTH D T AV X< T &5 LI TRICEAKBD B RE - L ORERDH B,
F7o, FKIBD AL UTRER T, BBIE - BAEROB AR, RIEREERIE, HrA R g aEeERE, IR
DIIEEARERRD b, HEICESTFILRE SN TS, AR EEKT DD 7 T v U FERo
B THHA) /T H 2 AVTEWER (T > b UHF) ICBW T RFEENRE ST 5, [9.4.1
2]

#

9.5 HERHZI LTl BRI COM ML < DN #E B L CAEERE LT, b7 AV Xv 7 Tl
KERHT AT 5 B R RO ~OWBAME SN TV 2 L, SbIc, AAZHMKT 5 DXd ORETH
BA Y 9 OFHRRPEAT 71055 % | R SUTALIR L T2 RO & 5 T 1L, 10 LA
AEPEDSfEIRIEE BB L HIBT S N BN OME 5T 5 T NI B2, REERE LT,

(6)i25L18

0.6 B3I
FRLLAVZ L BE LV, b N CORIBTICHT 57— 5 1272078, # HER2 HilkCh o b5 2
R T h B BER (=274 FL) 1ZB0T, LI~OBITREE STV 5,

fEER -
9.6 RILMIZH L TiE, FARRER COMMFNILI <, HEOEREZ B/ L CARHEARE Lz, AF e Mt
WBATT 20 EDEIARHATH LN, hTFTAY AT KODXd DHEETHLA YV /7 H 2 Tidk, BiERT
LI ~OBITHRRO BN TND 9, o T, KRNI ~BATT DA IREMNH Y . LA E L7 7L~
BRARET DIl h, BARICERET 25613, A LRV I EREE L,
(7)hR
9.7 /NR
INREEZ G & LT BRI LT L TR0,

fi#Es -
9.7 /NREEZ %G L U BRI L TE 5, LML L TWRWZDRE LT,
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VI 2zttt (B EokEgss) (CBd5HA

(8)=#rE
BIE STV

. HHE{ER
(WHRZS L ZDERA
BE STV
Q)RR L ZTDERH
BE STV

. BIHER

11. Bl{EFA
ROBWERR S LD Z LN DHDT, BIELZ+HIITH., BEDRBDONZGEICITREGEZP TS
7 EE) R B AT O &,

fi#Es -

1. BIEARBRT, U201 RABR, U301 &5k MK O U302 BRIZ I\ CTAHK 5.4mglkg 23#% 5- X 7= HER2 Btk
DL U303 kR CAHAI5.4mg/kg 25 % 5 &S 72 HER2 K FEHL O L B84 . DB-06 ik TAA 5.4mg/kg
NP E Sz HER2 B BLUUIBIRFE B O B3, U206 R CAAl 5.4mg/kg N5 Sz HER2
(ERBB2) & 1EHEMED NSCLC BF (PRIMHTHER) | KON J202 3ERIZI UV TARAl 6.4mg/kg 23 #%
b 7= HER2 Btk oo BB OGRS & 5e#l L7z, %3k CTCAE Grade (3, Ver 5.0 Z Hv»
7o 7eB. BWERRBIEOAFI ORI, i, &GP IEEET IVARERVASICEEST 538 0HES
sz &,

(EXZEIER & MEAER

1.1 EXGEIER

11.1.1 FEEMEMEER (10.4%)

BERBEMEMERENH SN ZENHY . BEICE-SHbMESNTND, BENBD LN
LA, ARIOFE &2 IR L, FERZR BRI U7 EAR & S F LEICE U CHER CT M.,
MG~ —H—FOMELFERT 5L & HIT, BIFLERLVECAOREGFEOEYRAEZITH Z L,
[1.2, 7.2, 8.1, 9.1.1 &#]

11.1.2 BfEIH (56.1%)

LR EREO A (87.2%) . Al (29.2%) . EMEREDED (28.9%) . i/ MREED (21.8%) .V
VRERERRY (10.1%) . FEEEAF TP ERBAE (0.9%) . LMERBAE (0.1%) B Hbhbd &
Db, [7.2. 8.3%MH]

11.1.3 Infusion reaction (1.4%)

% @ Infusion reaction 3% b LN HEITIIAA O G ZE GIZH L L, BEUIRLEZITI L &b
2, SERDEET 52 E TREORELZ FoICBETL L, (7.2 5]

fi#Es -

1M1 FICEEBSLEZBEWEMICOWT, + 2Bl K ONE DI 72 308 2R3 72 OIZFRE LTz,

11.1.1 MEMEMES
B AR RBRIC B W CHEERAEFER T Grade 3 L EOFEHEENREINTND 2 E0nE, +o7niss
J OGN 72 A& AR 3 72 % E LT, RWERZBIERIT, MEMEMZER (ILD) MNSHEZERICL VAR
HEBEDH 2 ILD &HIE S AV IEF OFIA 2 Fed L=,
ILD @ Grade Z & OFBEURPLUILL FDO LB TH D,
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VI Zzs4efh (B EoiEEss) (CBId 5HA

ILD OFEBFIKR =D - U201 R, U301 BHER KR U U302 iXBR (HER2 ISitElEEE)

CTCAE Grade
R 1 2 3 4 5 7+

U201 | & (N=184) 3 (1.6) 8 (4.3) 0 1 (0.5) 2 | 3 (1.6) 15 (8.2)
B | AN (N=30) 3 (10.0) 4 (13.3) 0 0 0 7 (23.3)
U301 | & (N=404) 11 (2.7) 26 (6.4) 3 (0.7) 0 2 (0.5) 42 (10.4)
AR | BARA (N=45) 4 (8.9) 1 (2.2) 1 (2.2) 0 0 6 (13.3)
U302 | &k (N=257) 7 (2.7) 18 (7.0) 2 (0.8) 0 0 27 (10.5)
B | pARA (N=36) 4 (11.1) 4 (11.1) 0 0 0 8 (22.2)

n oo
T—X v A7 H:20194 3 A 21 A (U201 56&%) | 2022 46 H 30 H (U301 k) | 2021 4F 5 A 21 E(({I)soz

A1) ILD MNPHEEREB R OHEICE S,

A 2) U201 B 1 flix, MERAEOFEFREZRI L, TOBEE Lz, RIENRTAFRRFERE S T ILD Ml
YEEBDT L AR AEOEEE Y EIL Grade 4 Th o722, FDOHOEHET Grade 5 ITEF S, Y
HBREOFETIZILD I 5 b0 LHE ST,

ILD OFEFIKR® : U303 iAE8R (HER2 EFIRFLEESE)

CTCAE Grade
BRI 1 5 3 . 5 =
2K (N=371) 13 (3.5) 24 (6.5) 5 (1.3) 0 3 (0.8) 45 (12.1)
HAN (N=56) 10 (17.9) 5 (8.9) 0 0 0 15 (26.8)
n (%)

=Ky hAT7H 202241 H 11 B
) ILD MSPHEZR RS OHIEICHES L,

ILD mFIFIKiR® : DB-06 888 (HER2 EFEBRIFBERRILIEERE)

CTCAE Grade
BETER . 5 3 , 5 P
2R (N=434) 7 (1.6) 36 (8.3) 3 (0.7) 0 3 (0.7) 49 (11.3)
HAAN (N=35) 2 (5.7 4 (11.4) 0 0 1 (2.9 7 (20.0)
n (%)

FT—4Hv A7 H:2024F 3 H 18 H
) ILD MSPHELR RS OHEICHEK S,

ILD OFI|KR® : U206 RER [HER2 (ERBB2) &IFZEMBE NSCLC B&]

CTCAE Grade
BRI 1 5 3 . 5 =
2K (N=101) 3 (3.0) 2 (2.0) 1 (1.0) 0 0 6 (5.9)
HAN (N=37) 1 (2.7) 0 0 0 0 1 (2.7)
n (%)

F—FHy AT H 202243 H 24 B (PN
) ILD MSPHER B S OHEICHK S,

(£%) ILD OFIFKR® : U206 ;AR [HER2 (ERBB2) E=FZEREMRM NSCLC BE]

CTCAE Grade
BEm 1 2 3 4 5 7t
£ (N=101) 4 (4.0) 7 (6.9) 1 (1.0) 0 1 (1.0) 13 (12.9)
AAN (N=37) 1 (2.7) 4 (10.8) 0 0 0 5 (13.5)
n (%)

F—2Hy AT H 20224 12 A 23 B (FEfEHT)
) ILD N2 HER B OHEIZIES L,
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VI 2zttt (B EokEgss) (CBd5HA

11.1.2

11.1.3

ILD ORJIKR® - J202 iHER (HER2 514 BEEE)

CTCAE Grade
BETER . 5 3 , 5 =
2K (N=125) 3 (2.4) 6 (4.8) 2 (1.6) 1 (0.8) 0 12 (9.6)
HAAN (N=99) 3 (3.0) 5 (5.1) 2 (2.0) 1 (1.0) 0 11 (11.1)
n (%)

SF—42Ky hAT7H 2019411 A 8 H

) ILD MSPHEZR B S OHIEICHES L,

B REHNH

R B IZ B W TE RIS OBWERANEOD BN TWAL Z EMNBERTE L=, FHEMENI S 2 F5 03
BURIIFLLTO B TH S,

BEEHNHI DR IRKR
k) U201 7Bk | U301 3Bk | U302 7Bk | U303 3k | DB-06 76k | U206 R | J202 7Bk
(N=184) | (N=404) (N=257) (N=371) | (N=434) (N=101) | (N=125)

B R 83 (45.1) | 214 (53.0) | 148 (57.6) | 214 (57.7) | 236 (54.4) | 57 (56.4) | 100 (80.0)
I ERER A 55(29.9) | 134(33.2) | 110 (42.8) | 123(33.2) | 163 (37.6) | 34 (33.7) | 78 (62.4)
E=gil 40(21.7) | 104 (25.7) | 78(30.4) | 123 (33.2) | 122(28.1) | 29(28.7) | 51 (40.8)
F 1 BRI 36 (19.6) | 77(19.1) | 77(30.0) | 86(23.2) | 101(23.3) | 24(23.8) | 47(37.6)
/R EE A 31(16.8) | 82(20.3) | 64(24.9) | 88(23.7) | 78(18.0)| 18(17.8) | 48(38.4)
U 2 SER BRI D 20(10.9) | 44(10.9) | 25(9.7) 27 (7.3) 41(9.1) 6 (5.9) 27 (21.6)
FEEPELT H BRI E 3(1.6) 0 2(0.8) 1(0.3) 4(0.9) 0 6 (4.8)
LI ER IS i 0 1(0.1) 0 0 1(0.2) 0 0

n (%)

F—XH v hA7H 20194 3 A 21 A (U201 R&BR) . 2022 45 6 H 30 H (U301 #ABR) . 20214 5 A 21 H (U302
ER) . 20224F 1 H 11 H (U303 #ER) . 20244 3 H 18 H (DB-06 #5) . 2022 4F 3 A
24 H (U206 #E) . 20194 11 A 8 H (J202 3XEr)

W) BET s EGL4LE T V—Tb LT,
I R ERERD ¢ ARG . A TP BRI E
i . ~EZ v e, ROEERED, Bif, ~~ 27Uy MEid
M EREGE A+ A M EREGED . BRI G
M/ NREISAD « MRS SR RE
U L RERERIA © U L oRERERE . ) o RERIBDE
R ERIE « Z N — b L (— D AR
PLILERIME « 2 v— b7 L (BM— o HAREE

Infusion reaction

R R FRER I B\ TARA & BIE#EME DTS E T & 721 Infusion reaction OFEBLIAFE® 541, Infusion reaction
IFHEEIZRY 952 EMBERE LT,

U201 38R TAA| 5.4mg/kg 235 7z HER2 Bt O FIEEFE 12T, Infusion reaction && X 5
LDHFERN 184 fil 6 5] (3.3%) IZRBLLTz, TOWNFUL, TEAIZLED BUSD 461 (2.2%., WInh
Grade 2) . I@HBUEMN OWIHRLE 161 (0.6%. WILh Grade 1) ThH o7z,

U301 5Bk TAHAI 5.4mg/kg 235 S/ HER2 B O £ 1238 T Infusion reaction &5 2 5
NDELN 404 Bl 5 B (1.2%) ([ZHBLLT-, TOWNRIE, FEACHES KIS 5 61 (1.2%. Grade 1
23 3, Grade 2 7 2 f5l) ThH o7z,

U302 #lk TAAl 5.4mglkg 3% 5 7z HER2 Bt O3 B 28T, Infusion reaction &5 X 6
NDELN 257 Bl 6 B (2.83%) (ZHHLLT-, TOWNRIT, FEAILHED KGR 561 (1.9%. Grade 1
2 3#, Grade 2 2 2 i) | WWBIEL 1 6] (0.4%. Grade 1) Th o7z,
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VIL.

el (I EoEEs) (BT 5EA

U303 i CAFA 5.4mg/kg 734 5- 4172 HER2 IR B O FLE B 123V T, Infusion reaction & & %

HIVHFRD 371 % 2 4 (0.5%) IZHBLL T2, EOWFRIE, HEHEALRIS2Y 161 (0.3%., Grade 1) |

mEMN1H] (0.3%, Grade 1) ThHoTz,

DB-06 R CTAAl 5.4mg/kg 7% 5 72 HER2 A EL X ITBIK BB O FIEEF 2BV T, Infusion

reaction & & X HALDHELRN 434 HilH 5 ] (1.2%) ZRBLLUTZ, ZONERIL, FEALLED KIS0 5 {4
(1.2%, Grade 1 2% 3 f5l, Grade 2 73 1 i, Grade 3 LL L2 141) Tho7-,

U206 AR CTAA 5.4mg/kg M &5 Sz HER2 (ERBB2) #&in1Z#EP NSCLC HBF 2B\ T,

Infusion reaction & & x HALH FRITHE D b oT0,

J202 R TAAI 6.4mg/kg % 5 S f17- HER2 Btk B 312350 T Infusion reaction & & % Hi

HHGN 125 Gl 2 6 (1.6%) ([ZHB LTz, ZORNFUE, TEAILHED KL 2 41 (1.6%, Grade 1 &

Grade 2 3% 1 i) Th o1z,

T—4K% v ~4A7H:20194F 3 H 21 A (U201 %) | 2022 45 6 H 30 B (U301 %) | 20214 5 H 21 A (U302

ER) . 202241 H 11 B (U303 #E) . 2024 43 H 18 H (DB-06 #&H) . 2022 4 3 A
24 H (U206 #E) . 20194 11 A 8 A (J202 #kEr)

)z ninE{EA
11.2 ZDHOEIEA
30%LL E 10~30% A 10% A5
R R Fi=BSE (37.5%) B, T OPHE. RGBT
TR R SR, RERED E V. HEIR
HibEs L (68.9%) | WEM: (32.8%) | T, {Hf, DNK, IEW BRIEREE, MALAR R, ISR .
. B
J Tk AST #9/n, ALT #5i0 M e Y e s, s ALP
W, y-GTP #4hn. FFréae s
W, NIRRT IF—Y LR,
FFFSREMR A Bw
I 2 RO R, ik, b AGE R
fitig¢
HE B B =R, DEX QT EE,
DA
Z DA, W5 (47.8%) A ARIRGE IRERA, HEKE, KD v
AIfAE, S, FEL KT A
T A RRMERIE, FE. Bk,
M7 V7 F =8
fiRER -

11.2 U201 #BE, U301 #Br, U302 #ABE, U303 B, DB-06 AFk, U206 bR KON J202 R CTO I
SERE LT,
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Vi zzatE (I EoOEES)

(B9 HIEHA

WEIERAZKIRESY . U201 B8 (HER2 [BHEREER)

U201 58k 5.4mg/kg B U201 5£E& 5.4mg/kg B
= E SEE2) (N=184) AN Y £H1E2) (N=184)
BEAMKRSEE BEARE? 25 —F  [J—F3uL. BEANKDFEEAKRE S L—F - [Jo—F3ut.

Fi%k (%) fBil% (%) fBil% (%) fBil% (%)
BIEFARREERE 182 (98.9) 77 (41.8) 5 1 (0.5) 0 (0.0)
BEFES S VHFERE 22 (12.0) 4(2.2) RIRYE 1 (0.5) 0 (0.0)
MR 2(1.1) 2 (1.1) HEREE 49 (26.6) 1 (0.5)
[ 1(0.5) 0 (0.0) EFEED F 9 (4.9 0 (0.0)
HIREZ 2(1.1) 0 (0.0) IS 13 (7.1) 0 (0.0)
TRGE Y 1(0.5) 0 (0.0) GIEbE) 19 (10.3) 0 (0.0)
-MAgAZE 1(0.5) 0 (0.0) TEHR 3(1.6) 0 (0.0)
ik 1 (0.5) 1 (0.5) Kt = 2 — 3T — 7(3.8) 1 (0.5)
NG 1(0.5) 0 (0.0) PERRGE 2 (1.1) 0 (0.0)
WHEE J¢ 1 (0.5) 0 (0.0) WL it 1(0.5) 0 (0.0)
fifi & 1(0.5) 0 (0.0) KM= 2 — 3 — 9 (4.9 0 (0.0)
Nt R 1 (0.5) 0 (0.0) ZF = a— T — 1(0.5) 0 (0.0)
P e 1 (0.5) 1 (0.5) s 1 (0.5) 0 (0.0)
Bl S e g% 1 (0.5) 0 (0.0) RIES 25 (13.6) 1 (0.5)
R Y 2(1.1) 0 (0.0) S 1 (0.5) 1 (0.5)
MBI 1 (0.5) 0 (0.0) A N e 1(0.5) 0 (0.0)
Jiti gy 1(0.5) 0 (0.0) AR R 12 (6.5) 1 (0.5)
AR ANERZ JE S 1(0.5) 0 (0.0) AR v e 1 (0.5) 0 (0.0)
[R] RN AN 1(0.5) 0 (0.0) AR S 2 (1.1) 0 (0.0)
fu BN R EEN 1 (0.5) 0 (0.0) TN 2 (1.1) 0 (0.0)
T D B 2(1.1) 0 (0.0) HRABFR LI H . 1(0.5) 0 (0.0)
E‘I‘{-L%’Iﬁjﬁé:gﬁéiﬂﬂ:ﬂi@%ﬁi% 1(05) 105) 7 3 (1.6) 0 (0.0)
(BB LURY—TEEL) ARG 1 (0.5) 0 (0.0)
S 7K 1 (0.5) 1(0.5) FH 3 (1.6) 0 (0.0)
MEH IV VRREE 59 (32.1) 26 (14.1) vl 2 (1) 0 (0.0)
A1 39 (21.2) 10 (5.4) AR ER R e 1(0.5) 0 (0.0)
He BT P ER S iE 3 (1.6) 3(1.6) EB S UREEE 3 (1.6) 0 (0.0)
[ i ERJRD i 4(2.2) 1(0.5) oy 2 (1.1) 0 (0.0)
U X igE 1 (0.5) 0 (0.0) HAPR 1(0.5) 0 (0.0)
U > BRI E 8 (4.3) 3(1.6) DiREE 8 (4.3) 0 (0.0)
A HP BRI 20 (10.9) 13 (7.1) W7 ey s 1(0.5) 0 (0.0)
M/ N E 8 (4.3) 1(0.5) 9 o MR 4 1(0.5) 0 (0.0)
REREE 1(0.5) 0 (0.0) fE B PASHR 2 1 (0.5) 0 (0.0)
IREE 1 (0.5) 0 (0.0) i 3 (1.6) 0 (0.0)
R#B S URBEE 62 (33.7) 6 (3.3) PSR 1 (0.5) 0 (0.0)
Jii K 4(2.2) 2 (1.1) Bk 1(0.5) 0 (0.0)
ek 1 (0.5) 0 (0.0) mEREE 7 (3.8) 1 (0.5)
B ) T A 1 (0.5) 0 (0.0) B i e 1(0.5) 0 (0.0)
e 7R AE 1 (0.5) 0 (0.0) 153 I 2 (1.1) 0 (0.0)
K7 N7 2 v i 4(2.2) 0 (0.0) K1 E 1(0.5) 0 (0.0)
K U o A gE 9 (4.9 2 (1.1) U o\ NE 1(0.5) 0 (0.0)
&~ 27" % 37 A fE 2 (1.1) 0 (0.0) FAY ek 1(0.5) 0 (0.0)
[:wall SWRZN ki 2 (1.1) 1(0.5) Exal) 2 (1.1) 1(0.5)
&) gL 1 (0.5) 0 (0.0) IR, MIERE & UHEREE 42 (22.8) 2 (1.1)
i 5E 1 (0.5) 0 (0.0) i ¢ 1(0.5) 0 (0.0)
BARIGR 52 (28.3) 2 (1.1) A 10 (5.4) 0 (0.0)
RHEE 4(2.2) 0 (0.0) IR [ 11 (6.0) 1(0.5)
NS 2 (1.1 0 (0.0) 55 VR R R 4 2 (1.1) 0 (0.0)
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VIL.

ettt W B

=

J

=

55) (CBHY 5 IHH

U201 58k 5.4mg/kg B U201 5£E& 5.4mg/kg Bf

BEAANE BARE e BEAANE RAE ey

8 = £UL—FK: [JL—K3LE: 7 = £UL—F: |[FL—K3LE:

Fi%k (%) fBil% (%) fBil% (%) fBil% (%)

g 13 (7.1) 0 (0.0) B IR 1(0.5) 0 (0.0)
1R P 5 (2.7) 0 (0.0) VAR 1 (0.5) 0 (0.0)
P 1 (0.5) 0 (0.0) JVH BV RE 1(0.5) 0 (0.0)
S Hp 1 (0.5) 0 (0.0) WEEJE ENIEIE 1(0.5) 0 (0.0)
fifilig o 9 (4.9) 1 (0.5) ta R FRE 1 (0.5) 0 (0.0)
i) 1 (0.5) 0 (0.0) HERRBLUHEHERES 20 (10.9) 0 (0.0)
PR A4S 1 (0.5) 1 (0.5) B iR 5 (2.7) 0 (0.0)
1 e R SR 1(0.5) 0 (0.0) R 3(1.6) 0 (0.0)
BREE 158 (85.9) 21 (11.4) e 1(0.5) 0 (0.0)
AN PR 1(0.5) 0 (0.0) i e 3(1.6) 0 (0.0)
I 5T e i 3 (1.6) 0 (0.0) AR T 1 (0.5) 0 (0.0)
20 11 (6.0) 0 (0.0) 5 PR 8 (4.3 0 (0.0)
L REE 6 (3.3) 0 (0.0) VU i 5 2 (1.1) 0 (0.0)
T 7 2R 1(0.5) 0 (0.0) i A i 1 (0.5) 0 (0.0)
{8 33 (17.9) 0 (0.0) FHETR 1 (0.5) 0 (0.0)
T 40 (21.7) 2 (1.1) BH L URBES 4(2.2) 0 (0.0)
PN RS 4(2.2) 0 (0.0) AR 1 (0.5) 0 (0.0)
HIEARR 17 (9.2) 0 (0.0) PRI EIE 1 (0.5) 0 (0.0)
e T e 4(2.2) 1 (0.5) HER 1 (0.5) 0 (0.0)
537 3 (1.6) 0 (0.0) PREA 1(0.5) 0 (0.0)
B A TR R 9 (4.9 0 (0.0) ERRBLVIEES 3 (1.6) 1 (0.5)
THALAR 1 (0.5) 0 (0.0) L 1(0.5) 0 (0.0)
PR 1 (0.5) 0 (0.0) AHLAIA 7% 2 (1.1) 1(0.5)
Hitz 1 (0.5) 1 (0.5) —#% - 2EBES S TREHEIOKE | 114 (62.0) 12 (6.5)
I 1 (0.5) 0 (0.0) )9 21 (11.4) 2 (1.1)
P PRTE S ik 2 (1.1) 0 (0.0) B 3(1.6) 0 (0.0)
L 140 (76.1) 14 (7.6) T 81 (44.0) 9 (4.9)
A WEPIR 2 (1.1) 0 (0.0) 1Rk 1(0.5) 0 (0.0)
iR SIHES 2 (1.1) 0 (0.0) A VTN PR 1(0.5) 0 (0.0)
O FN B 1 (0.5) 0 (0.0) (orsy 5 (2.7) 0 (0.0)
AN 22 (12.0) 2 (1.1) HEEDJE 11 (6.0) 0 (0.0)
Mgk 78 (42.4) 6 (3.3) N 2 (1.1) 0 (0.0)
ORI 1 (0.5) 0 (0.0) A M N 5 (2.7) 0 (0.0)
EALBE 1 (0.5) 0 (0.0) P 1(0.5) 0 (0.0)
FREREE 1(0.5) 0 (0.0) FEEN 6 (3.3) 0 (0.0)
e 1 (0.5) 0 (0.0) HLJRAE 2 (1.1) 0 (0.0)
BEBLUR THEBES 97 (52.7) 1 (0.5) TEENRABIR T 1(0.5) 1(0.5)
it B AiE 85 (46.2) 1(0.5) ERGEVE 1(0.5) 0 (0.0)
SIERRBR R 2 (1.1) 0 (0.0) TR AL ARITRE 1 (0.5) 0 (0.0)
Bz R 7(3.8) 0 (0.0) BRERAEE 73 (39.7) 28 (15.2)
HUBE 1 (0.5) 0 (0.0) TI=VTR) T VAT 2 TP 14 (7.6) 1(0.5)
BURIL EIE 1 (0.5) 0 (0.0) TARGRVETI) MU A7=5—¢8M | 19 (10.3) 1(0.5)
R 8 (4.3) 0 (0.0) M e UL e s 8 (4.3) 0 (0.0)
AT SIS 1 (0.5) 0 (0.0) 27 V7 F =8 1(0.5) 0 (0.0)
Z D PEIE 3 (1.6) 0 (0.0) 1 LR K SREE SR BN 2 (1.1) 0 (0.0)
B 7(3.8) 0 (0.0) DER QT TR 7(3.8) 1 (0.5)
SN ZSINIEL 2 (1.1) 0 (0.0) y=INEINET VAT =T =PI 2 (1.1) 1 (0.5)
FE 1 (0.5) 0 (0.0) ~v Uy M 2 (1.1) 0 (0.0)
B i o 3 T 4(2.2) 0 (0.0) ~ES T e UED 2 (1.1) 0 (0.0)
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VI 724t (EH EoEES:) ([CBd 5HEE
U201 5XB& 5.4mgl/kg B U201 5E& 5.4mglkg
ERIK S i (N=184) S, - (N=184)
BEAMKSFE A EAREY S L—F - [Jo—F3ut. BERKNFE A EARFEY 2 L—F . [L—F3uL.
Fi%k (%) B (%) B (%) B (%)
U o EREOEAD 18 (7.1) 5 (2.7) b e R= N 1 (0.5) 1(0.5)
U L REREEE N 1 (0.5) 0 (0.0) b= T HN 3 (1.6) 1(0.5)
I R AR 36 (19.6) 18 (9.8) M7 D U RAT 7 &2 —EHIN 4 (2.2) 0 (0.0
iR b 23 (12.5) 5 (2.7) [P RERR A 5 2 (1.1) 0 (0.0)
AR I ER AR D 1(0.5) 0 (0.0) BE. DEBLVLEEHE 6 (3.3) 0 (0.0)
IRERA 8 (4.3) 0 (0.0) I A e - 1 (0.5) 0 (0.0)
I 1 BRHGR 32 (17.4) 8 (4.3) HEANITPE D KR 4 (2.2) 0 (0.0
IR SRk 2(1.1) 1 (0.5) o ST 1 (0.5) 0 (0.0)
W) RLERGERREGERS (F—F v AT H 201943 H 21 H)

1 2)
L7,

WEERAFIFERTY . U301

B (HER2 [GHEELEERSE)

ICH [EIFs=H#EAIFEE A AGER (MedDRA/J Ver. 20.1) | IZE-5&, #FERIKSIE (SOC) 2% L,

S BIEATE (PT) Zic#lt

U301 EER  ANHIEE U301 5B AHIEE
B E ERIE2) (N=404) = 4N SHIE2) (N=404)
BEAMKRSE A BEARE? 25 —F [J—F3uL. BEANKDFEEAKRE S L—F - [Jo—F3ut.
BIE (%) Bil% (%) Bil% (%) fBil% (%)
BElEARRHHRE 394 (97.5) 167 (41.3) A, 1(0.2) 1(0.2)
BRRAE 5 & VB L REE 39 (9.7) 7(1.7) BR 2 MR L 10.2) 0 (0.0)
[Efiitna 1(0.2) 0 (0.0) 1. BRIB i 23 (5.7 6 (1.5)
A g% 1(0.2) 0 (0.0) U o EidR 1(0.2) 0 (0.0)
EN =S T 1(0.2) 0 (0.0) U > SERBAE 17 (4.2) 7 (1.7
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#1525y 2 (0.5) 0 (0.0) DEREE 10 (2.5) 2 (0.5)
2 O 1(0.2) 0 (0.0) Lo ) 1(0.2) 1(0.2)
RSy 1(0.2) 0 (0.0) HERET vy 1(0.2) 0 (0.0)
AHRAE 4 (1.0) 0 (0.0) T ey s 1(0.2) 0 (0.0)
U B R—iEuk 1(0.2) 0 (0.0) GHNES 3 0.7 0 (0.0)

HRRES 104 (25.7) 5(1.2) TRAPERRAR 1(0.2) 0 (0.0)
USUREEN 3 (0.7 0 (0.0) SR 1(0.2) 0 (0.0)

= 1(0.2) 0 (0.0) FEEMREA S 1(0.2) 0 (0.0)

SRR 1(0.2) 0 (0.0) A b L AMHE 1(0.2) 1(0.2)
VSR 1(0.2) 0 (0.0) mEEE 18 (4.5) 1(0.2)
EEIEE 1(0.2) 0 (0.0) i fE 1(0.2) 0 (0.0)
EEED F 14 (3.5) 0 (0.0) e ML 2 (0.5) 1(0.2)
AR F 2 (0.5) 0 (0.0) R if 2 (0.5) 0 (0.0)
LG 1(0.2) 0 (0.0) AN ATy 2 (0.5) 0 (0.0)
S RN 28 (6.9) 0 (0.0) HAH R 1(0.2) 0 (0.0)
HHYF 27 (6.7) 1(0.2) iR 1(0.2) 0 (0.0)
SRR 2 (0.5) 0 (0.0) 1ECY 9 (2.2) 0 (0.0)
FEAR 4 (1.0) 0 (0.0) il RN el 1(0.2) 0 (0.0)
i3 1(0.2) 0 (0.0) HIFI AT 1(0.2) 0 (0.0)
KR = 2 — 1 S F— 10 (2.5) 10.2) FEIRER. MIERE K UHtFRES 97 (24.0) 9 (2.2)
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- PR 1(0.2) 0 (0.0) Jifi e 1(0.2) 0 (0.0)
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BYES/S 1(0.2) 0 (0.0) T2 2 (0.5) 0 (0.0)
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ARNI11R s 2 =17 1(0.2) 0 (0.0) FH - RIEFIRAT R AR 7 (1.7 1(0.2)
HILRE 26 (6.4) 0 (0.0) liR2 1(0.2) 0 (0.0)
W R 1(0.2) 0 (0.0) AR A SO 1(0.2) 0 (0.0)
B 2 (0.5) 0 (0.0) 9 16 (4.0) 0 (0.0)
EES 6 (1.5) 0 (0.0) SRERE 1(0.2) 0 (0.0)
HEE R 8 (2.0) 0 (0.0) W% 16 (4.0) 0 (0.0)
TH b 1(0.2) 0 (0.0) bR INITR S IN & 3 0.7 0 (0.0)
P HH afn, 1(0.2) 0 (0.0) TR R f& 2% 1(0.2) 0 (0.0)
I 1fn 1(0.2) 0 (0.0) B 1(0.2) 0 (0.0)
AR 1(0.2) 0 (0.0) Bz &t 8 12 (3.0) 0 (0.0)
H ZEPTEIE TE L 2 (0.5) 0 (0.0) B JEIRAE 1(0.2) 0 (0.0)
LTI 277 (68.6) 26 (6.4) < HARRRGE 1(0.2) 0 (0.0)
e T 1(0.2) 0 (0.0) E . LR 1(0.2) 0 (0.0)
B RO i 1(0.2) 1(0.2) HLSUAE 1(0.2) 0 (0.0)
RIESR 2 (0.5) 0 (0.0) TR 2 (0.5) 0 (0.0)
1 JE 9 2 (0.5) 0 (0.0) SRR B 1 (0.2 0 (0.0)
LyFrs 1(0.2) 0 (0.0) JNEEME 1(0.2) 0 (0.0)
iR SIHES 1(0.2) 0 (0.0) B & E 1(0.2) 0 (0.0)
A% 38 (9.4) 2 (0.5) RS 4 (1.0) 0 (0.0)
A 2 (0.5) 0 (0.0) B B 1 (0.2 0 (0.0)
Ex e 1(0.2) 0 (0.0) HBUZAL 1(0.2) 0 (0.0)
Lkt 1(0.2) 0 (0.0) BEERS S UHEHBES 46 (11.4) 0 (0.0)
Mgk 131 (32.4) 11 (2.7 RAER 13 (3.2) 0 (0.0)
5 HH . 1(0.2) 0 (0.0) HHEE 5 (1.2) 0 (0.0)
EE R 1(0.2) 0 (0.0) e 1(0.2) 0 (0.0)
3l 1(0.2) 1(0.2) B H AR 1(0.2) 0 (0.0)
o e 1(0.2) 0 (0.0) A 9 (2.2) 0 (0.0)
FRREREE 20 (5.0) 1(0.2) KT 10.2) 0 (0.0)
MBI 5 - 1(0.2) 0 (0.0) (INERShi] 2 (0.5) 0 (0.0)
JFRE 2 2 (0.5) 0 (0.0) 5 P 13 (3.2) 0 (0.0)
SRR 1(0.2) 0 (0.0) 0 S 6 (1.5) 0 (0.0)
EE UL S E 8 (2.0) 1 (0.2 BHLURBEE 5(1.2) 0(0.0)
B 1(0.2) 0 (0.0) HE AR P S 1(0.2) 0 (0.0)
JF R 1(0.2) 0 (0.0) REGE 1(0.2) 0 (0.0)
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JHF i B A 3(0.7) 0 (0.0) JREFLH 1(0.2) 0 (0.0)
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T AT 2 —PiE 3 (0.7 0 (0.0) EBERBLVIAEEE 6 (1.5) 0 (0.0)
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Bk 1(0.2) 0 (0.0) y = INE IV RT U RT 27— 15 (3.7 4 (1.0)
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LD JESiE 14 (3.5) 0 (0.0) U 2o SERE 28 (6.9) 10 (2.5)
KRRV 10 (2.5) 0 (0.0) I BR AR 78 (19.3) 42 (10.4)
YE I 1(0.2) 0 (0.0) DR & el 48 (11.9) 4 (1.0)
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=Rz 1(0.2) 0 (0.0) AR M ERE D 1(0.2) 0 (0.0)
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77— 1(0.2) 0 (0.0) M7 A YRAT 7 &2 —EHi 17 (4.2) 1(0.2)
TARGRUGT I ) b T A7=F—PHM | 55 (13.6) 3(0.7) FFmeEsE LA 1(0.2) 0 (0.0)
AEe U N 1(0.2) 0 (0.0) DERMZE 1(0.2) 1(0.2)
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H1) F—FHy bATH 202246 A 30 H

¥ 2) [ICH [EFEEIRAGESE HAGER (MedDRA/J Ver. 25.0) | IZES&, SREBIKSIE (SOC) (2L, S HICHEARE (PT) #Rddk

L7z,

—144—



VI 2zttt (B EokEgss) (CBd5HA

WE|ERAZIERTY - U302

B (HER2 [GHEELEERSE)

U302 B AFIRE U302 iKEx AFIEE
. ; xil ) (N=257) IR o) (N=257)
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R R e 1 (0.4) 0 (0.0) liw: =N RTH 4 (1.6) 0 (0.0)
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TR 1(0.4) 0 (0.0) AL D F 2 (0.8) 0 (0.0)
mMAEB LV VREE 97 (37.7) 32 (12.5) BRE R4 12 (4.7) 0 (0.0)
A1 77 (30.0) 15 (5.8) TADh 1(0.4) 1(0.4)
FEBNPELT H BRI E 2(0.8) 2 (0.8) TET 23 (8.9) 0 (0.0)
[ i ERJRD i 22 (8.6) 2 (0.8) SR SRR 1(0.4) 0 (0.0)
U 2 SERB 14 (5.4) 4 (1.6) EAR 1(0.4) 0 (0.0)
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M/ N E 13 (5.1) 1(0.4) FRRIR 2 (0.8) 0 (0.0)
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&V i 2(0.8) 0 (0.0) TR 1(0.4) 0 (0.0)
7 v — /L 1(0.4) 0 (0.0) R PR 1(0.4) 0 (0.0)
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AR 2(0.8) 0 (0.0) N5 A R g 2 (0.8) 0 (0.0)
ARM 2(0.8) 0 (0.0) 51 e i 9 (3.5 0 (0.0)
VAN 1(0.4) 0 (0.0) lii-20) 14 (5.4) 0 (0.0)
JEAUE 1(0.4) 0 (0.0) TFREFR 1(0.4) 0 (0.0)
AN 1(0.4) 0 (0.0) L REE 19 (7.4) 1(0.4)
Fl 2(0.8) 0 (0.0) mpYmp=2/ 1(0.4) 0 (0.0)
i N7 . 1(0.4) 0 (0.0) 7 7 &R 1(0.4) 0 (0.0)
IR AR IRA AR 1(0.4) 0 (0.0) HE% 1 (0.4) 0 (0.0)
ER L URKRES 7 (2.7) 0 (0.0) K% 1(0.4) 0 (0.0)
B 1 (0.4) 0 (0.0) Y 58 (22.6) 0 (0.0)
[EILREEIEIN 4 (1.6) 0 (0.0) T 61 (23.7) 1(0.4)
R 1(0.4) 0 (0.0) e 5 (1.9) 0 (0.0)
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M7y s 1 (0.4) 0 (0.0) (ERESTERURY T b/ 9 (3.5) 0 (0.0)
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WE7ay s 1(0.4) 0 (0.0) o A o 3(1.2) 0 (0.0)
TRPERIR 2(0.8) 0 (0.0) Fik% 1(0.4) 0 (0.0)
TRPEAE R 1(0.4) 0 (0.0) 1A R 1(0.4) 0 (0.0)
AR 1(0.4) 0 (0.0) iz 1(0.4) 0 (0.0)
D EVEIISMIHE 2(0.8) 0 (0.0) I IR 1(0.4) 0 (0.0)
mEEE 14 (5.4) 1 (0.4) P PRSI Ak 8 (3.1 0 (0.0)
M EZEE) 1(0.4) 0 (0.0) RN 187 (72.8) 17 (6.6)
AL 2(0.8) 0 (0.0) W T 1(0.4) 0 (0.0)
i I 5(1.9) 1(0.4) e AR ek 1(0.4) 0 (0.0)
LS iINER 1(0.4) 0 (0.0) A IFENm 1(0.4) 0 (0.0)
e NL A A 1(0.4) 0 (0.0) 7 JE P 1(0.4) 0 (0.0)
[R5 1(0.4) 0 (0.0) JLFS )& PR 1(0.4) 0 (0.0)
U SR 1(0.4) 0 (0.0) LG H 1. 1(0.4) 0 (0.0)
TR R AR 1(0.4) 0 (0.0) RS EZ 1(0.4) 0 (0.0)
1ETY 3(1.2) 0 (0.0) 0% 35 (13.6) 2 (0.8)
R RS . ERE & UHERES 65 (25.3) 1(0.4) I 1(0.4) 0 (0.0)
MK 8 (3.1) 0 (0.0) M - 113 (44.0) 4 (1.6)
M iz A5 1(0.4) 0 (0.0) JLFS H i 1(0.4) 0 (0.0)
I8 ) S8 10 (3.9 0 (0.0) AR 4 1(0.4) 0 (0.0)
& 20 (7.8) 0 (0.0) DA PR 1(0.4) 0 (0.0)
& 1, 1(0.4) 0 (0.0) 7 H 1. 1(0.4) 0 (0.0)
Leo< b 2(0.8) 0 (0.0) H SRS S A 1(0.4) 0 (0.0)
VR PR A 11 4.3 0 (0.0) FERRYLE i A & 1(0.4) 0 (0.0)
Bk 1(0.4) 0 (0.0) 1PN 0 st 1(0.4) 0 (0.0)
JitifigZ¢ 18 (7.0) 1(0.4) FREERES 15 (5.8) 1(0.4)
TR Nk 1(0.4) 0 (0.0) BT 5 - i 1 (0.4) 0 (0.0)
JifiZE RS 1(0.4) 0 (0.0) [IFHRE 2L 6 (2.3) 0 (0.0)
IR 1(0.4) 0 (0.0) JiF4& 4 (1.6) 0 (0.0)
FEALIHZE 2(0.8) 0 (0.0) & ULV E v ME 3(1.2 0 (0.0)
P mRSE 2(0.8) 0 (0.0) JFFARIE R 3% 2R 1 (0.4) 1 (0.4)
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VI 2zttt (B EokEgss) (CBd5HA

U302 B8R AHIRE

U302 FHER Al

BERKSE, BAE (N=257) BERKSE, BAED (N=257)
2L—FK: |[JL—F3lL: 25L—FK: |JL—F3uL:
Fi%k (%) fBil% (%) fBil% (%) fBil% (%)
REHS LUK THBEE 127 (49.4) 1(0.4) SR 4 (1.6) 0 (0.0)
Jhi B 93 (36.2) 1 (0.4) SRR S FEIE 1 (0.4) 0 (0.0)
I 1 (0.4) 0 (0.0) =3 1 (0.4) 0 (0.0)
FeE 9% 2(0.8) 0 (0.0) —f% - 2HEEES L VESHLOKE | 127 (49.4) 15 (5.8)
SIERREE R 1 (0.4) 0 (0.0) HESIIE 29 (11.3) 5 (1.9)
T UV g S 1 (0.4) 0 (0.0) Fla s AR e 1(0.4) 0 (0.0)
B A 72.7) 0 (0.0) Ha e 1(0.4) 0 (0.0)
B S 1(0.4) 0 (0.0) R 5 (1.9) 0 (0.0)
ik 5 (1.9) 0 (0.0) %57 66 (25.7) 8 (3.1)
HLBE 3 (1.2 0 (0.0) BT E 1(0.4) 0 (0.0)
TV 1 (0.4) 0 (0.0) AR TR 1 (0.4) 0 (0.0)
JND 3 (1.2 0 (0.0) sy 27 (10.5) 1(0.4)
JTCHR S e 1(0.4) 0 (0.0) HENE D JEAE 3(1.2) 0 (0.0)
FHE - JRIERFE IR TR A A 4 (1.6) 0 (0.0) RAY VLTI 6 (2.3) 1 (0.4)
% O FEIE 15 (5.8) 0 (0.0) LR 1(0.4) 0 (0.0)
W 8 (3.1 0 (0.0) FEEL 9 (3.5) 1(0.4)
FLBEPER S 1(0.4) 0 (0.0) HLIRE 1 (0.4) 0 (0.0)
BER B IR 5 1(0.4) 0 (0.0) i e 1(0.4) 0 (0.0)
B 1 (0.4) 0 (0.0) KA IR 2 (0.8) 0 (0.0)
B R S 11 (4.3) 0 (0.0) S B RO AR AL 1(0.4) 1(0.4)
LIRS 1 (0.4) 0 (0.0) BRERIRE 148 (57.6) 63 (24.5)
JTVREEHR 2(0.8) 0 (0.0) ELES b u R T T AF IR 2(0.8) 0 (0.0)
T 1(0.4) 0 (0.0) TI=VTR) NIV AT 2 T—E 1(0.4) 0 (0.0)
ORI AEREE 2(0.8) 0 (0.0) TI=UTI) NTUAT =T —PH 50 (19.5) 4 (1.6)
Bz i g 1(0.4) 0 (0.0) TARGRVEET ) TV AT 2T7—F 1(0.4) 0 (0.0)
JTUAR B 1(0.4) 0 (0.0) TARTRYRET ) bT v AT 2 7—FHN 60 (23.3) 2 (0.8)
FEERSLUHEHEBES 43 (16.7) 1 (0.4) EURS N ol Sy | 4 (1.6) 1(0.4)
P 7(2.7) 0 (0.0) M7 L7 1(0.4) 1(0.4)
RS 5 (1.9) 0 (0.0) MmMFTAHVHRAT 72 —F 1(0.4) 0 (0.0)
B 2(0.8) 1(0.4) M ey e B 15 (5.8) 0 (0.0)
IAE 1 (0.4) 0 (0.0) MAFFERA E Y e 6 (2.3) 0 (0.0)
A St 1(0.4) 0 (0.0) M= L 25 o— LN 2 (0.8) 0 (0.0)
A 9 (3.5) 0 (0.0) M7 vy F R AR F =L 2 (0.8) 0 (0.0)
T 2(0.8) 0 (0.0) M7 L7 F =8 8 (3.1) 0 (0.0)
kIR 3(1.2) 0 (0.0) ifn, LR K SR SR BN 14 (5.4) 0 (0.0)
1 IR 17 (6.6) 0 (0.0) M~ 7% o N 1(0.4) 0 (0.0)
B 1(0.4) 0 (0.0) A Y 7 A 1(0.4) 1(0.4)
A B 9 (3.5) 0 (0.0) JIINEEEE =S 1(0.4) 0 (0.0)
BB L UVRKES 8 (3.1) 1(0.4) MmN U o A8 1 (0.4) 0 (0.0)
HEIR K 3 3(1.2) 0 (0.0) 1SR FE AN 2(0.8) 0 (0.0)
hEPE R 7 18— 1 (0.4) 0 (0.0) BoVTF=r e 2T T VAR 1(0.4) 0 (0.0)
IR IR 1(0.4) 0 (0.0) DFEX QT iR 9 (3.5) 1(0.4)
BEIR 1(0.4) 0 (0.0) y=IWEIN T VAT 2T —PHE 9 (3.5) 1(0.4)
EER 1 (0.4) 0 (0.0) SRERIRIR IR 1 (0.4) 0 (0.0)
PR &I 1(0.4) 0 (0.0) ~E 7 B E D 1(0.4) 0 (0.0)
BB RERE 1 (0.4) 1 (0.4) U R—PHIn 1 (0.4) 0 (0.0)
ERERBLVIEBRE 7 (2.7) 0 (0.0) JIFRERE R A L 1 (0.4) 0 (0.0)
LR 2(0.8) 0 (0.0) U BRI 11 (4.3) 5 (1.9)
[ 53 W 1(0.4) 0 (0.0) BRI 1 (0.4) 0 (0.0)
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VI Zzs4efh (B EoiEEss) (CBId 5HA

U302 B AFIEE U302 HE& AHIF
BERKSE, BAE (N=257) BERKSE, BAED (N=257)

&5 L—F: |JL—K3Lt: &5 L—F: |[FL—K3Lt:

Fi%k (%) fBil% (%) fBil% (%) fBil% (%)
P ER AR 75 (29.2) 39 (15.2) i/ SN 1(0.4) 0 (0.0)
JIIRANS %o 52 (20.2) 17 (6.6) FF AT IF—F LR 2(0.8) 0 (0.0)
A= N = TS 1 (0.4) 0 (0.0) A= 1 HN 1(0.4) 0 (0.0)
AR M ERS D 1(0.4) 0 (0.0) AT A Y RRT 72— RN 25 (9.7) 1(0.4)
IR EJD 33 (12.8) 2(0.8) BE. DEBLVLEEHE 9 (3.5) 1(0.4)
PRI 3(1.2) 0 (0.0) e 1(0.4) 0 (0.0)
1 i BRI 57 (22.2) 15 (5.8) FFHEE BB T 1(0.4) 0 (0.0)
D ERIEH T 2 (0.8 0 (0.0) EAZLE D KOS 5 (1.9) 0 (0.0)
IR SR 5 (1.9) 0 (0.0) WLE I L D R 1(0.4) 0 (0.0)
a b No s UEEREL K SRR 1 (0.4) 0 (0.0) T RS 1(0.4) 1(0.4)

w1 MEFEEEOH 2 HER2 B0 FIRARRE SUT R FLE) (B9 2 RS IR eAGE FIH A EOAGERGER R (F—2 1y b A7
H : 202145 A 21 H)

i 2) [ICH ERSERHZESE HAGER (MedDRA/J Ver. 23.0) | ICH-S%, BEMASIE (SOC) I L. & HICHEARE (PT) #3#
L7,
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VI 2zttt (B EokEgss) (CBd5HA

WMEEARIEETY . U303 RER (HER2 EHIFILEERE)

U303 B AFIRE U303 iKEx AFIEE
R (N=371) N (N=371)
= 25L—F: |FL—F3uk: . 25 L—F: |FL—F3uk:

FIE (%) fBil% (%) fBil% (%) fBil% (%)

e ARBHERE 357 (96.2) 154 (41.5) K2 v —LIffE 2 (0.5) 0 (0.0)
BEES L VFERE 33 (8.9) 7(1.9) (L7 RyFN X2 24 (6.5) 7(1.9)
Wb 1(0.3) 1(0.3) &~ 7 %3 7 AffE 5 (1.3) 0 (0.0)
FEMBSE 2 (0.5) 0 (0.0) {:wal VRN K5 8 (2.2) 1(0.3)
Bz I Z% 1(0.3) 0 (0.0) & > e 3(0.8) 1(0.3)
EEIbS 1(0.3) 0 (0.0) KR A UAE 1(0.3) 0 (0.0)
DS 1(0.3) 0 (0.0) BAKRGR 106 (28.6) 9(2.4)
HIRAEZ 1(0.3) 0 (0.0) FHEE 13 (3.5) 1 (0.3)
_HRgE S 1(0.3) 0 (0.0) Rz 3(0.8) 1(0.3)
AlEd v 2% 3(0.8) 0 (0.0) PEELRAE 1(0.3) 0 (0.0)
INCEPS 1(0.3) 0 (0.0) 5 Y 1(0.3) 0 (0.0)
HERBE S 1(0.3) 1(0.3) RARAE 7(1.9) 0 (0.0)
Jiti %% 8 (2.2) 4 (1.1) Gy R 1(0.3) 0 (0.0)
R R 5 1(0.3) 0 (0.0) HEREE 97 (26.1) 4(1.1)
S 4 (1.1) 0 (0.0) = 1(0.3) 0 (0.0)
P i e 1(0.3) 1(0.3) FEEDE N 18 (4.9) 2 (0.5)
Fll G fZE ¢ 1(0.3) 0 (0.0) HH R 2 (0.5) 0 (0.0)
RGBS, 4 (1.1) 0 (0.0) TR R4 35 (9.4) 0 (0.0)
PR B IR 2 (0.5) 0 (0.0) GV 26 (7.0) 1(0.3)
BE R 1(0.3) 0 (0.0) SR SRR 4 (1.1) 0 (0.0)
RUETUR IS 1(0.3) 0 (0.0) EE 1(0.3) 1(0.3)
TR S G 1(0.3) 0 (0.0) FiibcSra 1(0.3) 0 (0.0)
(=] LR A 1 (0.8) 0 (0.0) KR = 2 — S F— 8(2.2) 0 (0.0)
MmiKE &L VRREE 158 (42.6) 54 (14.6) R 1(0.3) 0 (0.0)
2 if. 120 (32.3) 30 (8.1) SEIETE 4 (1.1) 0 (0.0)
FRRENE M PN 1 (0.8) 1 (0.3) R = 2 — 1 85— 16 (4.3) 0 (0.0)
AR ER G NIE 1 (0.8) 0 (0.0) Ietehtaii ok RE 1 (0.3) 0 (0.0)
FEBNPELT H BRI E 1 (0.8) 1 (0.3) IR 1 (0.3) 0 (0.0)
BRR 2 PR . 1 (0.8) 1 (0.3) REE 37 (10.0) 0 (0.0)
I I ER T i 11 (3.0) 0 (0.0) R & 2% 2 (0.5) 0 (0.0)
U v BRI E 3 (0.8 2 (0.5) Shalia 1(0.3) 0 (0.0)
B BRI 48 (12.9) 21 (5.7) Fl B o, 1(0.3) 0 (0.0)
[N IS i 22 (5.9) 2 (0.5) A 1(0.3) 0 (0.0)
5 i EE 1(0.3) 0 (0.0) RIA 74 9(2.4) 0 (0.0)
FDR IR REAR T 1 (0.8) 0 (0.0) AR 3(0.8) 0 (0.0)
REBLUXERE 144 (38.8) 18 (4.9) bl oS 1 (0.3) 0 (0.0)
BIRY 2 (0.5) 2 (0.5) TR N 4 (1.1 0 (0.0)
MK 4 (1.1 1(0.3) HEnE a3 b R 1(0.3) 0 (0.0)
LT I E 3 (0.8 0 (0.0) FH 8 (2.2) 0 (0.0)
70—V IE 3 (0.8 0 (0.0) BINET 2 (0.5) 0 (0.0)
e I 5(1.8) 0 (0.0) B R 4 (1.1) 0 (0.0)
B ) T A 1 (0.8) 0 (0.0) IR Bk e 1 (0.3) 0 (0.0)
B 7R T A E 1(0.3) 0 (0.0) IRz 5 s 1(0.3) 0 (0.0)
B 27U R Y RiE 1(0.3) 0 (0.0) KRR E 1(0.3) 0 (0.0)
R DR B 95 2 (0.5) 0 (0.0) EH S URBES 6 (1.6) 0(0.0)
K7 N7 2 v e 27 (7.3) 0 (0.0) BRI 1(0.3) 0 (0.0)
A L A sE 6 (1.6) 0 (0.0) Hug 2 (0.5) 0 (0.0)
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VIL.

ettt W B

=

J

=

55) (CBHY 5 IHH

U303 B AFIRE U303 iKEx AFIEE
BERKSE, BAE (h=a7) BERKSE, BAED (N=a7h)
2L—FK: |[JL—F3lL: 25L—FK: |JL—F3uL:

Fi%k (%) fBil% (%) fBil% (%) fBil% (%)
B F 3(0.8) 0 (0.0) BaEE 310 (83.6) 27 (7.3)
DEEE 19 (5.1) 3(0.8) HE T A 5(1.3) 0 (0.0)
HoERET s 1(0.3) 0 (0.0) e R 15 (4.0) 0 (0.0)
by A= 1(0.3) 0 (0.0) JE R 21 (5.7) 1(0.3)
DA 2 (0.5) 1(0.3) REE IR 23 (6.2) 0 (0.0)
O R I 1(0.3) 0 (0.0) A 1(0.3) 0 (0.0)
BE 4 (1.1) 0 (0.0) mpiup=7 1(0.3) 0 (0.0)
DFERHTH 1(0.3) 1(0.3) T 7 TR 5 (1.3) 0 (0.0)
TRPERRIR 1(0.3) 0 (0.0) JEK 1(0.3) 0 (0.0)
TR AR 4 (1.1) 0 (0.0) SHIREPN S 1(0.3) 1(0.3)
SR PRSI 1(0.3) 0 (0.0) 5% 79 (21.3) 0 (0.0)
ZRF BB A E 1(0.3) 0 (0.0) T 83 (22.4) 4 (1.1)
D PERASMILAE 2 (0.5) 0 (0.0) H N Hz g 22 (5.9) 0 (0.0)
FERIER 2 (0.5) 0 (0.0) HIEARR 22 (5.9) 0 (0.0)
Z L A LRE 1(0.3) 1(0.3) W T PR 2 (0.5) 0 (0.0)
mEEE 14 (3.8) 3(0.8) e 1(0.3) 0 (0.0)
AL 1 (0.8) 0 (0.0) 37 7(1.9) 0 (0.0)
i JE 1 (0.8) 0 (0.0) HR 8(2.2) 1 (0.3)
e I 5(1.8) 1(0.3) B AE M 19 (5.1) 0 (0.0)
{isiNEE 4(1.1) 1 (0.3) e P . 3(0.8) 0 (0.0)
PRSI} 1(0.3) 0 (0.0) e PINERR 1(0.3) 0 (0.0)
PN 1 (0.8) 0 (0.0) FEkE 1 (0.3) 0 (0.0)
ES el 1(0.3) 0 (0.0) Gli3HEZ 1(0.3) 0 (0.0)
FERRIE 1(0.8) 1 (0.3) B P R4 1 (0.3) 0 (0.0)
IR, MIERE & UViHRES 101 (27.2) 9(2.4) 55 P 28 1(0.3) 1(0.3)
A 10 (2.7 0 (0.0) AL 1(0.3) 0 (0.0)
I IR 19 (5.1) 1(0.3) H PEPTEIES TRk 2 (0.5) 0 (0.0)
TR IR I 1(0.3) 0 (0.0) BITIN 271 (73.0) 17 (4.6)
& 25 (6.7) 0 (0.0) IER 2 (0.5) 0 (0.0)
Leo< b 1(0.3) 0 (0.0) HZEPN IR 2 (0.5) 0 (0.0)
TR P 21 (5.7) 2 (0.5) TEL 55 ) . 1(0.3) 0 (0.0)
W B 2 (0.5) 0 (0.0) LvyFrs 1(0.3) 0 (0.0)
& 2 (0.5) 0 (0.0) 0% 38 (10.2) 1(0.3)
SR 1(0.3) 0 (0.0) L] 2 (0.5) 0 (0.0)
IR 1(0.3) 0 (0.0) R 1(0.3) 0 (0.0)
WHSE L . 1 (0.8) 0 (0.0) Mg 126 (34.0) 5 (1.3)
fa7k 1(0.3) 0 (0.0) HIg/KIE 1(0.3) 0 (0.0)
filitige 2% 28 (7.5) 6 (1.6) 5 HH 1. 1(0.3) 0 (0.0)
T ek 1(0.3) 0 (0.0) Wi E % 1(0.3) 0 (0.0)
MR T L a— s R 1(0.3) 0 (0.0) T W et 1(0.3) 0 (0.0)
Sl 4 (1.1) 0 (0.0) H JEpRsE 1(0.3) 0 (0.0)
Wi HE 1(0.3) 0 (0.0) L/q0d 1(0.3) 0 (0.0)
ORI 1 (0.3) 0 (0.0) F ek A 2% 1(0.3) 0 (0.0)
Jiti sz 1(0.3) 0 (0.0) TR e S 1(0.3) 0 (0.0)
S 1 (0.3) 0 (0.0) FREERES 13 (3.5) 3(0.8)
1 A SR 6 (1.6) 0 (0.0) JFAR 4 2 (0.5) 1(0.3)
FRGEMIE (A 1(0.3) 0 (0.0) [ RE 5 4 (1.1) 0 (0.0)
T D FEIE 1(0.3) 0 (0.0) JirEE 2 (0.5) 0 (0.0)
=32 1(0.3) 0 (0.0) B U LE S E 3(0.8) 2 (0.5)

—150—




Vi zzatE (I EoOEES)

(B9 HIEHA

U303 88 AHIRE

U303 FHER Al

BERKSE, BAE (h=a7) BERKSE, BAED (N=a7h)
2L—FK: |[JL—F3lL: 25L—FK: |JL—F3uL:
Fi%k (%) fBil% (%) fBil% (%) fBil% (%)
FHNRE TCHERE 1(0.3) 0 (0.0) e E 1(0.3) 0 (0.0)
JHF i B A 1(0.3) 0 (0.0) atEEEE 1(0.3) 1(0.3)
JiT4E 1(0.3) 0 (0.0) EERB L VIEREE 3(0.8) 0(0.0)
EESLUER FTHERES 170 (45.8) 2 (0.5) P22 PR e 1(0.3) 0 (0.0)
Jit B AE 140 (37.7) 0 (0.0) SR AP 1(0.3) 0 (0.0)
B2 LA 11 (3.0) 0 (0.0) SR 3(0.8) 0 (0.0)
ik 2 (0.5) 0 (0.0) —f% - 2EBES L CREHMAIORKE | 198 (53.4) 30 (8.1)
FLBE 4 (1.1) 0 (0.0) HESIIE 61 (16.4) 8 (2.2)
ZITHE 1(0.3) 0 (0.0) Fla s AR e 2 (0.5) 0 (0.0)
JNEE £, 1(0.3) 0 (0.0) Ha e 1(0.3) 0 (0.0)
NS 5 (1.3) 0 (0.0) A 6 (1.6) 0 (0.0)
BT 1(0.3) 0 (0.0) %57 96 (25.9) 17 (4.6)
JTVH 1 fERE 1(0.3) 0 (0.0) HLH R 1(0.3) 0 (0.0)
FEE - BIEFERIFE AR RIE R 4 (1.1) 0 (0.0) B 1(0.3) 0 (0.0)
% 5 FEAE 5(1.3) 1(0.3) B RIRAE 1(0.3) 0 (0.0)
YREE 1(0.3) 0 (0.0) AT PR R 2 (0.5) 0 (0.0)
% 14 (3.8) 0 (0.0) TS EBALEOG 1(0.3) 0 (0.0)
R INITRZ I INIEZ 6 (1.6) 0 (0.0) R 30 (8.1) 5 (1.3)
e SRS 1 (0.8) 0 (0.0) HEIBE D JeHiE 6 (1.6) 1(0.3)
B &2, 1(0.8) 0 (0.0) IR 3(0.8) 0 (0.0)
B R S 5 (1.3) 0 (0.0) RGN 8 (2.2) 0 (0.0)
B &R 1 (0.8) 0 (0.0) VI 3(0.8) 0 (0.0)
F GRS 1(0.3) 1(0.3) FEEN 14 (3.8) 0 (0.0)
B . DB E 2 (0.5) 0 (0.0) BRI 1 (0.3) 0 (0.0)
LIRS 1 (0.8) 0 (0.0) TEENIRREIL T 1 (0.3) 0 (0.0)
¥R IE 1 (0.8) 0 (0.0) R MR 3(0.8) 0 (0.0)
I S8 BV SE 1(0.3) 0 (0.0) =g N4 1(0.3) 1(0.3)
IR 1(0.8) 0 (0.0) FE L R 1 (0.3) 0 (0.0)
T 1 (0.8) 0 (0.0) TENEBAT M S HY 1 (0.3) 0 (0.0)
R EE 4(1.1) 0 (0.0) ERERIRE 212 (57.1) 73 (19.7)
FEERSLUHEHEBES 44 (11.9) 1(0.3) TI=VTR ) NTUAT 2 TP 57 (15.4) 3(0.8)
P 8 (2.2) 0 (0.0) 73T —EHIN 1(0.3) 0 (0.0)
AR 6 (1.6) 0 (0.0) TARTXVET ) N/ AT 272 71 (19.1) 8 (2.2)
B 2 (0.5) 0 (0.0) A YL E 2 (0.5) 0 (0.0)
IRIRE SR 2 (0.5) 0 (0.0) 7T 1(0.3) 0 (0.0)
A St 1(0.3) 0 (0.0) M ey e s 20 (5.4) 3(0.8)
IR 7 (1.9 0 (0.0) m 7 V7 F =8 7(1.9) 1(0.3)
KT 2 (0.5) 1(0.3) . A LB A K ST S 10 (2.7) 0 (0.0)
iReg 1 (0.8) 0 (0.0) M~ 730 Ljgb 2 (0.5) 0 (0.0)
5 P9 13 (3.5) 0 (0.0) A U o 28 1(0.3) 0 (0.0)
DY s 6 (1.6) 0 (0.0) i E -5 2 (0.5) 0 (0.0)
Gt 1(0.3) 0 (0.0) I R A A L 1(0.3) 0 (0.0)
A S B 2 (0.5) 0 (0.0) i AR SN 1(0.3) 0 (0.0)
0 s O 1(0.3) 0 (0.0) DFEX QT iR 9 (2.4) 4 (1.1)
2 L URKEE 8 (2.2) 1 (0.3) T4 7D XA ~=—Hn 1(0.3) 0 (0.0)
HEIR K 3 2 (0.5) 0 (0.0) y=INEINET VAT =T =PI 15 (4.0) 2 (0.5)
i fR 2 (0.5) 0 (0.0) DRI R B 2 (0.5) 1(0.3)
b 1(0.3) 0 (0.0) ~EST T UED 1(0.3) 0 (0.0)
R B 1(0.3) 0 (0.0) U R—EHIN 2 (0.5) 0 (0.0)
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VI Zzs4efh (B EoiEEss) (CBId 5HA

U303 B AFIRE U303 HER AHIF
T (N=371) N (N=371)
- 25L—F: [FL—K3uk: - 25L—F: |[FL—K3ut:

Fi%k (%) fBil% (%) fBil% (%) fBil% (%)
U L SEREOD 24 (6.5) 14 (3.8) kA= T #m 1(0.3) 0 (0.0)
P ER AR 79 (21.3) 30 (8.1) AT A Y RRT 7 2 —F RN 22 (5.9) 1(0.3)
TN ol 7 67 (18.1) 17 (4.6) m—AST Ha/n 1(0.3) 0 (0.0)
TE Al 2 (0.5) 0 (0.0) BE. PESLUVLESHHE 4(1.1) 0(0.0)
AR MRS 2 (0.5) 0 (0.0) P 1(0.3) 0 (0.0)
IRERA 46 (12.4) 1(0.3) HILE B 1(0.3) 0 (0.0)
TR EH N 2 (0.5) 0 (0.0) Pa AR S 1(0.3) 0 (0.0)
F Bk A 77 (20.8) 24 (6.5) HLEL X B B 1(0.3) 0 (0.0)
DERRE T 1(0.3) 0 (0.0) MBS X D IR 1(0.3) 0 (0.0)
LIRS 2 15 (4.0) 1(0.3)

w1 MeSRER O H 2 HER2 (RFEBLO TN ARE LR AL (2B T 2 RS IT KR H A EOKRRFERS (T —2 1y b7
H 202241 A 11 H)

7 2) [ICH ERESRHZESE H AR (MedDRA/J Ver. 24.0) | ICHSX, BEMASIE (SOC) IHEL. & HICHEARE (PT) 23#
L7,
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VI 2zttt (B EokEgss) (CBd5HA

WEEAREEY : DB-06

#EBR (HER2 ERBEXISBEERRIERE)

DB-06 &t5% AHIF# DB-06 8% AHIRF
= 4 SEE2) (N=434) = YAV SEE2) (N=434)
BEAMKRSE A BEARE? 25 —F  [J—F3uL. BEANKDFEEAKRE S L—F - [Jo—F3ut.

FIE (%) fBil% (%) fBil% (%) fBil% (%)

BElEARRHHRE 417 (96.1) 176 (40.6) ERYZ YR Y RilE 1(0.2) 0 (0.0)
BEFES S VHFERE 42 (9.7) 4 (0.9) e PR BRI E 6 (1.4) 0 (0.0)
RE IR 1(0.2) 0 (0.0) K7 N7 2 v ifE 15 (3.5) 0 (0.0)
i S 6 (1.4) 0 (0.0) A v AfE 11 (2.5) 0 (0.0)
BB 2 (0.5) 0 (0.0) &2 o — L 2 (0.5) 0 (0.0)
PEER A~ L2 1(0.2) 0 (0.0) A i 1(0.2) 0 (0.0)
AP 2 (0.5) 0 (0.0) (2 RN 1V 35 (8.1) 12 (2.8)
kS 3 (0.7 0 (0.0) &~ 7 %3 7 AffE 4 (0.9) 0 (0.0)
v hDOxT—Y v b TIE 1(0.2) 0 (0.0) T~ U U A 9 (2.1) 0 (0.0)
TRGE Y, 1(0.2) 0 (0.0) &Y e 6 (1.4) 0 (0.0)
NRUGEEDS 1(0.2) 0 (0.0) liw: =N TH 4 (0.9) 0 (0.0)
AW v 2 HiE 2 (0.5) 0 (0.0) AARIBOR 102 (23.5) 6 (1.4)
NG 4(0.9) 0 (0.0) e g Mg 1(0.2) 0 (0.0)
WHEE % 1(0.2) 0 (0.0) FEHEE 12 (2.8) 0(0.0)
fiti & 7 (1.6) 0 (0.0) NS 2 (0.5) 0 (0.0)
Nt R 2 (0.5) 1(0.2) RSl 3 (0.7) 0 (0.0)
LS 1(0.2) 1(0.2) RHRAE 7 (1.6) 0 (0.0)
L= 1(0.2) 1(0.2) HEREE 112 (25.8) 3(0.7)
RGBS, 1(0.2) 0 (0.0) USTREES 1(0.2) 0 (0.0)
PR S 5(1.2) 0 (0.0) = 1(0.2) 0 (0.0)
e e 1(0.2) 0 (0.0) SRR 1(0.2) 0 (0.0)
A I ARG 1(0.2) 0 (0.0) FEIED F 16 (3.7 0 (0.0)
A L AR HE S 1(0.2) 0 (0.0) LR A4 40 (9.2) 1(0.2)
R Y 1(0.2) 0 (0.0) TET 37 (8.5) 2 (0.5)
A ER SRR fE 1(0.2) 1(0.2) PRIk ] 1(0.2) 0 (0.0)
A~ L2 2 (0.5) 0 (0.0) SR SRR 3 (0.7) 0 (0.0)
T D B 1(0.2) 0 (0.0) R R 1(0.2) 0 (0.0)
COVID-19 2 (0.5) 0 (0.0) EAR 1(0.2) 0 (0.0)
COVID-19 fifize 1(0.2) 0 (0.0) FRRIR 1(0.2) 0 (0.0)
mMAEB LV VREE 176 (40.6) 61 (14.1) KR = 2 — 1 S F— 6 (1.4) 0 (0.0)
A1 118 (27.2) 25 (5.8) SEIRC 5 (1.2) 0 (0.0)
AP ER G I 1(0.2) 0 (0.0) WL SRR 2 (0.5) 0 (0.0)
FEENPELT HERIB A E 4 (0.9) 4 (0.9) RAYHEEE) = 2 — 1 T — 1(0.2) 0 (0.0)
[ i ERJRD i 30 (6.9) 6 (1.4) R = 2 — 1 T — 9 (2.1) 0 (0.0)
U 2 SERB 18 (4.1) 2 (0.5) ZH = a—nmRF— 2 (0.5) 0 (0.0)
A HEm 2 (0.5) 0 (0.0) SARSFRIOIRAE 2 (0.5) 0 (0.0)
A ERDSAME 70 (16.1) 34 (7.8) TR 1(0.2) 0 (0.0)
PLIMLER P E 1(0.2) 1(0.2) IR 3 (0.7) 0 (0.0)
M/ N E 23 (5.3) 2 (0.5) 7 RS 1(0.2) 0 (0.0)
M RSN 1(0.2) 0 (0.0) TR 1(0.2) 0 (0.0)
R#B S URBEE 148 (34.1) 17 (3.9) R 5(1.2) 0 (0.0)
Jii K 3(0.7) 0 (0.0) T TH T 4 (0.9) 0 (0.0)
7= T M 1(0.2) 0 (0.0) REE 48 (11.1) 0 (0.0)
VT I 3(0.7) 0 (0.0) AR 2¢ 2 (0.5) 0 (0.0)
&7 v — L IfE 1(0.2) 0 (0.0) RELIESY 1(0.2) 0 (0.0)
3L AT B — LLSE 2 (0.5) 0 (0.0) FI B 1(0.2) 0 (0.0)
e I 5(1.2) 0 (0.0) TR 1(0.2) 0 (0.0)
BV 7R Y ASE 1(0.2) 0 (0.0) RIA4TA 21 (4.8) 0 (0.0)
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VIL.

el (I EoEEs) (BT 5EA

DB-06 8% AFKIR¥

DB-06 8% AHIRF

B E ERIE2) (N=434) = 4N SHIE2) (N=434)
BEAMKRSEE A BEARE? 25 —F  [J—F3uL. HEA K EKFE S L—F - [Jo—F3ut.

BIE (%) fBil% (%) fBil% (%) fBil% (%)

AR A AL BE 1(0.2) 0 (0.0) HEIE 1(0.2) 1(0.2)
AR 1(0.2) 0 (0.0) SRR AR 1(0.2) 0 (0.0)
FA RS 2 (0.5) 0 (0.0) Jifi g 1(0.2) 0 (0.0)
TN 5(1.2) 0 (0.0) R SCRERE 1(0.2) 0 (0.0)
il 2 (0.5) 0 (0.0) H RN B AR 1(0.2) 0 (0.0)
JEAUE 1(0.2) 0 (0.0) B S 3 0.7 0 (0.0)
f2 ) 9(2.1) 0 (0.0) 1231053 3(0.7) 0 (0.0)
BT 3.7 0 (0.0) it BB o 1(0.2) 0 (0.0)
BIIbEE 2 (0.5) 0 (0.0) BaEE 342 (78.8) 23 (5.3)
MR BRI 1(0.2) 0 (0.0) N5 A R g 7(1.6) 0 (0.0)
AR o> Wk 1(0.2) 0 (0.0) i s Rz 12 (2.8) 0 (0.0)
ARz 9 EEE 1(0.2) 0 (0.0) lii-20) 23 (5.3) 0 (0.0)
ER L URRES 4 (0.9) 0 (0.0) REE IR 17 (3.9) 0 (0.0)
H 1(0.2) 0 (0.0) Y i 1(0.2) 0 (0.0)
Hg 1(0.2) 0 (0.0) L 3 0.7 0 (0.0)
[EILREEIEIN 2 (0.5) 0 (0.0) mpYnp=2/ 1(0.2) 0 (0.0)
DiEEE 17 (3.9) 1 (0.2) T 7 SR 1(0.2) 0 (0.0)
FHENR 1(0.2) 0 (0.0) JEK 2 (0.5) 0 (0.0)
Lo B P 1(0.2) 0 (0.0) 5% 71 (16.4) 2 (0.5)
e Fr BASH AR 2 1(0.2) 0 (0.0) T 103 (23.7) 8 (1.8)
EULE 3(0.7) 0 (0.0) Nz 22 (5.1) 0 (0.0)
TRPEAE R 3(0.7) 0 (0.0) HILARR 33 (7.6) 0 (0.0)
= AR 4 (0.9 0 (0.0) I T 1(0.2) 0 (0.0)
AR 1(0.2) 0 (0.0) 53 6 (1.4) 0 (0.0)
HEfR 4(0.9) 0 (0.0) HE(E I 1 (0.2 0 (0.0)
D EVEIISMIHE 2 (0.5) 0 (0.0) (ERESTERURY T b/ 9 (2.1) 0 (0.0)
e RS 1(0.2) 1(0.2) H 2 (0.5) 0 (0.0)
FEEREK 1(0.2) 0 (0.0) el 4 (0.9) 0 (0.0)
FERIER 1(0.2) 0 (0.0) o P oL 2 (0.5) 0 (0.0)
mEEE 14 (3.2) 0 (0.0) A 1 (0.2 0 (0.0)
AL 3(0.7) 0 (0.0) IR 1(0.2) 0 (0.0)
i I 2 (0.5) 0 (0.0) - 1fi. 1(0.2) 0 (0.0)
LS iINER 3(0.7) 0 (0.0) Fik% 5 (1.2) 0 (0.0)
U SR NE 2 (0.5) 0 (0.0) Gli3HEZ 1(0.2) 0 (0.0)
i IR 1(0.2) 0 (0.0) H PEPTEIES TRk 4 (0.9) 0 (0.0)
1ETY 3(0.7) 0 (0.0) RN 286 (65.9) 7 (1.6)
IR, MIERE & UViHRES 113 (26.0) 9 (2.1) e i 1 (0.2 0 (0.0)
MK 15 (3.5) 0 (0.0) e AR ek 1(0.2) 0 (0.0)
I8 ) S8 11 (2.5) 0 (0.0) A IFENm 2 (0.5) 0 (0.0)
5 VEPE I ] 4 (0.9) 0 (0.0) 9 1(0.2) 0 (0.0)
g 30 (6.9) 0 (0.0) JIL P JE PR 1(0.2) 0 (0.0)
Leo< b 1(0.2) 0 (0.0) Bt i 1(0.2) 0 (0.0)
VR PR A 30 (6.9) 4 (0.9) HN% 45 (10.4) 0 (0.0)
B DRAE 1(0.2) 0 (0.0) R 2 (0.5) 0 (0.0)
HaNEERe = 1(0.2) 0 (0.0) Mg 118 (27.2) 6 (1.4)
Jitiig ¢ 28 (6.5) 4 (0.9 (R i N 1(0.2) 0 (0.0)
JifiZE RS 1(0.2) 0 (0.0) DB AR 3(0.7) 0 (0.0)
it v i FEE 1(0.2) 0 (0.0) 7 H 1. 2 (0.5) 1(0.2)
IR 1(0.2) 0 (0.0) H OSERET 1(0.2) 0 (0.0)
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Vi zzatE (I EoOEES)

(B9 HIEHA

DB-06 8% AFKIR¥

DB-06 8% AHIRF

- . o) (N=434) . . . (N=434)
BEAMKRSEE A BEARE? 25 —F  [J—F3uL. BEANKSFEEARE S L—F - [Jo—F3ut.
Fi%k (%) fBil% (%) fBil% (%) fBil% (%)
T R BRI PR A 1(0.2) 1(0.2) GOLE 2 (0.5) 0 (0.0)
HEREL 1(0.2) 0 (0.0) fhIHE T 2 (0.5) 0 (0.0)
HEORILA 1(0.2) 0 (0.0) B A% e 2 (0.5) 0 (0.0)
IS 1(0.2) 0 (0.0) 5 PR 5 (1.2) 0 (0.0)
TRLEE 1(0.2) 0 (0.0) VU i 5 3 0.7 0 (0.0)
FRRERES 12 (2.8) 5(1.2) BRHERR IR 1(0.2) 1(0.2)
AR R4 1(0.2) 1(0.2) 15y s S 3(0.7) 0 (0.0)
B 5 - 2 (0.5) 1(0.2) 551 R AR 1(0.2) 0 (0.0)
JFAZs 2 (0.5) 0 (0.0) BH L URBES 8 (1.8) 1(0.2)
SR e 1(0.2) 0 (0.0) B DR R 2 (0.5) 0 (0.0)
EE U LYV LE 2 (0.5) 0 (0.0) iz 1(0.2) 0 (0.0)
P AR FE TUEEE 1(0.2) 1(0.2) IR 1(0.2) 0 (0.0)
5 2 (0.5) 2 (0.5) BEIR 2 (0.5) 0 (0.0)
& N7 AT 2 S —PIE 2 (0.5) 0 (0.0) EHEIR 1(0.2) 0 (0.0)
BES L URTHEES 219 (50.5) 0 (0.0) DR ¥R 2 (0.5) 0 (0.0)
I 1(0.2) 0 (0.0) Ak R 1(0.2) 1(0.2)
Jii B 197 (45.4) 0 (0.0) ERRBLVIEES 9 (2.1) 0 (0.0)
it 2 (0.5) 0 (0.0) LB 1(0.2) 0 (0.0)
P 1(0.2) 0 (0.0) H P I i 1(0.2) 0 (0.0)
T LV — R 1(0.2) 0 (0.0) PRI 1(0.2) 0 (0.0)
2 I 12 (2.8) 0 (0.0) f oy 1(0.2) 0 (0.0)
iE2 1(0.2) 0 (0.0) eI 1(0.2) 0 (0.0)
FLEE 1(0.2) 0 (0.0) P 4 (0.9) 0 (0.0)
2T 1(0.2) 0 (0.0) SEIEZ D FEE 1(0.2) 0 (0.0)
JNZE 5 1(0.2) 0 (0.0) —#% - 2EBES S TREHIOKE | 221 (50.9) 18 (4.1)
O bEE 9 (2.1) 0 (0.0) ) 83 (19.1) 8 (1.8)
JTVH I BIERE 1(0.2) 0 (0.0) Ji T A e 7 (1.6) 0 (0.0)
Fe G 1(0.2) 0 (0.0) e 1(0.2) 0 (0.0)
ToE - SR IRAN T A R R 2 (0.5) 0 (0.0) B 1(0.2) 0 (0.0)
SeAR R O 1(0.2) 0 (0.0) T 108 (24.9) 8 (1.8)
Z D FEE 10 (2.3) 0 (0.0) zefg 1(0.2) 0 (0.0)
5 10 (2.3) 0 (0.0) A VTN YRR 3 (0.7) 0 (0.0)
2 INTR N A 3.7 0 (0.0) TSN B & % 1 (0.2 0 (0.0)
IRZ Y2 1(0.2) 0 (0.0) 5 ek 28 (6.5) 1(0.2)
Z D FEVERE 1(0.2) 0 (0.0) HEEDJE 12 (2.8) 0 (0.0)
KBS A 2 (0.5) 0 (0.0) e 1(0.2) 0 (0.0)
I 1(0.2) 0 (0.0) A M N 11 (2.5) 0 (0.0)
F e 3(0.7) 0 (0.0) P 2 (0.5) 0 (0.0)
e S 3.7 0 (0.0) FEEN 11 (2.5) 0 (0.0)
B SR 1(0.2) 0 (0.0) HLJRSE 1 (0.2 0 (0.0)
NGS5 1(0.2) 0 (0.0) IR ey P v e 2 (0.5) 0 (0.0)
JVH 78 E 1(0.2) 0 (0.0) A B R iR L 2 (0.5) 2 (0.5)
JTUBRAR Pt 1(0.2) 0 (0.0) /N 1(0.2) 0 (0.0)
BN 1(0.2) 0 (0.0) TRIR iR 1(0.2) 0 (0.0)
FEERSLUHEHEBBE 26 (6.0) 1(0.2) U R e 2 (0.5) 0 (0.0)
B 8 (1.8 0 (0.0) e \As Rl 1(0.2) 0 (0.0)
G RG] 2 (0.5) 0 (0.0) BRERRRE 234 (53.9) 85 (19.6)
AR 1(0.2) 0 (0.0 TI=vTI) TV AT =2 T—PHIM 73 (16.8) 4 (0.9)
R AE AR 1(0.2) 0 (0.0) TARGHVEET I ) M T AT 27— 96 (22.1) 5 (1.2)
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VI ZZatt (EH EoEES:) ([CBd 5HEE
DB-06 5% AHIF# DB-06 5%B&% AHIE
BEAMKSFE A EAREY " (N=434) BEAMNKNE A HARE? (N=434)
2L—FK: |[JL—F3lL: 25L—FK: |JL—F3uL:

Fi%k (%) fBil% (%) fBil% (%) fBil% (%)
Ee v e s 8 (1.8) 0 (0.0) PRI 3(0.7) 0 (0.0)
e L e #in 24 (5.5) 2 (0.5) i BREGR 75 (17.3) 24 (5.5)
A FERLS B Y v e B 2 (0.5) 0 (0.0) B H SRk 23 (5.3) 2 (0.5)
I 7w — L HEn 2 (0.5) 0 (0.0) a b Ru ¥ UEER I KRR 1(0.2) 0 (0.0)
M= L AT m— s 4(0.9) 0 (0.0) i SN 1(0.2) 0 (0.0)
2 v F =8 5(1.2) 1(0.2) N Al o =2 5 (1.2) 0 (0.0)
i R o BN 1(0.2) 0 (0.0) s = o & — & b i S 1(0.2) 0 (0.0)
i, AL K SEBE SN 8 (1.8) 0 (0.0) b m A= N 3(0.7) 0 (0.0)
ML= 7% 2 KA 1(0.2) 0 (0.0) AT A Y RRT 72— RN 31 (7.1) 0 (0.0)
I EAR T 1(0.2) 0 (0.0) PR s 1(0.2) 0 (0.0)
LI EE=S 1(0.2) 0 (0.0) JiFBEE R 1(0.2) 0 (0.0)
DEX QT IEE 2 (0.5) 0 (0.0) PhT AT E =P HUAHN 1(0.2) 0 (0.0)
e R AR 1(0.2) 0 (0.0) eI ALY UED 1(0.2) 0 (0.0)
y =T NWEINNT AT == 25 (5.8) 3(0.7) JI5% 3 S R D A e 1(0.2) 0 (0.0)
~ES v 4 (0.9) 0 (0.0) JI5% 3 R R T A 1(0.2) 0 (0.0)
DR 1(0.2) 0 (0.0) IR RER A NE -5 3(0.7) 1(0.2)
RE 5 1(0.2) 0 (0.0) T A A A S 2 (0.5) 0 (0.0)
U 2 SEREOR 24 (5.5) 9 (2.1 B4 3(0.7) 0 (0.0)
SRR L ER ARG N 1(0.2) 0 (0.0) BE. PESLVREELHE 9 (2.1) 1(0.2)
A R ER R 97 (22.4) 57 (13.1) A 1(0.2) 0 (0.0)
i NERHR D 56 (12.9) 16 (3.7) pefziste) 1(0.2) 0 (0.0)
TR HR 1(0.2) 0 (0.0) 15 1(0.2) 0 (0.0)
lRiEE 1(0.2) 0 (0.0) EAAE D RO 5(1.2) 1(0.2)
AR I ERSE ) 1(0.2) 0 (0.0) U a—/LEIS 1(0.2) 0 (0.0)
(RE D 25 (5.8) 0 (0.0) VI K D IESR 1(0.2) 0 (0.0)

W1 TRVE SRR HER2 ARFEHL USRI B O TR REE UL PRI IR ) (SRS 3 % UG IR e AR i TH — 4L B O 2K SR A 3 IR A
(F—%Hy hAT7H 202443 A 18 H)
7 2) [ICH [ERSESEAFESE H AFER (MedDRA/J Ver. 26.1) | (2H-S& SWEHIKSE (SOC) IZHEE L, SOIHARE (PT) i

L7z,
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VI 2zttt (B EokEgss) (CBd5HA

WEEFARBEESY . U206

AE& [HER2 (ERBB2) EinFZZE5M NSCLC £E3&]

U206 5#8& 5.4mg/kg B U206 8% 5.4mg/kg B
R (N=101) N (N=101)
- 25L—FK: [FL—F3ut: - 25L—F: [FL—F3LL:

FIE (%) fBil% (%) fBil% (%) fBil% (%)
e ARBHERE 93 (92.1) 32 (31.7) T 17 (16.8) 1(1.0)
BEFES S VHFERE 4 (4.0) 1(1.0) HIER R 4 (4.0) 0 (0.0)
INCEPS 1 (1.0) 0 (0.0) (ERESERL R Fss 1(1.0) 0 (0.0)
WHEE 7% 1 (1.0) 0 (0.0) D 60 (59.4) 3 (3.0
Jiti %% 1 (1.0) 0 (0.0) F Ve R 2 (2.0) 0 (0.0)
RGBS, 1 (1.0) 0 (0.0) LyFrs 1(1.0) 0 (0.0)
PR B IR 2 (2.0) 1(1.0) TV % 1(1.0) 0 (0.0)
MEH LV VvRREE 33 (32.7) 11 (10.9) A% 10 (9.9) 0 (0.0)
21 29 (28.7) 9 (8.9) RS i 1(1.0) 0 (0.0)
I i Bk i 2 (2.0) 0 (0.0) M nt: 23 (22.8) 2 (2.0)
U 2 SERRE 1 (1.0) 0 (0.0) HEREL 1(1.0) 0 (0.0)
i R BRI iE 6 (5.9) 2 (2.0) REH LUK THRREEE 25 (24.8) 0(0.0)
M/ MR E 2 (2.0) 1(1.0) Jit B 19 (18.8) 0 (0.0)
REB L UERBEE 31(30.7) 2(2.0) SERERE 2 (2.0) 0 (0.0)
KA U o A fiE 2 (2.0) 1(1.0) B S w1 1(1.0) 0 (0.0)
il NURVN | Fic 1 (1.0) 0 (0.0) piTeZ 1(1.0) 0 (0.0)
BARIGR 29 (28.7) 1(1.0) ZIFHE 1(1.0) 0 (0.0)
MRREE 10 (9.9) 0 (0.0) MRS 1(1.0) 0 (0.0)
FEMEDE N 2 (2.0) 0 (0.0) 9 FERE 2 (2.0) 0 (0.0)
TR A4 1 (1.0) 0 (0.0) & 2 (2.0) 0 (0.0)
GV 1 (1.0 0 (0.0) BER LB IR 25 1(1.0) 0 (0.0)
Bt 1 (1.0 0 (0.0) B2 £ 3 1(1.0) 0 (0.0)
MM = 2 — 1 S F— 3 (3.0) 0 (0.0) BERRS L VRARBES 2(2.0) 0(0.0)
PEIET 1 (1.0 0 (0.0) P 1(1.0) 0 (0.0)
RIHPERER = 2 —m 35— 1 (1.0) 0 (0.0) l=g” 200 1 (1.0) 0 (0.0)
REE 2 (2.0) 0(0.0) BHLURBEE 1(1.0) 0(0.0)
AR AL BT 1 (1.0 0 (0.0) B ARA 1(1.0) 0 (0.0)
TR 1 (1.0) 0 (0.0) — - 2HEBES L URSEHAIOKE 32 (31.7) 3(3.0)
DigEE 2 (2.0) 0 (0.0) )i 6 (5.9 1(1.0)
D% 1 (1.0 0 (0.0) W57 12 (11.9) 2 (2.0)
DRSS 1 (1.0 0 (0.0) TR 10 (9.9) 0 (0.0)
mEEE 2(2.0) 0 (0.0) iR 1 (1.0) 0 (0.0)
AR 1 (1.0 0 (0.0) R D JAE 1(1.0) 0 (0.0)
1ETH 1 (1.0 0 (0.0) Y M N 2 (2.0) 0 (0.0)
IEIRER. MIERE & UitRRES 13 (12.9) 3 (3.0) FeE 3 (3.0) 0 (0.0)
st 1 (1.0 0 (0.0) RABMERR 1(1.0) 0 (0.0)

Lxo<Y 2 (2.0) 0 (0.0 ERRRE 54 (53.5) 17 (16.8)
TR P 3 (3.0) 1(1.0) TI=VTR ) NTUAT 2 TP 11 (10.9) 1(1.0)
BDORIE 1 (1.0) 0 (0.0) TARTXVEET ) N TV AT 27 —EH 12 (11.9) 1(1.0)
filitige 2% 4 (4.0) 2 (2.0) A YL E 1(1.0) 0 (0.0)
gt 1 (1.0 0 (0.0) fiiT R I P 2= ) I 1(1.0) 0 (0.0)
T LIRS 1 (1.0) 0 (0.0) M7 V7 F =8 2 (2.0) 0 (0.0)
fitiwE 1 (1.0 0 (0.0) C—RUSPEE B 1(1.0) 0 (0.0)
shiEE 72 (71.3) 3 (3.0) y=INEINET VAT =T =PI 1(1.0) 1(1.0)
HER 3 (3.0) 0 (0.0) U 2o SERE 5 (5.0) 2 (2.0)
AR 1 (1.0) 0 (0.0) TF P EREOE D 28 (27.7) 10 (9.9)
Y 25 (24.8) 0 (0.0) /N 17 (16.8) 3 (3.0
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et W EoiEES) (B35

U206 58 5.4mglkg B U206 S8 5.4mglkg B
BEAANE LAE? h=ToD BEHASE RAKE eon
> = 25L—F: |FL—F3LLE - BRAZA & 25L—F: |FL—F3LLE -
B (%) | BB (%) Bl (%) | BI% (%)
PR Rk 2 (2.0) 1(1.0) = =R =5 | 1(1.0) 1(1.0)
M 1fn BR Eos 22 (21.8) 2 (2.0) MmHP7NA YRR T7 7 Z—BHN 3 (3.0) 0 (0.0)
==yl 1(1.0) 1(1.0)

1D [DRAALFIRIERICHIE L7 HER2 (ERBB2) BT RGHEOYIBRARGE/RHETT - BIEOIE/ NIt (2R3 2 RLE IR 7B A R FIH
—HEEEOARBHRFER L (F—X By hA7H 202243 A 24 H)

¥ 2) [ICH [EFEEIRAGESE HAGER (MedDRA/J Ver. 24.1) | IZES& SREBIKSFE (SOC) (2L, S OICHEARE (PT) ARk
L7,
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VI 2zttt (B EokEgss) (CBd5HA

WEEARBEESD : J202

#E (HER2 51t BEEH)

J202 HER AHIE J202 5HEs AHIE
BEAASE EEE NT129) BEBASE LAE NT129)
§ i 25L—F: [FL—F3LE: 7 " 25L—F: [FL—F3LE:
Fi%k (%) B (%) B (%) B (%)
BIEFARRBERE 122 (97.6) 94 (75.2) DEREE 3 (2.4) 0 (0.0)
RBLEES S UVFERE 8 (6.4) 1 (0.8) DV HE 1 (0.8 0 (0.0)
fiti & 3 (2.4) 1 (0.8 SIS 1 (0.8 0 (0.0)
BEHK 1(0.8) 0 (0.0) DM AE 1 (0.8) 0 (0.0)
UINGEDS 1(0.8) 0 (0.0) mEEE 3 (2.4) 2 (1.6)
MEEE J¢ 1(0.8) 0 (0.0) R i, 1 (0.8) 1 (0.8)
8% 1(0.8) 0 (0.0) EFTH 1 (0.8) 0 (0.0)
PR B R 1(0.8) 0 (0.0) FERRIE 1 (0.8) 1 (0.8)
fiti e 1 (0.8 0 (0.0) R SR, MIERH & UHERES 22 (17.6) 2 (1.6)
Eg,%ﬁa?tzojgimmﬁamim 108) 1 08) il 8 (6.4) 1 (0.8)
(BB LURY—TEETD) T i £ 5 (4.0) 1(0.8)
JiEE$55 L af. 1(0.8) 1 (0.8 Lxo<Y 4 (3.2 0 (0.0)
mMAEL LV VRESE 57 (45.6) 37 (29.6) A 1 (0.8 0 (0.0)
#ifn. 50 (40.0) 31 (24.8) % ] 1 (0.8) 0 (0.0)
FE BT BRI E 6 (4.8) 6 (4.8 S i 1 (0.8) 0 (0.0)
A ERISAME 3(2.4) 2 (1.6) TRk 1 (0.8) 0 (0.0)
ERRZPER L 1(0.8) 0 (0.0) it v AR 1 (0.8) 0 (0.0)
I i BRI i 1(0.8) 1 (0.8) PN SR 1 (0.8 0 (0.0)
M/ MR E 1(0.8) 0 (0.0) BaEE 87 (69.6) 10 (8.0)
RBBLUEEEE 72 (57.6) 21 (16.8) BN 72 (57.6) 6 (4.8)
RAKROR 66 (52.8) 18 (14.4) T 31 (24.8) 3(2.4)
firik 6 (4.8 2 (1.6) O Pt 26 (20.8) 0 (0.0
&7 VT 2 U E 6 (4.8) 0 (0.0) f5ERY 11 (8.8) 0 (0.0)
& U & A 4(3.2) 2 (1.6) A% 10 (8.0) 2 (1.6)
1 DR I E 2 (1.6) 1 (0.8) 2 3(2.4) 0 (0.0)
&V i 1(0.8) 0 (0.0) G R 2 (1.6) 0 (0.0)
A L A sE 1(0.8) 0 (0.0) gk 1 (0.8) 0 (0.0)
KT - U D i 1(0.8) 1 (0.8 PN TS 1 (0.8) 1 (0.8)
&Y B ifE 1(0.8) 0 (0.0 EREST R il 1 (0.8 0 (0.0)
MR S E 1(0.8) 0 (0.0 LS 1 (0.8 0 (0.0)
N 1 (0.8 0 (0.0) FEt 1 (0.8) 0 (0.0)
EEEE 2 (1.6) 0 (0.0) i SIEEZ 1 (0.8) 0 (0.0)
E23 1(0.8) 0 (0.0) . 1 (0.8) 0 (0.0)
RERE 1 (0.8) 0 (0.0) FREERES 11 (8.8) 3 (2.4)
HRRES 15 (12.0) 0 (0.0) [T RE S5 9(7.2) 3(2.4)
T S 8 (6.4) 0 (0.0) JHF B 2 (1.6) 0 (0.0)
BN 3(2.4) 0 (0.0) EES LUK THREES 35 (28.0) 0 (0.0)
KRR =2 — a5 — 3 (2.4) 0 (0.0 =B 28 (22.4) 0 (0.0
TR D F 2 (1.6) 0 (0.0 B 3(2.4) 0 (0.0
IRfEE 5 (4.0) 0 (0.0) B2 R 2 (1.6) 0 (0.0)
HERsR ) 2 (1.6) 0 (0.0) SUERRBLIE R 1 (0.8) 0 (0.0)
HENRH i, 2 (1.6) 0 (0.0) LI HLEE 1 (0.8) 0 (0.0)
HEBETR R 1(0.8) 0 (0.0) D FEIE 1 (0.8) 0 (0.0)
HHENSE 1(0.8) 0 (0.0) R INITRZSIN &S 1 (0.8) 0 (0.0)
HENRLE 1(0.8) 0 (0.0) E R 1 (0.8) 0 (0.0)
TEBERRHESE 1(0.8) 0 (0.0) JTCHR Jid 5 1 (0.8) 0 (0.0)
EB L URKESR 1(0.8) 0 (0.0) FERRBLUHEHBES 4 (3.2) 0 (0.0)
g 1(0.8) 0 (0.0 RAFvR 1 (0.8 0 (0.0
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VI Zzs4efh (B EoiEEss) (CBId 5HA

J202 HER AHIE J202 5HEs AHIE
BEAKAE ERE (N=125) BEAKSE ERE? (N=125)
. > i 25L—F: [FL—F3LLL: 7 i 2TL—F: [FL—F3LLL:
Fi%k (%) B (%) B (%) B (%)
(RES 1(0.8) 0 (0.0 M MR 47 (37.6) 14 (11.2)
#7 PIE 1(0.8) 0 (0.0 M ifn BRFE D 47 (37.6) 26 (20.8)
HEA 1(0.8) 0 (0.0) U S ERE D 27 (21.6) 14 (11.2)
BB L UVRKES 3 (2.4) 0 (0.0) R E I 15 (12.0) 1 (0.8)
EAR 2 (1.6) 0 (0.0) M ey e s 7 (5.6) 0 (0.0)
R RE R 1 (0.8) 0 (0.0) TARGEVBT I ) VIV AT =T =PRI 6 (4.8 2 (1.6)
—f - £BEEL LUREHEORE 73 (58.4) 10 (8.0) y—=INEINRT U RT 2 TP 4(3.2) 0 (0.0)
5y 43 (34.4) 1 (0.8) TI=vT ) RTVART 2T 3(2.4) 1(0.8)
9 F7 24 (19.2) 8 (6.4) C— e M 1 (0.8 0 (0.0)
FEEL 11 (8.8) 0 (0.0 DX QT MER: 1 (0.8 1 (0.8
FRituseaic 7 (5.6) 0 (0.0) ~ES B e 1 (0.8) 0 (0.0)
tE4 i 2 (1.6) 0 (0.0) [T RE IR A L 1 (0.8) 1 (0.8)
1) 0E 1(0.8) 1 (0.8) FaR=1 T Hm 1 (0.8) 0 (0.0)
HEE D R 1(0.8) 0 (0.0) ko= T #50 1 (0.8) 0 (0.0)
I 1 (0.8) 0 (0.0) AT A YFRAT 7 & —FrN 1 (0.8 0 (0.0)
JE R 1 (0.8) 0 (0.0) SE. PESLUVLBESHHE 2 (1.6) 0 (0.0)
ERERRE 93 (74.4) 74 (59.2) AL BUS 2 (1.6) 0 (0.0)
I R ERER A 76 (60.8) 61 (48.8)

H 1) TR AALFEIER T U2 HER2 Bt ORISR RE /2 1T - R38O0 B i ) 1239 2 UGS e AR IH — S A B O AGRHGERER (7
—XF vy hAT7H 20194 11 A 8 H)
1 2) TICH [EFRIZEIEHZESE 0 AFER (MedDRA/ Ver. 20.1) | 12, ZERIRSE (SOC) (B L, S 6ICHEARE (PT) &##

L7,
9. BERMRERRICRITIHE
BRIE SALTUV 20

10.B8ERE
BE STV

M ERALDEE

14. BRLDEE

141 EFREBRDOIE

1411 BARERFEFHHAK 5mL Z2HEWY | KAZEHL TR IAY AT T A7 H (BisFHH
#2) 20mg/mL DOIRE L Lictk, LEEZTEFRBECTHEIMY, BEHICAAERT 5% 7 N7 TS
% 100mL 2/ RT 5 Z &,

14.1.2 ERIFIZEDNC AL T A RS, BRI T 2 2 &, BRESTLEETRET 25813, 2~
8CT 24 FHILIN &5 Z &,

14.1.3 ARBITESCNITHEM T2 2 L, b, RESDE2ETRET 25813, ORELZ TP T VI
WL, 2~8CT 24BN ET5 2 &,

14.1.4 RIETOWEM., FREOEGI3EDETARMUANICITY 2 &, BIRIEYICHEEST L Z &,

14.2 EFIREHOEE

1421 02um DA FA LT 4 NE— (R Z—F VALK, R AR UTEBER T A oo il) %
BLTERETDZ L,
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VI 2zttt (B EokEgss) (CBd5HA

14.2.2 fifl & DIREZE LignZ &,

14.2.3 KA L AAIER H AR & OREG 280 . B AR 5 AR RIEIR L R CAli 7 A v % iR
BHIIITDRN &,

14.2.4 SNy 7 wERT D L

14.2.5 SRFEICEE L. RS MEIMTImN D & BB DAL, M. BOERI. &R, IR
DFERERL T ZENH L0 TERENMEIMIIRNR2NE D ICEET D &

fiRER -

141, 14.21~14.2.4 AFNOHEROHE, K - MEIREICE S X, RE L.

14.1.2 W% OZEMEOBEAMEREBRAE RICE S X | BREEZORMFEIT 2~8C T 24 FFREILIN & LT,

14.2.5 —MIZ, PUEMEEGA CIIR R E MR HA R E LG, REIRERRBO LN 7D, &iE
L7z,

1]

12. ZDHMDFE
(EEEREA I D < 1R
15.1 ERERMERIZE D &R
BRI IZ W T AFNTH T 2 HURDEEANRE STV 5D,

RS

151 AANZKTT BHURDPEAIT L DMK OEIE~DEEITRD TRV, BERRICBWT, K
FNST D HURDFEERRE SN TVD Z L2 E 2 #E LT,

(2)FEEG R EHER I H D  HHR

152 JEBGERERERICE D 154

15.2.1 AFIOBYRER (5 v FROH =2 A FL) TENENERBEROK 3 5% 006 fEOBREICHY T
HHETHEENE (5 v M ORISR, b =74 FL CHEBHE FHlaRd) 23380 bnke 2, 72
B, 7y N TIRERBEROK 16 fFOMREEICHY T 25 H R CEEN 2 b 2 ORI 20 - 26 b
EHHNTND 2,

15.2.2 77 bT 2 USROS M & V- AR B RR TR AROERY . Ty PO B
O MERBR T/ IMEB RIS RO b P, [9.4.1, 9.4.2 3R]

s

1521 5 v F RO L2 AWK EGIRNE G EERR T, BREEPRE SN TV L2 2 Lo RELE
( X2.REHRSHUEHR 1)

15.2.2 AH| &R 5 DX OWFFLERS ML 2 F U o e o R B 5 5B TR ORSE RS . 7 » FoBiiZ v
T/ INZERBR T/ NGRS LT P 2 EMHRE L ( [K2.3)EBIEEMRR 21 .
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IX. JERRAREAER(CRE4 5T H

IX. JEERPREERICRI I S 1HA

1. EEHER

(1) ZEHEAER
VI.ESZEECET HER] &1

) ReMFEEHRER (YL, invitro)
TLA RN —REREEE LTI = APV N T AV RT FA7 AT 71 (30mg/kg, 78.8mg/kg,
HHBE n=4) ZHEFIRNE G L72ER, 78.8mg/kg £ TLIME R, MR, L OHFHARE R ~O/EH X
O LN T,
F72. DXd %, b MERBIEREGEMED U U LA A F ¥ xLiEfn S (human ether-a-go-go-related gene: hERG)
HMAF v A =— A NN AX =PI (CHO) Mgz V7= Bk <, 10pmol/L (¥ 5000ng/mL) % T hERG F
¥ FVERERE LR > (in vitro)

(3)ZF Dfth > F IR ER
ZUERR L

2. HHHR

MEEEESHERER (v b HIL)
AR P G- CRE I RE T D 7o o0, HEIHEE G- EMERBR 1T I L TR,
NIAY AT FNT AT DTy b0 6 EEFEBERIRN S E R (0, 20, 60, 197mg/kg, 3 HHIZ
1[E) T, YlEEG-0 8 B BLAMRIZ, FEOIME UIME A 20mg/kg DMK Y 60mg/kg LA EOMERET, B
EH D WIIPED 19Tmg/kg OMERETRD bz, £7-. 197mglkg OMERETHIEE LG OB AIEHEOK T
NHHIL, &5 3 A RICERERBD B I, ABEIRZ8 U COECUTHEEMITRO 6T, 7 Fo
BAA 521 DM OEIEE L 197Tmg/kg L 0 REWE W L7,
=7 A WD 6 WE R BERIRN £ G- RER (0, 10, 30, 78.8mg/kg, 3HMIZ 1[\]) TiXx, ¥lEELE 8 A
H7» 5 78.8mg/kg CTTRHINALIL, 7o, &5 2 HHGHMEHES 1 I CEAZOEKTRALIL, £ Dk,
REWAD DB SN, =7 A4 P OHEE G281 2 OBIE&IT 78.8mg/kg L W KE W& HEr L7,

QREXRESMRER (T b HYIL) @
NIAY AT FNT AT DTy b (MERER 10 FI/FE, EEERMERES 5 GI/AE) 6 MM REE RN 5.5
P (0, 20, 60, 197mg/kg, 3 WM 1 [E]) KTV 9 HMIEIEMERER TIX, 197mg/kg £ TR K OWIEHILFR
bivieholo, NTAYRST FNT AT I o FEGIC X D EREMEI, 20mg/kg LA ECHLE K OREHEEME,
60mg/kg LA ETY o8 i Manigtt, Bk, RIGEE. KOUEBEE Ch 7o, 2 b0 kiX, KR
OOl OB b2 BRE . BHEHELZ R LI, WTN BB D WIIATICELIEERZ(LTIE W Ehb, 7
v D 10% DOEMCEE 2 mEN BT 5 & (severely toxic dose in 10% of the animals: STDio) (%
197mglkg £ 0 K& &Hr L7,

NIARY R T TN AT DA =T A W (MERER 3 Fl/EE, [MEREMERES 2 BI/RE) 6 I8 I BRERARA %
5.3 (0, 10, 30, 78.8mg/kg. 3 W 1[A) K Or 6 W EIEMEER Tld, 78.8mg/kg DM 1 3B AE
Ligolo, BWREHITH LN B, WLEEN, EhaEEE, EEE. ROEHEETh o7, KE
K OEBEEE O/, WO B REFIE R OVE L& B ER L7REEB(LIC K WV EEICE -T2 & B 2 b T,
AT O E 22 FEE, 10me/kg U ECMILE EE, 30mg/kg DL LTk, ABHRENE, LOEFERETH -
7oo F£7o. 78.8mg/kg TiiMaratt, BalE, ROVLEREE (PR MROEM L O QT MROILER) MR
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IX. JERRAREAER(CRE4 5T H

b, Mhiwth e OB E DO AFRILE 2R &

L ZIUHDOFTRIL 6 3
MEKFRIRN P G- B Tl 78.8mg/kg TWSE, AEAFFITHiEM: (FE

T ORFEHI M & ICRIEEm 2R Lz, T
O)Kr&)él/\ iﬂmﬂ/ﬂﬁ(ﬂi ) 7j)wu

DO LD EHE RSB L eV i K 2 (highest non-severely toxic dose: HNSTD) (%, 30mg/kg

EHIWT L7,

NTIAYX=T FNT AT DR =7 AP (RS 4 GIRE, [RHEREMERES 2 BI/EE) 3 » H AR B

BeEHEME (0, 3, 10, 30mg/kg. 3 M

1) KO3 » AWEMEMERE I, B8, Bl WE, KR, K&

. KON RE 2 @t A bz, HGICRRT 2 HEREEEZRR T DT IR LDNRNST2Z ENb,

HNSTD 13 30mg/kg & 157 L7,
Q)rEEEMEHAER (invitro, T v k)

DXd iZ

—fifi R R AE) A A7 G

DXd @ in vitro &iswl

IR B TR E |

DWW in vitroiRBR E U CHIE 2 VW /- 180728
nvivoirreE L TF o
EEER I, MEICK L OB 2ER B3 i

INAE TR

AR (Fry A =—ANARAH
$ew T2 Bl IMZ R BR & FE i L 7=,
ITA BN TN,

W PL R B

W6 U TR OREER T 2 FHR L. 7 v b in vivo BB/ TIL DXd 1T/ EZFHRT 5 L S

i,
- . PRI R T DXd S
PR RORE g B R R PR
SO DFIEZ h b 7. REKIC
AR & 2 FAXIF T A 5000pg/ 7" L— b BT, wrh@o%r“f%@ AL
YR N L in vitro | ® 4 WK O F CTOEE o =—HOEMTED b,
BV KIS O 1 Hikk (S0 1HE F UHFIAET) | DX (s £ 2R B 12 72
W EHIE S U
DXd (2 & 2 YR O F) B % oR
(ﬁigﬁﬁgiﬁﬁr) T O RNTBLE S P 1o
TP A FrAf=— 0,05 L i/ AL DT ORBREEIC kwf%%
RN EE | invitro | ANAA R — kGﬁ%@%ﬁ%ﬁ) FERRAF N e R O M B %3
BB [EES ) 0.0195~0 2 sefmnL. #ﬁ@@%m#ﬁ%éhtt .
km¢w$§§£@ET> DXd (et ik orE R % H%T
T % LW ST,
o SN IRAT Sh R I BRI
BB B | SD Z v b 8;%%;%2;0“5 0.05me/kef A LI CA 1 #1 L
(CIEERE) B (5 f/EE) %ﬁ-éﬁ%ﬁm T2t . DXd I NI FEMED &
S - % LIl S,

S9 : 9000g supernatant (9000g _Eif)
Q)P A TR EAER
R TERL L

5 )E?E%E%Tiﬁ%ﬁ (v k. L)

ZHREE R OVEIR & COWIHANRE A

(ZBI9 D RER, HAERT R O AER O FE AW TN RHADFEREIC

%&O\Hﬁﬁﬁi 3 RS Lt R Re Sy T DR GUAYAN AN

FHRBRTCIZ, TRV AT FATATHURREIZXIY S

N

#E%) ~OFRENED O ( [K22QREERSEMHHR 21)

in vitro
(6)BFTRIBHMESER (T b, HIL)
JRPTRIE R (X 90 L Tuieuy,

7 v b RO =7 A PO REKEIRA G- mE R T AIRRBIZ
T TN AT T 2 OIEFTEL T O ST 2 5l L 72 f5 R 2 eh Ok

Yt KR EHBR L T v b in vivo BB/ MERER CE s
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IX. FEERREER (ZBE4 5 IE H

v ) KON 78.8mglkg/3# (W=7 AWN) £TrIAYR~T FTILT AT AN T 5 RIEEZE LR
ool (([XK2QREHRSSMERER )

(7)Z D DYFHEM
SEMRER (nvitro. 5V k)
DXd (0.195~25pg/mL) OHMEIZ ST, Balble ¥ 7 AMEMESHAHI (Balb/e 3T3 ) % AV TREG L 7=
FER, HEEOBTEN Y A7 PR &N,
A7 > b (I IariLong-Evans) % v 72 DXd O HEIFIRN S (0, 1, 3mg/kg) Tl 3mgkg (kM
) EChEEIRALN R oT,
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X. EHRHEIHICEY HIEHA

X. EEMEERICEY SEE

1. BHXSH
Al AW skRLEL, BIEE, R EEIEMEON T EICIVERT S 2 L
HhEksy - B3

2. A»EAME
48 & 7 (2 EMERRERE RIS <)

3. ARRETOEE
2~8°C TIRAF

4. MW EDFEE
WE S TR

5. BEMITEM
BEMEEKLTAR AV <THoLEY : HY
ZTOMOBEWTEM : TT ABEFERICEL TEAMIRNEHNE KO T XT2. 20MOBEER ] &R
(55— =4t EREMRE T AR — 52— © httpsi//www.medicalcommunity.jp)

6. R—m% - RhE
FRIEIS, — Ao,

7. BfgEAEERE
20194E 12 A 20 B CKH)

8. WERFAREAARVARES., EMBLNRKZFEAL. REMIBEAR
RIEIRGEAAREAEH B - 202045 3 A 25 H
AW & 5 30200AMX00425
FEAMFEEIEAEA B 202045 A 20 H
M 5E B 4G 4E H B 202045 A 25 H

9. MEEXIEHREM, AZERUVAZELEEEMENFABRUVZTONE
202049 A 25 H
WE . [HAALEEREARZRICIBEL - HER2 GO BRVIRTRELEST - BROBE] O2e IR DB
r <7b“/u1tf7“-9§;‘£f£rié% L 7= HER2 [5G DB UIBR TR E1T - BROBRE)
Wi RANZIE N T AY R~ T Ty ATy (Binff#z) & LT1[F 6.4mgkg (KE) % 90
Gy C 3 MM CTRIEFET 5, i, PIEIEGOREMEN RAFCThHiT 2 B H LARE O $5 5-IfH]
1% 30 £ CHEMCX 5, | ORELKOHEDBN
2022 4 11 A 24 H
N MEREERDOH S HER2 BHEOFMHIFAREXITBRIE (ZEMNGTAENRELBZSICRS) | OREE
IRz MER2EEED H S HER2 BHEDFHARER IIBRIE ~£ T
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X. BEHFHEICET AEE

20233 H 27 H

WA . MERREEDHSH HER2 ERXBROFMTERITERIE ] OQEESUIB R DB

2023 /£ 8 H 23 H

WA © THAERRERICEE L - HER2 (ERBB2) EIEFEEBIEDUIBRTRELELT - BROI/NERafhE)
DNGE TR F D IBAN

2025 8 H 25 H

WA RILVECZBREGMEN D HER2 ERBRXISBERBROFMAEREEBRIE] ORI ROIEM

10.5FERER. BEBRARFARRUZORE
ML

M. BEEHM

MEERE (E2EREEDOH D HER2 BHEOFMFEXIIERIE (BEMNTARNESTISEICRS) ] X
8 4E (2020 4E 3 A 25 H~2028 43 4 24 H)
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(ENHERTU— 1.1 HER2-Positive Metastatic Breast Cancer

fam-trastuzumab
deruxtecan-nxki
injection, powder,
lyophilized,

for solution,

Daiichi Sankyo, Inc.,
202541 H)

ENHERTU is indicated for the treatment of adult patients with unresectable or
metastatic HER2-positive (IHC 3+ or ISH positive) breast cancer who have
received a prior anti-HER2-based regimen either:

¢ in the metastatic setting, or

¢ in the neoadjuvant or adjuvant setting and have developed disease
recurrence during or within six months of completing therapy.

1.2 HER2-Low and HER2-Ultralow Metastatic Breast Cancer

ENHERTU is indicated for the treatment of adult patients with unresectable or
metastatic

e Hormone receptor (HR)-positive HER2-low (IHC 1+ or IHC 2+/ISH-) or
HER2-ultralow (IHC 0 with membrane staining) breast cancer, as
determined by an FDA-approved test, that has progressed on one or more
endocrine therapies in the metastatic setting /see Dosage and
Administration (2.1)].

e HER2-low (IHC 1+ or IHC 2+/ISH-) breast cancer, as determined by an
FDA-approved test, who have received a prior chemotherapy in the
metastatic setting or developed disease recurrence during or within 6
months of completing adjuvant chemotherapy /see Dosage and
Administration (2.1)].

1.3 HER2-Mutant Unresectable or Metastatic Non-Small Cell Lung Cancer

ENHERTU is indicated for the treatment of adult patients with unresectable or
metastatic non-small cell lung cancer (NSCLC) whose tumors have activating
HER2 (ERBB2) mutations, as detected by an FDA-approved test, and who have
received a prior systemic therapy.

This indication is approved under accelerated approval based on objective
response rate and duration of response /see Clinical Studies (14.53)]. Continued
approval for this indication may be contingent upon verification and description
of clinical benefit in a confirmatory trial.

1.4 HER2-Positive Locally Advanced or Metastatic Gastric Cancer

ENHERTU is indicated for the treatment of adult patients with locally advanced
or metastatic HER2-positive (IHC 3+ or IHC 2+/ISH positive) gastric or
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gastroesophageal junction (GEJ) adenocarcinoma who have received a prior
trastuzumab-based regimen.

1.5 HER2-Positive (IHC 3+) Unresectable or Metastatic Solid Tumors

ENHERTU is indicated for the treatment of adult patients with unresectable or
metastatic HER2-positive (IHC 3+) solid tumors who have received prior
systemic treatment and have no satisfactory alternative treatment options.

This indication is approved under accelerated approval based on objective
response rate and duration of response /[see Clinical Studies (14.5)]. Continued
approval for this indication may be contingent upon verification and description
of clinical benefit in a confirmatory trial.

2 DOSAGE AND ADMINISTRATION
2.1 Patient Selection
HER2-Low or HER2-Ultralow Unresectable or Metastatic Breast Cancer

Select patients for treatment of unresectable or metastatic HER2-low (IHC 1+ or
IHC 2+/1SH-) or HER2-ultralow (IHC 0 with membrane staining) breast cancer
with ENHERTU based on HER2 expression /see Clinical Studies (14.2)].

HER2-Mutant Unresectable or Metastatic NSCLC

Select patients for the treatment of unresectable or metastatic HER2-mutant
NSCLC with ENHERTU based on the presence of activating HER2 (ERBB2)
mutations in tumor or plasma specimens /see Clinical Studies (14.3)]. If no
mutation is detected in a plasma specimen, test tumor tissue.

HER2-Positive Locally Advanced or Metastatic Gastric Cancer

Select patients with locally advanced or metastatic HER2-positive gastric cancer
based on HER2 protein overexpression or HER2 gene amplification (IHC 3+ or
IHC 2+/ISH positive). Reassess HER2 status if it is feasible to obtain a new
tumor specimen after prior trastuzumab-based therapy and before treatment
with ENHERTU.

HER2-Positive (IHC 3+) Unresectable or Metastatic Solid Tumors

Select patients for treatment of unresectable or metastatic solid tumors with
ENHERTU based on HER2-positive ITHC 3+) specimens /see Clinical Studies
(14.5)]. An FDA-approved test for the detection of HER2-positive IHC 3+) solid
tumors for treatment with ENHERTU is not currently available.

Additional Patient Selection Information

Information on FDA-approved tests for the detection of HER2 protein expression,
HER2 gene amplification, and activating HER2 mutations is available at:
http://www.fda.gov/CompanionDiagnostics.

2.2 Recommended Dosage and Schedules

Do not substitute ENHERTU for or with trastuzumab or ado-trastuzumab
emtansine.

Slow or interrupt the infusion rate if the patient develops infusion-related
symptoms.

Permanently discontinue ENHERTU in case of severe infusion reactions.
Premedication

ENHERTU is highly emetogenic /see Adverse Reactions (6.1)], which includes
delayed nausea and/or vomiting. Administer prophylactic antiemetic medications

per local institutional guidelines for prevention of chemotherapy-induced nausea
and vomiting.
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Recommended Dosage for HER2-Positive, HER2-Low, or HER2-Ultralow
Metastatic Breast Cancer, HER2-Mutant Unresectable or Metastatic NSCLC,
and HER2-Positive THC 3+) Unresectable or Metastatic Solid Tumors.

The recommended dosage of ENHERTU is 5.4 mg/kg given as an intravenous
infusion once every 3 weeks (21-day cycle) until disease progression or
unacceptable toxicity.

Recommended Dosage for HER2-Positive Locally Advanced or Metastatic Gastric
Cancer

The recommended dosage of ENHERTU is 6.4 mg/kg given as an intravenous infusion
once every 3 weeks (21-day cycle) until disease progression or unacceptable toxicity.

2.3 Dosage Modifications

Management of adverse reactions may require temporary interruption, dose reduction,
or treatment discontinuation of ENHERTU as described in Tables 1 and 2.

Do not re-escalate the ENHERTU dose after a dose reduction is made.

If a planned dose is delayed or missed, administer as soon as possible; do not wait
until the next planned cycle. Adjust the schedule of administration to maintain a
3-week interval between doses. Administer the infusion at the dose and rate the
patient tolerated in the most recent infusion.

Table 1: Dosage Reduction Schedule

Breast Cancer, NSCLC,
Dose Reduction Schedule and THC 3+ Solid Gastric Cancer
Tumors
Recommended starting dose 5.4 mg/kg 6.4 mg/kg
First dose reduction 4.4 mglkg 5.4 mglkg
Second dose reduction 3.2 mg/kg 4.4 mg/kg
Requirement for further dose Discontinue Discontinue
reduction treatment. treatment.

Table 2: Dosage Modifications for Adverse Reactions

Advex:se Severity Treatment Modification
Reaction
Interstitial Asymptomatic Interrupt ENHERTU until
Lung Disease ILD/pneumonitis resolved to Grade 0, then:
(ILD)/Pneumonitis | (Grade 1) - if resolved in 28 days or less from
[see Warnings date of onset, maintain dose.
and Precautions * if resolved in greater than 28
G.1)] days from date of onset, reduce
dose one level (see Table 1).

* consider corticosteroid treatment
as soon as ILD/pneumonitis is
suspected.

Symptomatic * Permanently discontinue
ILD/pneumonitis ENHERTU.
(Grade 2 or greater) * Promptly initiate corticosteroid
treatment as soon as
ILD/pneumonitis is suspected.
Neutropenia Grade 3 (less than 1.0 | * Interrupt ENHERTU until
[see Warnings to 0.5 x 109/L) resolved to Grade 2 or less, then
and Precautions maintain dose.
(6.2)] Grade 4 (less than 0.5 | * Interrupt ENHERTU until
x 109/L) resolved to Grade 2 or less.

* Reduce dose by one level (see

Table 1).

—172—




XIl. BE&EE

Febrile Absolute neutrophil * Interrupt ENHERTU until
Neutropenia count of less than 1.0 X resolved.
[see Warnings 109/L and temperature | * Reduce dose by one level (see
and Precautions | greater than 38.3°C or a Table 1).
(6.2)] sustained temperature
of 38°C or greater for
more than one hour
Thrombocytopenia | Grade 3 (platelets less | * Interrupt ENHERTU until
[see Adverse than 50 to 25 x 109 /L) resolved to Grade 1 or less, then
Reactions (6.1)] maintain dose.
Grade 4 (platelets less | * Interrupt ENHERTU until
than 25 x 109 /L) resolved to Grade 1 or less.
* Reduce dose by one level (see
Table 1).
Left Ventricular | LVEF greater than + Continue treatment with
Dysfunction 45% and absolute ENHERTU.
[see Warnings decrease from baseline
and Precautions | 1s 10% to 20%
(5.3)] And absolute | * Continue treatment with
decrease from ENHERTU.
baseline 1s * Repeat LVEF assessment within
less than 10% 3 weeks.

And absolute
decrease

from baseline
is 10% to 20%

* Interrupt ENHERTU.

* Repeat LVEF assessment within
3 weeks.

+ If LVEF has not recovered to
within 10% from baseline,
permanently discontinue
ENHERTU.

* If LVEF recovers to within 10%
from baseline, resume treatment
with ENHERTU at the same dose.

* Interrupt ENHERTU.

* Repeat LVEF assessment within
3 weeks.

* If LVEF of less than 40% or
absolute decrease from baseline
of greater than 20% is confirmed,
permanently discontinue
ENHERTU.

Symptomatic * Permanently discontinue

congestive heart ENHERTU.

failure (CHF)

Toxicity grades are in accordance with National Cancer Institute Common Terminology
Criteria for Adverse Events Version 5.0 (NCI CTCAE v.5.0).

LVEF
40% to
45%

LVEF less than 40% or
absolute decrease from
baseline is greater
than 20%

2.4 Preparation and Administration

In order to prevent medication errors, check the vial labels to ensure that the
drug being prepared and administered is ENHERTU (fam-trastuzumab
deruxtecan-nxki) and not trastuzumab or ado-trastuzumab emtansine.

Reconstitute and further dilute ENHERTU prior to intravenous infusion. Use
appropriate aseptic technique.

ENHERTU (fam-trastuzumab deruxtecan-nxki) is a hazardous drug. Follow
applicable special handling and disposal procedures.
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Reconstitution

* Reconstitute immediately before dilution.

* More than one vial may be needed for a full dose. Calculate the dose (mg), the
total volume of reconstituted ENHERTU solution required, and the number of
vial(s) of ENHERTU needed /see Dosage and Administration (2.2)].

* Reconstitute each 100 mg vial by using a sterile syringe to slowly inject 5 mL of
Sterile Water for Injection, USP into each vial to obtain a final concentration of
20 mg/mL.

+ Swirl the vial gently until completely dissolved. Do not shake.

If not used immediately, store the reconstituted ENHERTU wvials in a

refrigerator at 2°C to 8°C (36°F to 46°F) for up to 24 hours from the time of

reconstitution, protect the vial from light. Do not freeze.

The product does not contain a preservative. Discard unused ENHERTU after
24 hours refrigerated.

Dilution

+ Withdraw the calculated amount from the vial(s) using a sterile syringe.
Parenteral drug products should be inspected visually for particulate matter
and discoloration prior to administration whenever solution and container
permit. The solution should be clear and colorless to light yellow. Do not use if
visible particles are observed or if the solution is cloudy or discolored.

* Dilute the calculated volume of reconstituted ENHERTU in an intravenous
infusion bag containing 100 mL of 5% Dextrose Injection, USP. DO NOT use
Sodium Chloride Injection, USP. ENHERTU is compatible with an infusion bag
made of polyvinylchloride or polyolefin (copolymer of ethylene and polypropylene).

* Gently invert the infusion bag to thoroughly mix the solution. Do not shake.

* Cover the infusion bag to protect from light.

* Discard any unused portion left in the vials.

Administration

+ If not used immediately, store the diluted ENHERTU in a refrigerator at 2°C to
8°C (36°F to 46°F) for up to 24 hours or at room temperature between 20°C to
25°C (68°F to 77°F) for up to 4 hours including preparation and infusion time.

* Protect from light. Do not freeze.

The maximum time from reconstitution of the vial through the end of

administration should not exceed 24 hours.

- If the prepared infusion solution was stored refrigerated (2°C to 8°C [36°F to
46°F]), allow the solution to reach room temperature prior to administration.
Cover the infusion bag to protect from light.

* Administer ENHERTU as an intravenous infusion only with an infusion set
made of polyolefin or polybutadiene.

+ Administer ENHERTU with a 0.20 or 0.22 micron in-line polyethersulfone

(PES) or polysulfone (PS) filter.

Do NOT administer as an intravenous push or bolus.

*+ Cover the infusion bag to protect from light during administration.

* Do not mix ENHERTU with other drugs or administer other drugs through the
same intravenous line.

* First infusion: Administer infusion over 90 minutes.

* Subsequent infusions: Administer over 30 minutes if prior infusions were well

tolerated.
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4. Clinical particulars

4.1 Therapeutic indications
Breast cancer
HERZ2-positive breast cancer

Enhertu as monotherapy is indicated for the treatment of adult patients with
unresectable or metastatic HER2-positive breast cancer who have received one or
more prior anti-HER2-based regimens.

HERZ2-low breast cancer

Enhertu as monotherapy is indicated for the treatment of adult patients with
unresectable or metastatic HER2-low breast cancer who have received prior
chemotherapy in the metastatic setting or developed disease recurrence during or
within 6 months of completing adjuvant chemotherapy (see section 4.2).

Non-small cell lung cancer (NSCLC)

Enhertu as monotherapy is indicated for the treatment of adult patients with
advanced NSCLC whose tumours have an activating HER2 (ERBB2) mutation
and who require systemic therapy following platinum-based chemotherapy with
or without immunotherapy.

Gastric cancer

Enhertu as monotherapy is indicated for the treatment of adult patients with
advanced HER2-positive gastric or gastroesophageal junction (GEJ)
adenocarcinoma who have received a prior trastuzumab-based regimen.

Other Solid Tumours

Enhertu is indicated for the treatment of adult patients with unresectable or
metastatic HER2-positive IHC3+) solid tumours who have received prior
treatment or who have no satisfactory alternative treatment options.

4.2 Posology and method of administration

Enhertu should be prescribed by a physician and administered under the
supervision of a healthcare professional experienced in the use of anticancer
medicinal products. In order to prevent medicinal product errors, it is important
to check the vial labels to ensure that the medicinal product being prepared and
administered is Enhertu (trastuzumab deruxtecan) and not trastuzumab or
trastuzumab emtansine.

Enhertu should not be substituted with trastuzumab or trastuzumab emtansine.
Patient selection
HERZ2-positive breast cancer

Patients treated with trastuzumab deruxtecan for breast cancer should have
documented HER2-positive tumour status, defined as a score of 3+ by
immunohistochemistry (IHC) or a ratio of > 2.0 by in situ hybridization (ISH) or
by fluorescence in situ hybridization (FISH) assessed by a CE-marked in vitro
diagnostic (IVD) medical device. If a CE-marked IVD is not available, the HER2
status should be assessed by an alternate validated test.

HERZ2-low breast cancer

Patients treated with trastuzumab deruxtecan should have documented
HER2-low tumour status, defined as a score of IHC 1+ or IHC 2+/ISH-, as
assessed by a CE-marked IVD medical device. If a CE-marked IVD is not
available, the HER2 status should be assessed by an alternate validated test (see
section 5.1).

NSCLC

Patients treated with trastuzumab deruxtecan for advanced NSCLC should have
an activating HER2 (ERBB2) mutation detected by a CE-marked in vitro
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diagnostic (IVD) medical device. If a CE-marked IVD is not available, the HER2
mutation status should be assessed by an alternate validated test.

Gastric cancer

Patients treated with trastuzumab deruxtecan for gastric or gastroesophageal
junction cancer should have documented HER2-positive tumour status, defined
as a score of 3 + by immunohistochemistry (IHC) or a ratio of > 2 by in situ
hybridization (ISH) or by fluorescence in situ hybridization (FISH), assessed by a
CE-marked in vitro diagnostic (IVD) medical device. If a CE-marked IVD is not
available, the HER2 status should be assessed by an alternate validated test.

Other Solid Tumours

Patients treated with trastuzumab deruxtecan for solid tumours should have
documented HER2-positive THC 3+) tumour status. If a CE-marked IVD is not
available, the HER2 status should be assessed by an alternate validated test.

Posology

Recommended dosage for Breast cancer, NSCLC and Other Solid Tumours

The recommended dose of Enhertu is 5.4 mg/kg given as an intravenous infusion
once every 3 weeks (21-day cycle) until disease progression or unacceptable

toxicity.

Recommended dosage for Gastric cancer

The recommended dose of Enhertu is 6.4 mg/kg given as an intravenous infusion
once every 3 weeks (21-day cycle) until disease progression or unacceptable

toxicity.

The initial dose should be administered as a 90-minute intravenous infusion. If
the prior infusion was well tolerated, subsequent doses of Enhertu may be
administered as 30-minute infusions.

The infusion rate of Enhertu should be slowed or interrupted if the patient
develops infusion-related symptoms (see section 4.8). Enhertu should be

permanently discontinued in case of severe infusion reactions.

Premedication

Enhertu is emetogenic (see section 4.8), which includes delayed nausea and/or
vomiting. Prior to each dose of Enhertu, patients should be premedicated with a
combination regimen of two or three medicinal products (e.g., dexamethasone
with either a 5-HT3 receptor antagonist and/or an NK1 receptor antagonist, as
well as other medicinal products as indicated) for prevention of
chemotherapy-induced nausea and vomiting.

Dose modifications

Management of adverse reactions may require temporary interruption, dose
reduction, or treatment discontinuation of Enhertu per guidelines provided in

Tables 1 and 2.

Enhertu dose should not be re-escalated after a dose reduction is made.

Table 1: Dose reduction schedule

Breast cancer,

Dose reduction schedule NSCLC and Other Gastric cancer
Solid Tumours
Recommended starting dose 5.4 mg/kg 6.4 mg/kg
First dose reduction 4.4 mg/kg 5.4 mg/kg
Second dose reduction 3.2 mg/kg 4.4 mg/kg
Requirement for further dose Discontinue Discontinue
reduction treatment treatment
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Table 2: Dose modifications for adverse reactions

Adverse
reaction

Severity

Treatment modification

Interstitial lung

Asymptomatic ILD/

Interrupt Enhertu until resolved to

10%/Ls and temperature
greater than 38.3 °C or
a sustained
temperature of 38 °C
or greater for more
than one hour.

disease (ILD)/ pneumonitis Grade 0, then:
pneumonitis (Grade 1) * if resolved in 28 days or less from
date of onset, maintain dose.
* if resolved in greater than 28
days from date of onset, reduce
dose one level (see Table 1).
* consider corticosteroid treatment
as soon as ILD/pneumonitis is
suspected (see section 4.4).
Symptomatic ILD/ * Permanently discontinue
pneumonitis Enhertu.
(Grade 2 or greater) * Promptly initiate corticosteroid
treatment as soon as ILD/
pneumonitis is suspected (see
section 4.4).
Neutropenia Grade 3 (less than 1.0 - | * Interrupt Enhertu until resolved
0.5 x 109/L) to Grade 2 or less, then maintain
dose.
Grade 4 (less than 0.5 | * Interrupt Enhertu until resolved
x 109/L) to Grade 2 or less.
* Reduce dose by one level (see
Table 1).
Febrile Absolute neutrophil * Interrupt Enhertu until resolved.
neutropenia count of less than 1.0 X | * Reduce dose by one level (see

Table 1).

Left ventricular
ejection fraction
(LVEF)
decreased

LVEF greater than
45% and absolute
decrease from baseline
1s 10% to 20%

+ Continue treatment with
Enhertu.

LVEF | And absolute | * Continue treatment with
40% to | decrease Enhertu.
45% from baseline | * Repeat LVEF assessment within
is less than 3 weeks.
10%
And absolute | * Interrupt Enhertu.
decrease * Repeat LVEF assessment within

from baseline
is 10% to 20%

3 weeks.

« If LVEF has not recovered to
within 10% from baseline,
permanently discontinue
Enhertu.

« If LVEF recovers to within 10%
from baseline, resume treatment
with Enhertu at the same dose.
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LVEF less than 40% or | * Interrupt Enhertu.

absolute decrease from | * Repeat LVEF assessment within
baseline is greater 3 weeks.

than 20% * If LVEF of less than 40% or
absolute decrease from baseline
of greater than 20% is confirmed,
permanently discontinue

Enhertu.
Symptomatic * Permanently discontinue
congestive heart Enhertu.

failure (CHF)

Toxicity grades are in accordance with National Cancer Institute Common Terminology
Criteria for Adverse Events Version 5.0 (NCI-CTCAE v.5.0).

Delayed or missed dose

If a planned dose is delayed or missed, it should be administered as soon as
possible without waiting until the next planned cycle. The schedule of
administration should be adjusted to maintain a 3-week interval between doses.
The infusion should be administered at the dose and rate the patient tolerated in
the most recent infusion.

Special populations
Flderly

No dose adjustment of Enhertu is required in patients aged 65 years or older.
Limited data are available in patients > 75 years of age.

Renal impairment

No dose adjustment is required in patients with mild (creatinine clearance [CLcr]
> 60 and < 90 mL/min) or moderate (CLcr > 30 and < 60 mL/min) renal
impairment (see section 5.2). The potential need for dose adjustment in patients
with severe renal impairment or end-stage renal disease cannot be determined as
severe renal impairment was an exclusion criterion in clinical studies. A higher
incidence of Grade 1 and 2 ILD/pneumonitis leading to an increase in
discontinuation of therapy has been observed in patients with moderate renal
impairment. In patients with moderate renal impairment at baseline who
received Enhertu 6.4 mg/kg, a higher incidence of serious adverse reactions was
observed compared to those with normal renal function. Patients with moderate
or severe renal impairment should be monitored carefully for adverse reactions
including ILD/pneumonitis (see section 4.4).

Hepatic impairment

No dose adjustment is required in patients with total bilirubin < 1.5 times upper
limit of normal (ULN), irrespective of aspartate transaminase (AST) value. The
potential need for dose adjustment in patients with total bilirubin > 1.5 times
ULN, irrespective of AST value, cannot be determined due to limited data;
therefore, these patients should be monitored carefully (see sections 4.4 and 5.2).

Paediatric population

The safety and efficacy of Enhertu in children and adolescents below the age of 18
years have not been established. No data are available.

Method of administration

Enhertu is for intravenous use. It must be reconstituted and diluted by a
healthcare professional and administered as an intravenous infusion. Enhertu
must not be administered as an intravenous push or bolus.

For instructions on reconstitution and dilution of the medicinal product before
administration, see section 6.6.
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(trastuzumab increased incidence of human fetal
deruxtecan) powder for malformations or irreversible damage. These
injection, AstraZeneca drugs may also have adverse pharmacological
Pty Ltd, 2025 4F 6 ] effects. Accompanying texts should be consulted

for further details.

bEi. RELIGFICEET HACH

o FLEN A
KE DR 5 WARNINGS AND PRECAUTIONS
(ENHERTU— 5.4 Embryo-Fetal Toxicity

fam-trastuzumab
deruxteca Ki Based on its mechanism of action, ENHERTU can cause fetal harm when
ruxtecan-nxki .. .
e administered to a pregnant woman. In postmarketing reports, use of a
injection, powder, . ] ) )
Ivoohilized HERZ2-directed antibody during pregnancy resulted in cases of
zed, . . . . .

ff)l pol to oligohydramnios manifesting as fatal pulmonary hypoplasia, skeletal
r solution, .. . . .
ey abnormalities, and neonatal death. Based on its mechanism of action, the
Daiichi Sankyo, Inc.,

202541 H)

topoisomerase inhibitor component of ENHERTU, DXd, can also cause
embryo-fetal harm when administered to a pregnant woman because it is
genotoxic and targets actively dividing cells /see Use in Specific
Populations (8.1), Clinical Pharmacology (12.1), Nonclinical Toxicology
(15.1)]. Advise patients of the potential risks to a fetus.

Verify the pregnancy status of females of reproductive potential prior to the
initiation of ENHERTU. Advise females of reproductive potential to use
effective contraception during treatment and for 7 months after the last
dose of ENHERTU. Advise male patients with female partners of
reproductive potential to use effective contraception during treatment with
ENHERTU and for 4 months after the last dose of ENHERTU /see Use in
Specific Populations (8.1, 8.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on its mechanism of action, ENHERTU can cause fetal harm when
administered to a pregnant woman. There are no available data on the use of
ENHERTU in pregnant women. In postmarketing reports, use of a
HER2-directed antibody during pregnancy resulted in cases of oligohydramnios
manifesting as fatal pulmonary hypoplasia, skeletal abnormalities, and
neonatal death (see Data). Based on its mechanism of action, the topoisomerase
inhibitor component of ENHERTU, DXd, can also cause embryo-fetal harm
when administered to a pregnant woman because it is genotoxic and targets
actively dividing cells /see Clinical Pharmacology (12.1), Nonclinical Toxicology
(13.1)]. Advise patients of the potential risks to a fetus.

There are clinical considerations if ENHERTU is used in pregnant women,

or if a patient becomes pregnant within 7 months after the last dose of
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ENHERTU (see Clinical Considerations).

The estimated background risk of major birth defects and miscarriage for
the indicated population is unknown. All pregnancies have a background
risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage
in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Monitor women who received ENHERTU during pregnancy or within 7
months prior to conception for oligohydramnios. If oligohydramnios occurs,
perform fetal testing that is appropriate for gestational age and consistent
with community standards of care.

Data

Human Data

There are no available data on the use of ENHERTU in pregnant women.
In postmarketing reports in pregnant women receiving a HER2-directed
antibody, cases of oligohydramnios manifesting as fatal pulmonary
hypoplasia, skeletal abnormalities, and neonatal death have been reported.
These case reports described oligohydramnios in pregnant women who
received a HER2-directed antibody either alone or in combination with
chemotherapy. In some case reports, amniotic fluid index increased after
use of a HER2-directed antibody was stopped.

Animal Data
There were no animal reproductive or developmental toxicity studies
conducted with fam-trastuzumab deruxtecan-nxki.

8.2 Lactation

Risk Summary

There is no data regarding the presence of fam-trastuzumab
deruxtecan-nxki in human milk, the effects on the breastfed child, or the
effects on milk production. Because of the potential for serious adverse
reactions in a breastfed child, advise women not to breastfeed during
treatment with ENHERTU and for 7 months after the last dose.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Verify pregnancy status of females of reproductive potential prior to
initiation of ENHERTU.

Contraception

Females

ENHERTU can cause fetal harm when administered to a pregnant woman
[see Use in Specific Populations (8.1)]. Advise females of reproductive
potential to use effective contraception during treatment with ENHERTU
and for 7 months after the last dose.

Males

Because of the potential for genotoxicity, advise male patients with female
partners of reproductive potential to use effective contraception during
treatment with ENHERTU and for 4 months after the last dose /see
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Nonclinical Toxicology (13.1)].
Infertility

Based on findings in animal toxicity studies, ENHERTU may impair male
reproductive function and fertility /see Nonclinical Toxicology (13.1)].

#E[E o SPC
(Enhertu 100 mg
powder for
concentrate for
solution for infusion,
Daiichi Sankyo UK
Limited,
2025 4 H)

4. Clinical particulars
4.6 Fertility, pregnancy and lactation
Women of childbearing potential/Contraception in males and females

Pregnancy status of women of childbearing potential should be verified
prior to initiation of Enhertu.

Women of childbearing potential should use effective contraception during
treatment with Enhertu and for at least 7 months following the last dose.

Men with female partners of childbearing potential should use effective
contraception during treatment with Enhertu and for at least 4 months
following the last dose.

Pregnancy

There is no available data on the use of Enhertu in pregnant women.
However, trastuzumab, a HER2 receptor antagonist, can cause foetal harm
when administered to a pregnant woman. In post-marketing reports, use of
trastuzumab during pregnancy resulted in cases of oligohydramnios in
some cases manifested as fatal pulmonary hypoplasia, skeletal
abnormalities, and neonatal death. Based on findings in animals and its
mechanism of action, the topoisomerase I inhibitor component of Enhertu,
DXd, can be expected to cause embryo-foetal harm when administered to a
pregnant woman (see section 5.3).

Administration of Enhertu to pregnant women is not recommended, and
patients should be informed of the potential risks to the foetus before they
become pregnant. Women who become pregnant must immediately contact
their doctor. If a woman becomes pregnant during treatment with Enhertu
or within 7 months following the last dose of Enhertu, close monitoring is
recommended.

Breast-feeding

It is not known if trastuzumab deruxtecan is excreted in human milk.
Human IgG is secreted in human milk, and the potential for absorption and
serious adverse reactions to the infant is unknown. Therefore, women
should not breast-feed during treatment with Enhertu or for 7 months after
the last dose. A decision should be made to discontinue breast-feeding or to
discontinue treatment taking into account the benefit of breast-feeding for
the child and/or benefit of treatment with Enhertu for the mother.

Fertility

No dedicated fertility studies have been conducted with trastuzumab
deruxtecan. Based on results from animal toxicity studies, Enhertu may
impair male reproductive function and fertility. It is not known whether
trastuzumab deruxtecan or its metabolites are found in seminal fluid.
Before starting treatment, male patients should be advised to seek
counselling on sperm storage. Male patients must not freeze or donate
sperm throughout the treatment period, and for at least 4 months after the
final dose of Enhertu.
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(ENHERTU — 8.4 Pediatric Use

fam-trastuzumab
deruxtecan-nxki
injection, powder,
lyophilized,

for solution,

Daiichi Sankyo, Inc.,

Safety and effectiveness of ENHERTU have not been established in
pediatric patients.

2025 4 1 H)

JE[E D SPC 4. Clinical particulars
(Enhertu 100 mg 4.2 Posology and method of administration

powder for ) )

concentrate for Special populations

solution for infusion, Paediatric population

E.an.cthldSankyo UK The safety and efficacy of Enhertu in children and adolescents below the age
1mited, of 18 years have not been established. No data are available.
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