F% 20264F 9 AURET (BE140K. *hHEEHE, FHIEEH) 13

* 20265 3 ASKET (BE13M. #hAEAE. AELUHEAR) O EEES S EES
BE : 2~8CTHRAE . 874291
HEHHARS : 48f8 A MEMESE — HER2® Fik

A Y XS —T | [BERIESH ERES AR7ThAE
30200AMX00425| 20204 5 H

SYBRERmE. BIE. LHEERRTY
FSRYRXRT FILITRATHY EILFHERR)E

I N\-"Y=7:2:5m100mg

ENHERTU" FOR INTRAVENOUS DRIP INFUSION

##1)HER2 : Human Epidermal Growth Factor Receptor Type 2 (& b _ERZH#E5HRK T2 2K 28, BIF : c-erbB-2)
H2)EE—EMEOMSFZICLVERAT S &

e O HER2IBIEDIEST - BROBRE (REN RN BESG
1.1 ARE, FREICTANSTE SEMERCHNT, ABICRR3)
P AESROE(C T 75508 - BREF OEADD & T ———

T. AEIDRSHEY EHE S NDEFCOVNTD
HEETBDTE, Ffo, BERBICKILS. BEX
[FZ DRIEICAFIOEMER VB (FIc. BE%
FRZBOVHEIR. REPOERHIHE, FETICE-
FEREBIN'® B T EEICET 21E8R) Z 980, @

(HER2FZEDFMINEEX (S FFFETLEE)
5.1 HER2GHEOMEIX. +7 722 H T 2 WHIE IS
RICBWTER-IT S &,
5.2 KR OWHT - MRIEWERICB T 2 AMEROCL2MEIF

=4 = - HESZL Tz,
BERETHSRETHT L, (L. ; .
TREN IS BFEELEE)

ESLEAINRESNTVDDT, HIRBREERICHE
BULEEISEEUVTERAT S L. ®E5DE. 4
HAAEIR (IRIREREE. XK. F#AF) OEsE. EHNG
BIRMELZREIAE (SpO2) RE. MEXIRRER UG
BCTIREDEEE. BRZ+HICITSTE, BED
ROSNBEICFIRSZRIEL. BIBRERIVE
VEDRSEDBEYBNE=ZITI L&, [7.1. 8.1,
9.1.1. 11.1.1 8]

1.3 FEIRSEEHIIC. WBCTIRERUREZZRiE L.
EEUMARBEDGHIFEEEN BV & ZHER U
e £T. REDUSZEEICHIITDI & [9.1.1

53 ERFABICHAAN SN BEICB T AHRERESICO
W, 17, BERBGEIDEONE 2B L. AEIOBERMHE
FOREER2Z+HICHER L LT, BICEEORIRZT
ATk, [17.1.5 ]

5.4 KE|OMiET - MiRIEHFEIEICB T 2 EEROLREEIT
ML L TR,

5.5 HER2MERBE K HBERFEDOERICOWVWT., [17.HKEK
BIOHEHONEAPH L., +0aRBE2E T 2REEXIL
MRERERRIC BT HHREIC KD . HER2EFHE UIBEFH
WHEREN-BEIRET S L, BEBICHZ > TIE,

e RS 7 OV B S R 2 I 5 &
= 7B, E(E’E\éhf:{ﬂiﬂﬁﬁ%ﬁﬁ@%ﬁﬂliliﬁﬁﬁllﬁﬁﬁ_
2. BR(ROBECZBELENT &) HIEBRMICOVTIE, LROT 2794 b» 5 AFREET

H5
https://www.pmda.go.jp/review-services/drug-
reviews/review-information/cd/0001.html

AAN DRI UIBBUEDBHERED & % BE

3. f8mK - R [17.1.5 28]
3.1 4 _— : EBEED S 5 HERERIRO FHRAER 1S BRI
- L% [ A 5.6 B FRIKER ICHLA AN S 7= BEIC BT 2 ATERES IO
Bﬁ/h% N L HiED) P 2 B s
1A 7) Fif ‘ W, [17. EREGHE] OEONEZBH L. KEIOHME
o, _  |AHHER482mg. L-t RUR S 3R L LT, HISEEORRET
TYN— i F7Z</f<7'{ 7 7\9‘-1{41;576mg\ L-t Sz k. [17.1.6 3]
BEA100mg |2 17 7> (RETHI 2 F ¥ >~ EREKIY 5.7 KAIOHH - FLEIEEIC B 5 EHHEROL LM
K)’H)IO?mg 216mg\ AU VIR — E@jbfb‘&lﬂo
HDINA T Bz oRGRIBETEE 2 &L = 1.61mg >8 HERZ{E%}EODi%KO“T\ |_17' mﬁem%l@lﬁ@wg
it SR X ERAML., +2uRB2ET 2REEIMERRICB
?IZ)?EE??Z?H%%B%L;\ Fr A =Z—ANLAY —JI(CHO) flfa % FiL JBHEI L 0. HEREFEH ASRER = 117~ B2 |- i3 5
) . B &, BBICH > Tk, KRS NI (RS20 EE
3.2 BHIDMER ‘ \ BRGEREELA VS &, 2B, ARSh-F52
Bz 4 I, pis) | BUBIELLE TP EE S SIS R R IC BT T B B EIC DL TiE, BT
‘ (£ RS DT LTHA S AFHRETHS
il“//\—‘yféﬁ BE~RAGORN | o4 1.2 https://www.pmda.go.jp/review-services/drug-
AHER100mg | I3HAR reviews/review-information/cd/0001.html
YE3) AN A 7 V& AR A ES RS MLIC AR L & &, [17.1.6 8]

(WAL EER ICIBE UTcHER2 (ERBB2) BIcFEER 4

sk ha e
% 4. SHRENL B3NSR DYISTREEAET - BEDIEEIEE)

O HER2IB D FHI AR (3 RIS F I

O MILE Y S HOHERHERIEN [ BIEREDE >9 gé ffgfj;gﬁﬁﬂi?“ﬂ@ fﬁgg; ;?%%gf
REEX FERILE PRI LI LT, AFRILD ROKH

O (LS FEAED 5 5 HER(EFIBDERTREER (4 RIS Ly L MEREORREG D <

O DAL RA (KT U 1oHER2 (ERBB2) IR T ZRIBI it O T
DU TS - B FE0D3E SRR 5.10 ibﬁ?(n RIGFIC BT 2GR R EMEIIHEL L TL

O DAICPRERIERUHERZBIEOBRIFTIBE o 11 g - mEmBTLC S SEDIR UL LI
17 - BROBRE FEYL LTV L,

REHEE -1-
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512 +53 58z E 9 2RBEEXIIMERBRICHE T 2BEIC
& 0. HER2(ERBB2)BIZFEENHR SN BEICH
B2z L, MEICHIZ- TIE. RBS N K5 2 HH
EEMBNIIEEREEZHAVWDS I &, B, KRS hiE
SLE2 T EE S SIS E R AR IC B I 2 1 HIC DLW TR,
RO 2794 Mo AFAHETH S :
https://www.pmda.go.jp/review-services/drug-
reviews/review-information/cd/0001.html

(DAL ERR (T E UTEHER2BR 4 DAREIRR R EE 0 E
17 - BROSRR

513 F IRV XY T (BETFHEBRZ) 2 E&0LBREICE SE
BIED 2 WEBEICB T 2 KA OB KR ORI
LTWgly,

*5.14 KEIO—VYEREIC BT 2 BRER OLEEIIHLL TV
AJRN

5.15 KFI O BRI BT 2 BWER L 2E IS L
TV,

(HER2BZMEDIEST - BROBEEE (RENREBENEERRIS
BICR3))

*5.16 KRB ICHAAN OGN BEOPAMEICIONT,
[17. BEARBEIOHONEZRA L. AR OFMERE
e +7IcEBE Lz BT KRN OIREDOERICD
WTHHEEBEICHI L, BOEZFOBREITS 2 &,
[17.1.10-17.1.13 2H]

*5.17 RENOFM ORI B I 26 R UL IXHENT
LTV,

*5.18 HER2[GHEDERICOW T, [17. BRI DHEONE %
BRI, +7aRBEE T SREEIIREREHRICB T
HBEICE D, HER2FGE PR SN BFIRET S
Lo BMEICHZ> T, AFES N EIZHAESRR X
BEBERBREZHWSZ &, b, ARSI FINEZHH
M IIERESRICET S EHRICOVTIE, BFD
T THA MO AFARETH S ¢
https://www.pmda.go.jp/review-services/drug-
reviews/review-information/cd/0001.html
[17.1.10-17.1.13 2]

6. BiERUHEE
(HER2[ZMEDFMIAREX T BRELE
ARV A T BRI Z) EOMRICB LT, EBE. RA
KR FIAYRAYT FTAZATHY GBEFHEZ)ELT
1[E5.4mg/kg (fAE) 29043 7\ ¢ 3B R IR ¢ it g
%, \LEBEFED B HHER2GME O FHTIREE IS HFAEIC
RLUTIE, AR ZEERETHZEHTE S, 2B, EE
SR BENEIFTHI20E HEORSRRIZ3055M E
THMETE 2,
GRIVE VSBEERB D DHER2ERITX (FBIEFEIRDFi
TEENIFBEIAE. E2BEEEDH DHEREFRIREDFMA
REX [FERIE. IALRBEEEICIEEUHER2 (ERBB2)
B TFEEBEDOYIRRTEEET - BROIE/ VIR
BE. BRAIKIZ N IAY XY T FLZAFH Y GBIEFHE
¥z )& LT1l5.4mg/kg ((KE) 2905 1) T3 BEMMET
HEEHET %, BB, JHRESEOIZREN R THNIX2MHE
B OB SRMIZ30D R THETE %,
(D AAERESEE ([CIBE U T HER 2B D AR YRR B TR E
17 - BREOB®)
BEE. BRAKIZ N SAYXT T FLZATH Y (GBEFHE
#z)& LT1l6.4mg/kg ((KE) 2905 1) T3 BEMRMET
MEEET 5. 8. VERSOREESRIFTHNIE2[ME
HUREOHRSRMIZ300 R THETE %,
(HERZ2BZ D ST - BROEEE (ZENREEN RHE RS
BICRR3))
BEEOBE :
BEE. BRAICZ N SAYRXTT FL7ATH Y (GBIETFHE
#z) & LT1l6.4mg/kg (1KE) 29045 1) T 3EMMET
MEEET 5. 8. PERSORBEESRIFTHIX2[E
BHUBEOBRSRMIZ30D R E THEETE %,

BEUNOBE

BEE. BRAICIZFIAYRAYT FTLZAFH Y GEBETFHE
#1z) & LT1lE5.4mg/kg ((KRE) 2905 1) T3 EEMERET
MEEET 5. 2B, JRBSORBMESRIFTHNIX2[E
HUEOBREEENII307M £ CRMETE %,

7. BERUHAZICEET 335
(RhgEE)
70 RAESICKOBERSREBE LZBAICIE, IROEHES
EZELT. KE - BE - ik &, [1.2. 8.1-8.3.
9.1.1-9.1.3. 11.1.1-11.1.3 ]

B - Pk aEaOREE

DFoBREEE

OB AALARER IR
L 7-HER2[GH DG
VIBRARRE AT - IR

IR RS ES BrELlot DERE

OHER2[GHEDEST - B
F O BT (FHER 72
WREPRE LB EIC
R5)

BERGE 5.4mg/kg 6.4mg/kg
—IREE 4.4mg/kg 5.4mg/kg
ZRiEE 3.2mg/kg 4.4mg/kg

3.2mg/kg CRBEMNG | 4.4mg/kg TRBMENR
Hik ERBVES. ®5% | ShaLEE, 5%
Hikd 2, Hikd 2,
BIMERRICN 9 B IR, BE RO IR
AlfEM TR LB

WEEMEE | Grade 10FE (#E52Fik L, FElE UTHBL
B\, 72720, TRTOFRERDHE
L. PORELOBEREDER
M2 KEL EE S s N5
HE0H, |HBLANLVEHE L TH
EHBIAZELTE S, HHL
2Eed. B5EHIET 5,
Grade 2~4058& B 5 %2h 19 5,

LEERHER|A0%S | R—Z 7 |KEL2EZET 5. SBRLAICHE
(LVEF)|LVEF|«1 > » &6 |flEZ{T\. LVEFZHEERT 5.
N <45%| D HE ol
DET<
10%
NR—Z2F|KREL., 3BEMBELINICEEE %17
£ Y50, LVEFOR—Z54 2V h 5D
D Ha il | M HE DK TR <10% I [E18 U %
DETZ|VIEAIE, B5%2H1ET 5,
10%5>
<20%
LVEF<40% X |tk% L, 38R LIPICERIE 21T
ER—ZF A >~ BELVEF<40%Xid~X— 2
D5 DHHED| T A > H S DMEHEDE T >20%

ET>20% PROLNHERZ, KE2H
k9%,
KEMRYES - #B52Hhikd %,
MDA S

QTHREER | Grade 3054 |Grade 1BLRICEIE T % % TR
L, EERZ. THELNLVEE
LCEE5HEMT %,

Grade 4056 |BE5%2H1ET 5,

Infusion|Grade 1055 |B5EE % 50%EH T 5.
reaction fEDFERAHBE L 2 WiIBE X,
WEDLEIZTEOEE TR ET 5,
Grade 2034 |Grade 1D FICEIET 3 £ T
Exhid s, HEAT 2BE1
B5HEE #50%B0ET 5. XE
DI RE L7 E TR 59 5,

Grade 3X 134054 |Bt5 %2 H1ET 5,
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HITEA EEY AiE

e | Grade 30154 |Grade 2BLRICEIE S % % TR
L, EEE. THELNLVEE
NZE—FAETHRS5HERT 5%,

Grade 4084 |Grade 2L RICEET 5 £ TR
L, mWER. THELNVEBE

L THS5HEMT 5.

FEE I mETHETHREL. EERZ. 1
BRI FAELANLVBE L TEREEMT
Do
=il Grade 304 |Grade 2D RICHEET % £ TIR
L, WER. A—HETkES

T %,

Grade 4084 |Grade 2LLRICEET 5 £ TR
L, [MER. THELNLVEE
LCE5HEMT %,

I/MgE D | Grade 30354 |Grade 1L RICEIET 5 £ TR
I 5,
7THEIAICEE LG EE. F—
HET&k5HMT 5.
THZBETCHLSEELEEE
. THBLNILVEE L CTRER
B9 %,

Grade 4084 |Grade 1L RICEET 5 £ TR
EL, BERZ. THELNLVEE
LCE5HEMT %,

YV LY |Grade 2054 |Grade 1BUNICHIET 5 % TR
> HEm g5,
7THLIAICEE LG EE. F—
HETRk5HMT 5.
THZBETCHLREELLEEE
. IFBLRLVEELCHESR
B9 %,

Grade 3084 |Grade 1L RICEET 5 £ TR
g5,
THOAWICEE L Z5E&1E. 1H
BLANLVEE L TRESHEMT %,
THZBEETHPOEELLES
x. B5#2hikd 5,

Grade 40356 |[Ht5%2HIEd 5,

TR I3 K| Grade 30154 |Grade 1BLRICEIET % % TR
9% I 5,
SHMWICEE L -EEE. F—
FETRk5HMT .
SHEZBETCHSEIELLZESE
Z. THEURILEBEL (HEH
HERA

Grade 405H |B5E2H1ET 5,
EELISLD|Grade 3054 |Grade 1ML RICEIET % £ TR
HI1EF #HI 5,
7HYAICEE L2 BEE. F—
FETHR5HMT 5.
7THZBECHHEELZES
X, IHELRNLVEELCHRSH
B9 %,

Grade 4056 |BE5%2H1ET 5,

1) GradelZNCI-CTCAE ver.5.0l1c# U %,

(HER2BZ M4 D FMIAREN (S BFILRE)

#*%7.2 VY A7 7 R FHEEA) EOMRICEL T, &,
AR UTIHLEL, Ry X~ 7 GRETFMHEEZ) &L
THIERGKHCIZ840mg % 2[E1 H LI 13420mg %6057
2 CIEMMER CRMEET 2 2 & 2B, WERED
BEMPEFTHNI. 20 HUEO RS RHIZ307 M %
THEMTE %,

RIVE Y ZEHBEEN DHER2EFRIR X S BIRFIR D it
TEEX T BFEIE. (EFPREEDSH SHER2EFRIRDFMTF
REX[FBRIE. N ALPEERICIBR UIHER2 (ERBB2)
BIEFEEGMEOVIRREEREST - BFROIF/)\MliafE. H
AEREER ITIEE U IcHER2FZ 14 DA UIBR N BB IR EST -
BREOBE. HER2BZMHDELT - BREOEME (RENE
BIRHERSSICIRD))

7.3 o HBEEEA & ORI OV T, AUERTR2E

IFFESZ LTV s,

8. EEREFRNER

8.1 BEMEENHH-DNDHZ ENHHDT, RAIKEEHA
IR OB G, BERER (FEIREE. MR ORBEDE
) 2 BE Ly BRI B IR M AR E A (SpO2) B
B, WEXEME R OCRECTRERITO I & /2. b
FEIZIHUTC, ME~—Hh—(KL-6%). BRMEEESE
(PaO2). MfifaBhARMES 3 EEZE (A-aDOs2)  FHLEL
BE/1(DLcO) EDBERITH T & BB, WEHCTHREZD
FACOWVTIE, WIREEROZKIEE L EMOBS
BB E, Tz, BHEIHLT, FHIERD S 5 bz
BEICIE. BN ICEBREEZ 22T LEET S &,
[1.2. 7.1, 9.1.1, 11.1.1 ]

8.2 LEFHR(LVEF) WMERT 22 EAFHDHDT. KEIFKE
BIIARTICEREZE O DMEREZERT A L. T/ KAEIKRS
FRIZMER O RBVRI - EEES IO U CGEE DA
BODII-%) 2TV, BEORE(LVEFOZEH Z &)
EHoICBE L, (R, BEEMEPIE2HKT S
Lo [7.1, 9.1.2, 9.1.3 ]

83 BHEMNHI NS S5bNB I ENHBD T, KA S HEH
FOESHISEHNICMEBEE 2TV, BEOREZ+
FICBET S, [7.1. 11.1.2 ]

8.4 KHIDMERHICH /- > Tk, AHE—BEHPHELLTWVS
FIAVRASTTRINTAY AT T ITLY VI VED
HDEZICERT S &,

0. HENERZHT IFEICHTIER
9.1 G - BIIEEEFDH2EHE
9.1.1 EEMMERDSZEENFZDEEREDSHZEE
FIE MR E PR IHEE L FETICE S A getE D
»H%. [1.2, 1.3, 7.1, 8.1, 11.1.1 ]
9.1.2 EEFRHER(LVEF) METLTWV 2 EE
LVEFE Tz E ks BTN H 2, [7.1. 8.2 &
& ]
9.1.3 RDELSIHIHEREDE T I 2HZNDHDEE
DAEFEOLRENHODNEZBETNFHSH. [7.1.
8.2 2]
TN IHA ) RERORERD H 5 EBE
» JTERA DGR O BE X3 Z DIGEEBEOH % BE
c Do MELAERE L IZIBEZET 2HE 2 AEIRO

HHEEXIZTORERO D % BE
- EERER (DEE, OES) 0BHE T Z OBF
RBDd 5 HEE

s BIMEEDBE I ZOBERDH 5 EE

9.3 FHieeEEEE

9.3.1 EEDHEEEEES
BEIZERT 2527 b7 2 U FE RO Z B AR
WWHEE A LB EEtTh 2720 FFFEERE TS
YT T Y UHREAOMPEE R LA S SRS
bHB. tB. BEOFHEEREREY Z0R & LK
AERITER L TV, [16.4, 16.5 &E]
#)NCI-ODWG (National Cancer Institute-Organ Dysfunction

Working Group) 2412 & 5538

9.4 LhERE =BT 2E

9.4.1 IR 9 HATHEME D & 2 K MEITIZ. RAIFR S H KR E#
B 5875 ABICEB W GRIE S 2 Z MR OE Y] 728 4T
BEICOWTHIAT S &, [9.5. 15.2.2 BH]

9.4.2 BHICIE, KEREFRUOGREHRSGHRA ABICBWT
NYTHE(EY F=L)ZHAVTHET 2BEEICOV
T#HHAT 5 &o [15.2.2 2]



9.5 117
FESER LT WA RBEE O » 4tk BB LED
Bt a2 LR 5 S M SN 28R ICOARET
%52 &, FIHER2HUATH B b T AV AT T2 %5 L1I-iF
BICEKBDPRE-EOREN DS, T2, FKBD
ERBUCEMNT. KRR - HEROBEAE, RERKEE
ME. FEVERRIRES EAEERE. RIEOMERA2E N
5N, HEIKE-HIbME SN T WD, REIZERT
BAYT TV UVFBEROEETHEAV ) THYEH
WEEMER(S Y b, 79 F) BT, EBHEES R
EHEXNTW3, [94.1 B]

9.6 RH.M®
BALEVWCESEEZ LWL, b TOATBITICET S
F=7 xS, FIHER2FUETH B M T AV AT T2
WIZEIIER (H =7 A FL)IcBWT, AITANOBITH
WESNTWVD,

9.7 INR
NREE N E U BRRBRIEER/ L Thin,

11. BIfEA

ROBWERANH5DLNBZENHZDT, BEEFTIITV,

BEPRDONIGEICIIBE 2T 274 EE) 2 0E %
o2&,
*£11.1 EXBENER
11.1.1 BEEMRERE(11.7%)
BEELGHREEMEEREPSODLNEHZENHD ., LTI
EoflbIESNTVSE, BENFRDSNIZEEIZ.
AR OBEEZHRIE L. MFIREREEBICER U7 R &
DL BEIZS U THEHCTHRE. IE~—1—F0MH
BEEEMTHEEHIC, BIBFRERLVEVRIORSED
WY RMEEZITH> &, [1.2, 7.1, 8.1, 9.1.1 Z&]
11.1.2 SBBHIH (57.7%)
AR EREGE A (40.0%) « &I (30.4%) B MmEREEA
(24.8%)+ M/MREGED (22.3%) V) > 2SEREE A
(10.4%) . FHBMAFPERBAEE (1.5%) « FLIMBRBAE
(0.2%) B o5bNEZENHB, [7.1. 8.3 2]
11.1.3 Infusion reaction (1.4%)
#HE DInfusion reaction®® 65 b =B EICIEARF D
BEZESBICHIEL, BYIRAMEZ{TOEEHIT. E
KPEETL2ETCREOREZ T+ FICBET S L,
[7.1 1]
11.2 ZDDEER
30%2L E
iERE
(36.4%)

10~ 30%AKiifi 10%AK i
RE. T OEELE,

B taRiE R

GV NIRES U] X ok AN
g Fi

HRERE. HIEAR,
MEARRE . Bl

oy
B

ol

T eSS

*EOELE ED
(66.1%) .
IR

(32.1%)

EYINRLETS
MW, 8

JF A ASTHEDN,

ALTHh0

(G ASNZ IR
M ALPEEAN,
v-GTPHE. FF#
HREE. b URT
IF—YER, R
REMERY

70 O A AESE N
PRGERRG, FiR
R REA . DERX
QTEE. DA
KAV 7 LISE.
FERE. B,
BRE. NIA471.
R IZME. B
Bk, IR 2 L7 F
= > HEhN

*EFofh W55
(47.9%)

BARRGR
RE R

14. BRALDIFE

14.1 ZZIFAREOER

14.1.1 BAEB A ESAKSmLZREEY . AFHIZEHELT
FIAYVRYT FATZATAY(BEFHEBEZ)
20mg/mLOBE & L7z, RERZEHFRTHEED,
EHICHAERFH5% 7 KRR 100mLICFHRYT 5
&,

1412 SRR IZED ICNA 7L 2O S E, ERICHFRT 5
&, BRBEPUCEBIRET 5B, 2~8CT24
BRELNET ST &,

1413 HRZIGECHPICHEAT I L, BB, HRBPTE
BIRETIEEE. LOEEEZTPLTVLOEL
L. 2~8CTC4MEMLINET BT &,

14.1.4 BIRTOBMR, FREOCEEIZEDE T4RRDAIT
ST &, BRIKIGETICHEET S &,

14.2 BERIGSEDEE

1421 02umDA > 54 T4 VT —(RYIZ—FILA)LEKY,
RYVZLNKR Y XFEERFA a0 8) 2B L THRE5T 5
&,

14.2.2 fhFl & DREFEEZ Lz &,

1423 AF & BARBF[HEHBIER & DRAZE. HAHE
RAEHEAERERCEES A > 2H0RBRSE
FhrnZ &,

14.2.4 SNy Z2ERTH L,

14.2.5 HEEHEICKR L, BERAPMEINMRNS & BE5ER (U
ICBUAHBE. B, RERM. BR. BERSE0HER
ERITIENDHHOTERIPMENICHENZNED
59452 L,

15. ZDfDFES

15.1 BRARERAIICE DB
BRARFEEICB VT, KA T 2 HFOEENHRE SN
TWb,

15.2 FEERARHER (CE D 1B

1521 KA OBWMHAE (Z Y PROA=T AT L)TEThETh
HRBREROKIERUOMBOBEICHIES 2HETH
BEME(Zy P TETFRREE. h=27 A I THER
FHRED) PR SN, kB, Ty b TIREERER
BRONIGMEOMEICHIET s HETHEERZ D%
VIEHIEAN - ZERbLERO N TVRDY,

1522 W77 ¥ VB EAO WA EEM 2 H v - ke
FEEHBRTROAKOBERE., Fy tOoFHEZRAL
T MGHER T/ IMERARIEN TR 572, [9.4.1, 9.4.2
2]

16. EYIENRE
16.1 MoEE
16.1.1 BO%S
(1) HER2[GH O PR REEX I ERABEZISH (HRAZE
) ICARHIS.4mg/kg % Q0N T M EE L7z L ED b T AY
22T TFNVIATFHYROA YT T VHEKDOBE
WX EEYHEINT XA —FIZROEBYTH -7,
HMOBEHRO NI AVYAYT TUIATHYROA T vTFT v
FHERDO BB

(1 g/mL)

150

o~ hNIRAVRYT FNITARTHY
-k AT T VHERME
YA (R 2

TR

H 5% (H)



BMEAKREGHO NS AV AYT FLIATFHYROCA YT T
FHEARDOEYEREINT X —F

Cmax | Tmax | AUClast | tie2 CL Vss
(pg/mL)| (hr) |(pg-H/mL)| (H) |(mL/H/kg)|(mL/kg)
rZ AV
;-;\17/;1 126 (12.500~ 559 5.52 10.2 68.3
FNS (37.7) 6.85) (178) |(1.23)| (3.95) |(15.5)
(N=48)
Cmax | Tmax | AUClast | ti2 CL Vss
(ng/mL)| (hr) |(ng-H/mL)| (H) |(mL/H/kg) | (mL/kg)
o7 b 578
T U 8.22 (1 ‘93~ 35.1 5.582 _ _
EC A (6.21) 75' 75) (24.3) |(1.29)
(N=48) )
SEHME (MR ZE) . Tmax @ AP oRME (F/IMiE ~ ok fE)
a)N=43
— IE4ET

(2) HER2[GH DIV BRARE 2 1T - BHROBEEEF 1250
(HEANZ &) ICARAI6.4mg/kg %2 9057 M s #RE L7z &
EDOINSAYVAYT FANIATFHYROCAY T RFT v
FEAROEYFEI/NT X —=FIIIROEBY TH > 729,

BEKEGHO NS AV ATT FLIATFHY RO T
FHEARDOEYEREINT X —F

Cmax | Tmax | AUClast | ti2 CL Vss
(ug/mL)| (hr) |(pg-H/mL)| (H) |(mL/H/kg)|(mL/kg)

=Y
2ozl 127 |50 61l [s779 | 1049 | 7069
2077 sy 0007 (500 (13| 291 | (165)
(N=125)

Cmax | Tmax | AUClast | ti2 CL Vss
(ng/mL)| (hr) |(ng-H/mL)| (H) |(mL/H/kg)|(mL/kg)

ST b

FYUEH| 121 (3?'78; 46.7 |5.50Y B _
EL TV (4.79) 7'25) (16.3) |(1.11)

(N=125) )

TAME (EHEMR2) . Tmax © Fsffl (R/IME ~ Bk )

a)N=124

b)N=98

— T

16.1.2 RiEH®RS

(1) HRADOHER2EGMEDOFMIARE X I HREABEES1HICAR
#6.4mg/kg® % 3 MM T M EE GR%S) Lz & &
DINFAVART FIVIATHYROH YT TFVVH
BADAUCKH BREREIZ1.35KT'1.09TH - 125,

(2) HER2[G1E D BBYIRARRE 2T - X O BEBRE 1250
(AERANZ&T) ICAHK6.4mg/kg % 338 IR R © i #E (3
E#5) L2 ZDNTAVAYT FILTATFHYROTH
VTN TV VHEEBEADOAUCO BREAEIZ1.39%C1.00T
Ho7z,

16.3 9%
H>TNTF Y UFEREE L MSEIZ10~100ng/mLOEBET

WMLz &0 MIEEARARIIBELETI6.8%~

98.0%TH o729 (in vitro)e Fizw h V7T bF ¥ VFHEAED

MR/ g ST BEE E H130.59~ 0.62TdH - 727 (in vitro).

16.4
FNSAVRAYT FILIZATFHAYEEELTHBEROY V
VLIl XVRLEZTDEHEESND, HO TN TVVEH
BAROHERICIRBOFE I P HRWEHHIESN S, FEL
TCYP3AIZ& B Z EWRENTS (in vitro). [9.3.1 BE]
16.5 HEttt
N TN TV VEBREVCTEELE NI AV AT TIL
JATH Y RNZT A FIVICHEEFRNES Uz & &, gt
BEIZ67%AEARICHE S, 19% P RPICHEt S h /29, »
FThBWTbBRHES N E—DB{EREIIH > T T
VEHEBRTH - 1210,
WCTHEF# LIz Ty Ut gz, BEh=2—L %
L7z5y MCBEERNES Lz & &, BETEEIZ72% A HEiT
ICHEt S N, 22% DRI, 3%AEPICHREtE N9, W
BB S ERREHEREh > 7T U5
BRTH o719, [9.3.1 E]

16.7 E4YHEE/ER

16.7.1 ZDftt
HER2[GH: 0 ETEIEE R E 260 (HRANZ &) I, AH
5.4mg/kgxDA 535 — L (CYP3AMEH]) 200mg
(1H1ME) XiZ@Y FFEIL(CYP3AKRUOATPIBIHEHA)
200mg(lH2E) EPABEG LIz ED T RAY XY T
FIT AT 51> DOCmaxk AUC 17day DR FEIED H
(PR G/ B 5 HE) [Q0%EEXMIIE. Z2n2h@
1.03[0.96, 1.09]1 % ¢f1.11[1.07, 1.15]. @1.05[0.98,
1.131%0f1.19[1.14, 1.25]1 CTH »7z. FREIC, B> T b
53V HEAOCmaxk CAUC 172y DS AT ED HAZ
FhZnh®1.04[0.92, 1.18]1 % 1'1.18[1.11, 1.25]. @
0.99[0.85, 1.14] % 1r1.22[1.08, 1.37] TH > 720
7YYV HEBEIEMATE2-K, P-gp. BCRPRU
MRPIDEETH 5 Z EARSINZID 12 (in vitro),.

EHER2BEEO FM AR EERIBIC B L CRBS N HER VORI
5.4mg/kg (AHE) % 3EMHMRER S TH 5.

17. BRERANAR
17.1 BHERUZE2ECET 558
(HER2BZEDFMTHEX (S BFHILE)

*%17.1.1 EEEHREISE D485(5% (DESTINY-Breast09)

(JRCT2031210130)
{LFREERE D 72 WEVHER2BGE 2 O FHTARE IS FFFLIE
BEEZRNRE LT, AF+T IR EAF+RLY X<
T ERIEE (Y 25V RRESEER NI AV AT TR
WY X2 T) % BT 2 WAEALRERED 2 FEfi L7121, K
AlE5.4mg/kg % 3BREME T ~LY X< 73 I
840mg. 2[mH LIFIZ420mg % 338 [k T e deE Uiz,
BEHRICXA2ARFRIEZ I, BRETISIROONDET
k5 AY X< 7 (6mg/kg % 3BERRE) + 75 R id )L
Y A< 7 (420mg % 3 MEFR) TORBMKTEEZ TS Lz,
WERETTOH (HARANTOH 2 &L AFI+ILVY X< 78
383, *HRIEFIR7H]) ICB VT, EEFAIEE TH 2
LRSI TE HERE T O B 12 B D < MR AE TR HAR o s o E
[95%EFEX ] I AF+~ILY X~ 7THT40.7[36.5~ #
EAREE]l » A, WNBEHT269[21.8~HEAREI »HATH
0. % HESERE & B U TARRIHRLY X< TRETRE
WWEBREREZR LU (N — FER[95%EHEXA] - 0.56
[0.44~0.711%4, Ehla 75 > Z7#5E : P<0.00001. A
EUKHE [Mif]]1=0.00043) .
AEH~ILY X2 TE381HI (HAR A3 2 &) IcB VT,
BIWERA397.9% (373/3814) ICF8H 5Tz EBIERIL.
BEL71.1%(271/38141) . TH#155.9%(213/3814l). BiE
$iE46.2%(176/38141) . MEM:42.0%(160/38141). KRUE
1M34.9%(133/381%1) & TH > 7. Tz HARANEFICE
W, FIEMMZERIZ33.3%(13/396) 12588 5117z,
1) FHRAE S BRI 69 5 HERBMOREHE % & E LR 7 L i
HEHRRESNIz, BB, LFOLThAICHST s BELNRE SN,
- FHRRE L ERILEICN LT LD QWS IREATET & h 72 IO R BT
PR 6 NIz B
- RIS & U C HERQBEMIRE % & T L3 2 52 O 7 A
HER2EHE % ST AR DT T 2 6 T IIEH O 2 & T O i
M# 183RETH - 7
12) IHCH3+SUKISHER O BE A AN S 17z,
E3)AAFEGT HRTERLY A7 T I LT EERIES h, AHEBHIIE
Bt LCEE L.
E4) B RUKEISHHE L 7299.957% X : 0.362~0.850.

EEEAFM O Kaplan-Meier i

100 — FKHH+RLY X TR
——— xR
80 FEM  T5E00
g
w60
%
% 40 T
(%)
20
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
i (H)
Y ATHE
ARH+ )L
- 383358 335321 293275242208 175153 82 49 21 10 3 O

RIEESERE 387 353 312273241 215187160124106 51 32 12 5 1 O



17.1.2 EFHESE D455 (DESTINY-Breast03)
N AY X T RS ¥4 > R PUEEEEHIC K A HERED
& HEIHER2RG M O FHTARE IS HHIBEZE 2 R &
LT AKEIE N TRAVRTT TLY VY aHET IES
MREE B LaRER 2 FEHE L 7219, ARFIBECIEARHS.4mg/kg %
HWBEBHTIEI NI AYAYT TLy 2y r3.6mgkg%3
SE IR C R U7z Wi 52401 (HAR AN68M% & v,
AFNEE2616], STEEHER26341) IcB W T, FEFHEIEE T
& BT RN EHEE T ORI 12 H D < SIS E A FHR o
RABE[9S%ETEX B I AFI B CHERGE[18.5 ~HER
BEl 7 B, NIREERHT6.8[5.6~82] » ATH D KAIBETH
FHENICERREEZR UL (N — FH[95%EEX ] :
0.28[0.22~0.37]. BRI 75 > 7#5%E : P<0.000001.
A RE/KHE[Mif]]1=0.000204) .
AFIBE257H (HARAN36Hl 2 &T)icB W, BIMERAD
98.1%(252/257F) Ic@E® 6 Nze ELEWEAIZ. BiD
72.8%(187/257M1). HE¥44.7%(115/25741). N&H:
44.0% (113/25761) . bFrRERELRA42.8% (110/25741)
JRTEAE36.2% (93/2574) . &EIM30.4%(78/257#1). HIL
EREOHA30.0% (77/257H)ETH > 72, £/ HEAAE
ICBWT, RIEMRERIZ22.2%(8/366) IR 5.
ES)KOWT A DEE £ R E Lz,
- FREESUEESRIABIN T 2 F T 2 X7 TROY 55 RFE s Al
10 & HIARIR I AR & N7 B,
C RS RY XY TROY £ RIUEIEEA % & DA RS
Tho6n ALUPNCREBETIRD S hizBE.
7#6)IHCZE3+. XIZIHCH: 2+ DISHERB O BE A AN SN,

EEA R O Kaplan-Meier i
1004 —— R

——— R

FEELR  FTHH0

804 ™
60 Ly

407 I

20+

SHRHFHEEE
A

g
!
:

e VTV

01—

Y ZTHBE

AFEIBE 261 244 214 183 150 105 53 29 10 3 0 0

SPEESEEE 263 163 108 78 51 34 21 8 1 1 1 0

17.1.3 EFHESE D455 (DESTINY-Breast02)
NSGAVXTT TLY I UIZKBBEREDSDH SHER2
FBEEED D FMARE T HREIBEZE 2R E LT RElE
R HYEMABIR LI IGER (M T AV A T E ARV Y
EUXEINNFTENRVYEY) 2T 2 IEEHRENE
AR & EHE L7215, REIBETIEAAS.4mg/ kg% 33
M PR C Rl ER I U7z $EBRE 60806 (HARATOR %2 & L0,
AFIEEA066], EEIBFUAER20260) 1ICB VT EEFH
THH Tdh xR ERE TOFHINIC & D < IEELAF
M OHRRIME[ISNEEXME] IEAFBFT17.8[14.3~
20.81 » A. ERIERIEFHT6.9[5.5~8.4]nATH V.
AR THEENICERRERE 2R L (N — FE[95%
fEHEXM] : 0.36[0.28~0.45]. ERla 7T > 7#E : P<
0.000001. AEUKHE[WHI]1=0.05)., F7=. FEFHHEIEE
kX, BENABETREIC XV IRHBESEE S N-F
WEHHIEE O—>Tdh 2 2R TYH . AFHNLIARRIEY
BRI ER LB Ly MEHENICERRIERZR L
To (PRE[95%EFEX ] « AKIBE39.2[32.7 ~HEN
BEl » B EEHEINAER26.5[21.0~#EERE] » H. N
F— FH[95%EHEXME] : 0.66[0.50~0.86]. EHIT 7S
Y URGE ¢ P=0.0021. BE/KE[MHI]=0.0040).
AEIBE4040] (HAR N4 2 &) IcBWT, BERD
97.5%(394/4040H1) ICERD 5N Tz FERBMEAIZ. BED
68.6% (277/40441) . ¥¥51.7% (209/40441) . REEIE
35.1%(142/404%41) . TFHERERA>33.2% (134/40441)
MEM:32.4%(131/40401) & TH > 72, £7ov HARANEFIC

BV, HEEMERIZ13.3%(6/456) 128D 5h iz,
FE7)THCHES+. LRTHCH2+ 7 DISHIEI O BE DA AN 5 N1z,

R EAE AR o Kaplan-Meier ghifg

1004 — AR
\ ———- BRI
sod 2\ TEH 50
2 0]
z
7{; 40
(%)
20+
o
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
R ()
YRS
ARHIRE 406 359296239194161132 88 65 47 31 19 12 4 1 1 0
iggm 202126 78 48 32 20 11 8 3 2 2 1 1 0 O 0 O

4B oKaplan-Meier fif#

100+ — AHIBE
——— EEGEFGAER
80 FEM - THY0
.,
% 60
&
% e M urysprarryume
(%) 407
20
01+ — T — T — — T — T —
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Hr(A)
D74 S=1
AN BE 406 390 374 352339306277215160122 82 51 29 10 3 1 O
%gﬁm 202182167151130114106 79 61 46 29 22 15 7 4 1 O

17.1.4 EFHESE I 48558 (DESTINY-Breast01)
NSAVYRTT ITLY VI VICKBIBERDODH HHER2
PBHEES O FRIREE S HAABBRE ZWNRE LT, EEM
e R ERBR % L 7210, HiBRE 1 8441%) (HA N304 %
&)1, AHIS.4mg/ kg SRR © SERE L. o
SERFHIEMERC K D IEMRE D RE S N R 1674
(HARN266 2 &) ICBWT, FEIHMHEIEE TH 2373
| E SR T D FHIIC R D < BRI R [95%SHEX ] 1364.1
[56.3~71.31%TCH - 7o
BEIPEE SNz 1841 (HAAN3OBI 2 &) IcBWT., Hl
YEFA%98.9% (182/18441) ICFB® 5Nz FERBIERIX.
HEIN76.1%(140/184%1) . BiERE46.2% (85/18441). ¥
5744.0% (81/18441) . M&EMH42.4% (78/1844) . HFHEREL
H229.9% (55/18441) . EMIEGE28.3%(52/184%41). &
MO RFE21.7%(40/1840) ETdH o7z F/ow HAR
AEFIZBWT, BEMEAHZEE323.3%(7/3061) 12589 5
nirz.
1E8)THCHE3+. IITHCH:2+ A DISHEBE O BE S HAAN 5 Nz,
VEQ) 2IAT k5 AV X7 TN & HWIHED 35 WETH > e

GRIVE VESBEBEMED DHER2IER BN [SBIERBEDFMA
BEN G EHILE)
17.1.5 EFHESE M55 (DESTINY-Breast06)

P IERIERE AS 3 O (L ZBEE D 72 WEIO R )L E U ZEE
12 DHER2MRFIED ULBKFHED O FHiAHEX 1
BHRABEREZNRE LT, RBHESEMASEIR UGB
H(HRVIE Y, N7V ZFEILINSTZIZFEL[T
LTI VERIER) 2R S U EREE LR 2 E
i L7210 AREIBETIEARAS.4mg/kg % 338 FH b © s
L7z, TEFHMEIEE T5 5 HER2EFIREF 7134 (A A
BE35001, BEATEFIGERE354M) 125 1 2 I 20 S E A
BT O i 1 B D < IS E A AR O P B [95% E HHIX
R ARAIRET13.2[11.4~15.2] » A, EMERIBERT
8.1[7.0~9.01 » ATH V. KAIB THREIZMICERELLER
R LT (N — FE[95%EFEXE] © 0.62[0.52~0.75] .
BRla 25 v 7#5E : P<0.0001. HE/KE[H#E]]=0.05),
F7-. HER2BERFEIRER 1520 (RHIRE766]. EMRRE
BEE76H) IC B 2 EIEEAEFIM O R IE [95%/F X
RIlE. AHIBET13.2[9.8~17.31 » A, EMMEFIGERT
8.3[5.8~15.2]1 #» ATH V. EAIZBIIGHEEE T 2 AF
BEONY— RH[95%FHEX]130.78[0.50~ 1.21]1 TH > 7z,
AAIBEA34HB (HARANISH 2 E&T)IcB VT, BIMEAD
96.1%(417/434%1) ICBD 5Nz FRBMERIEZ. ED
65.9% (286/4344) . HE5746.8% (203/4344) . FHEEE



45.4%(197/434%1) « TFHERERA37.6% (163/43441) |

NI YAT IF—E ERA29.5%(128/4344). &EI28.1%

(122/43441) . WEMH:27.2%(118/4346)&FETH 57z, £z\

HAANEFICHE T, BEMEMZERIZ20.0%(7/3561) 1258

H 65Nz, [5.3. 5.5 &E]

HIO U TFOWTN,ICHLT 2EEI R E SN,

+ FRARESUIEHIEICN UT2O M EOWNZIREES T S N7 RICKRE
HEATAFRD 5N B (N IRRERIR# 24 » A LINICR BT AR
SNHEE. HHMBRN T WIREENIRERED1DEALRT LS
niz)

 FHTARRE SIS FIFEFLNE 10 L T3 iR & CDK4A/6BEEHA] & o Of I
K 2RO » ALINICREET RO S, A OfifaEHE i E
AN X B B@E) Sl S h i BE

11 HCHEL+, XIITHCHE2+» DISHERED BH SHAAN S Nz,

H12)IHCHEOD S 5, BB 10%LLRIZ» T 272 i 5 5 CTR#T

FDARELLBERENTD s BEIEAANS N,

A F IR O Kaplan-Meierfiifi (HER2{EFILE )
AHIRE

100
———- [RATERRIAREE
80 TE : THE0
2 60
LS
i
(%)
20+
o
0 3 6 9 12 15 18 21 24 27 30 33 36 39
i (A)
VAT RE
AABE 359 310 265 213 163 131 72 49 28 17 10 6 1
PR AR
g | 354254192 118 85 65 37 19 10 6 2 1 1
AT A T7 AR O Kaplan-Meier fiff (HER 2B K H 3 4 )
1004 ARHIRE
" ——— [RATEFATEE
80+ ! FEE  THU0
. -
2 o
ES
£ ol
(%)
20+
0~ T T T T T T T T T ,
0 3 6 9 12 15 18 21 24 27 30
I (A)
Y ATEE

AR 76 64 53 44 35 24 9 6 3 3

R fili 2 4R
R 76 52 32 24 18 14 7 6 3 1

UE2EERED H DHERUEFKIBDFMiREEX (FBHILE)
17.1.6 EFHESE D858 (DESTINY-Breast04)
{LZIEERE D & 5 EIIHER2EFEIEY O FMARE IR
FUBHBRE 2R E U, AN ER AR L e (h
RYFZEY, TVTY, FLYYE Y, X7 FFE)L
RIEN7VFZFRI[TILT I VBB 2B L7~k
BREE AL % M L7219, KHIEETIEAHS.4mg/
kg % 338 R0 © R EE U7z WRERE 5576 (A A N85
EEt, REIBE3736]. EERIGERLISAF) DS 5. &
IVE > ZBRIGEE 4045 (RHIBE33 16, EHRERIGE
BEL63MI) IcB W, FEFHMIEE T & 2 A7 F I E R
TOFHME I HED < HEHE A 7E AR O 5L fiE [95% (5 HEIX ]
EAARIEET10.1[9.5~11.5] » A. EMEIIGER T5.4
[44~711nBTHO. RRBTHRITZNICERRIERE %
R U (N — RIE[95%EFEX ] : 0.51[0.40~0.64].
J@Rla 7S > 785E 1 P<0.0001. AE/KE[®#I]1=0.05),
Tz, FEMEEEICHKRE . BENZHBEFIEIC X RS
MFEDEM S N-BIREHEIEE T 5 245 H (RILE %
BAREME63M Z2 &) TOREBEEFHB L. AENIXE
BRE S 2S8R L 721 c Uy MEMEMIcE B R ERE
ZRUL(PRMEIOS%EEXE] : AAIE9.9[9.0~
11.31 % A, EAMRRIGERS.1[4.2~6.8]17 A, NF—F
H[95%E#EX[M] : 0.50[0.40~0.63]. EBRIv 75> 7%
7E 1 P<0.0001. AE/KE[MM]=0.05). FEIC, FILE
VRBREBHEERARUCEEER TOREFHBTH.. KA
WTIBBRIH Y AT ALEIR U2IRR ISR L. HiEt2mice8 s
EEZR U (RIVE VZREBHEEN - N — NE[95%
EHEXE] : 0.64[0.48~0.86]. BRI 7S > 7 15E :

—_7—

P=0.0028. ARUK¥E[MH]=0.00748. &fFEH : N
Y= FHI95%EMXM] : 0.64[0.49~0.84]. fEhlu 7
> 7 H5E © P=0.0010. ARE/KEE[W{I]=0.00748).
RAB37IH (HAASOR 2 &) ICBWT, BEAD
96.2%(357/371H1) ICiRO 5Nz, ELBEAIZ. BiD
73.0% (271/37181) . $5547.7%(177/3714) . WiELE
37.7%(140/37141) . WEM:34.0%(126/37141) . &Kk
TFRERER A #33.2% (123/37161) FTH o7z 72 H
ARANEFICBWT, FEMEMRREIX26.8%(15/56f1) ICF
Ho5NTz. [5.6. 5.8 ]

VE13) FIRAELIEB I LTy 120 OILREEIED & 5 AR
Q&SN (HTRTUSHT IR T 556 A LIAICBIE AR
SNIBEE. MBI (LEREREO 1D Ehnd) . £72, &
VE Y ZEBIBILEE T EROBEICZ T, 1DL EONY bR
IR ARY 5 N IRBHENEEIC X O H B W WIREOH M
B8 5 N I S N MEAH R E STz

14 HCH L+, XIZIHCH 2+ DISHEREO BE S HAAN S Nz,

A F R O Kaplan-Meier fiff (245 H)

100+ — AR
———- EELEFGAREE
%0 EEH THY)D
i
g 60
&
£ a0
(%)
20
0+ T T T
0 3 6 9 12 15 18 21 24 27 30
i (A)
U AT HEE

ARFIRE 373 295 238 183 118 8l 42 21 8 1
ESESN
SR 184 93 60 34 26 13 4 1 1 0 0

SEFHB OKaplan-Meierh#f (£K8EH)
— KR

100
———- EAERFIARE
80 FEEAR  FTHH0
% 601
T};;
(%) 404 RPN
204
01+ T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
R (B)
V27 HRE
AHBE 373 357 338 309 276 214 129 78 32 12 3 1 0
BEAMEER
s 184 161 146 120 105 77 42 25 7 1 0 0 0

(B PALEEERICIER U fcHER2 (ERBB2) BIGFEEB M D
VIBRANREIREST - BFE DI/ KRRtz
17.1.7 EFEHES I 485858 (DESTINY-Lung02)
HERMEEEBH 2 & (L2 BEEDODH 5HER?2
(ERBB2) &5 T ARG OUIR T RE 2 AT - FHROIE/N
R B E 2 xR e LT, MIERLHBEEER LY, #
B 15161 (AARANS261% &T0) 1. AHIS.4mg/kgXid
6.4mg/kg®!5 % 3R T RURENE L7z, BT O
B, AKHFS5.4mg/kg B G SN 526 (HARAN2361 %2 &
) FONC BT, EEFHMAEIEE T 2 EM MR RHE
BT DOFHE I B D < BN [95%EHEXH]1353.8[39.5
~67.81%TH -7z,
ARHIS.Amg/ kg5 S N7z 10161 (HAA37HI %2 &) i
BWT, BERAM92.1%(93/1014) Icg8d bhiz. i
BIERIE. BED59.4%(60/10141) . HFHERERA>33.7%
(34/10141) . &K% P EARIFRA28.7%(29/10141) . %
$525.7%(26/1014) . {EH524.8% (25/10141) . HIMLBREL
#A23.8%(24/10141) MEH22.8%(23/10141)F TdH -
7oo Fioy KAIS.Amg/kghr G sz HARALRICHE W
T\ BEMMEERIE2.7%(1/376)) 1B 6517z, [5.9 &
]
TE15) 18 AL RS ICHTE U 7o HER2 (ERBB2) {2 ¥ Z RGO VIR A RE %
AT - BEFEOI/NEREIC B WL TRR S N HEROHRIE5.4mg/kg
(A=) % 3EHMER S TH 5.
YE16) AAIS.Amg/kgBE I MEBICH D (13 SN BED S B, F—F Ay b
* 7 B THEIMN 2 54.5 7 AL L%GE L 7B,



(DAL B A% ([CIEE U IHER2 IR M DB EYIBR T A 78E
17 - BEDB®
*17.1.8 EEHEESE M4E5K5% (DESTINY-Gastric04)

NI RY X7 T EETLHEE THEENIFED 5 N 7-HER2
B OGN RE 22 AT - HHEOBIEIL B &8
BATEREEZNRELT, SLVLITENRNT7Y S F
YL EDHE MBS U IEEREEA LR % 6 L
72200 20 KFIRETIEARFN6.4mg/ kg % 3T REFE T i
U7z HBRE49461 (HANS0B %2 & v, AKIEE2460.
RHHEERBE248M) 12 B W T FEFHEIEE Tdh 5 2EF M
DOHIHE[95%EHEX ] T AFIEET14.7[12.1~16.6] » A.
RIREEFT11.4[9.9~15.5]1 » ATH V. AFIBECTHETH
HIcEBLREEZ TR L (N — RE[9S%EHEXE] :
0.702[0.550~0.896]. Bhla 7' > 7#5E : P=0.0044.
HREKE[HH]=0.0228),
AFNFE2440] (HARN266 %2 &) icB W, BIIERAD
93.0% (227/2440) 128D S NTzo FRBWERIZ. B &
OIFHRERBIEAD K 48.0% (117/2446]) . Ei44.3%
(108/244%1). &IN31.1%(76/24441). EHKEE29.1%
(71/244%41) . HAINERERE A K O l/MrEE A %26.6%
(65/24441). TH125.8%(63/244%1). HERE24.2%
(59/244%1). v > A7 IF—Y LER21.7%(53/24441).
MEH20.1%(49/2440)) & TH > 72, Fizw HARAEFIC

BT, BEMEMZERIL30.8%(8/2681) ICi8® Mz,
E17) b5 A X% 7 & Gl —IRRAUS BRI BT & NI,
IHCH3+, EIHCHE2+ A OISHIEBIEA RS & N BHEFERANS

nize
4B oKaplan-Meier fif
100 , ——
RN ——— R
80 o EER 5910
Z 60
g
(%) 40
20
0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
s ()
YRIHRE
KAHIBE 246219185134 94 65 45 30 21 12 2 1 1 1 0

WRESERE 248 204 150 109 76 52 36 18 9 4 3 3 0

17.1.9 EFHEISE O 485858 (DESTINY-Gastric01)

IRV AT, AERMEBHEEH. RO7 vk 2

VUERMEBEHEEAEET2L YA VY EORETHEEY
29 5 N7-HER2[GHE1® O IRE VI BRARE 2 #E4T - RO
BIHE I EREEATIEEEEZNRE LT, RAlLIA
BRIHRAMANEIR L7210 (4 V) ) 7 5 VIERRIE/KFIH XX
NRZUZFE)) % BT 5IEERMIERLHERZ ERH L
7o 22, REIBECIEARF6.4mg/kg % 338 8 R i i
L7z, BERE 187HI(HARAN14961% &L, ARAIEE1 2561,
ERERIAEREO2H]) D 5 B, L h S H AR L D E
FRZE PRE S N E 1756 (HARAN14001 2 & e, A
RIBEL 106, EEMEFUAERESOH]) ICB W T FEEGHbIE
HT® %M s B ERRE T OFMICE D ER[95%
EEXMEIE. AFIBET51.3[41.9~60.5]1%. EHHHEHRIE
BRET14.3[6.4~26.21%TH V. KAEIBE CHEIZNICHE
BIIEWEYRZ/R L7 (P<0.0001. Cochran-Mantel-
Haenszel#&€). F7z. BRFRIHEE. BENZHEEFIE
12K D RFRE N EIE S N7-BIREHEEEO—>Th 52
AFHEOFEFT T RANIRERE L EMAGER L -
BRI Uy FEMEMICER R ER %R U7z (FPRE - AH
BE12.59 H. ERIRIRGERS.47 A NTF— RH[95%(F
FEX ] :0.59[0.39~0.881. BHluzr s 7 HE :

P=0.0097. FE/KE[HH]1=0.0202),

AEIBEL256 (HARANM 2 &) IcBWT., BIMERAD
97.6% (122/1256) 128D & NTzo FzBUWERIZ. fFHER
B 62.4% (78/12541) « HIDNS7.6%(72/12541) . E&X
THE52.8% (66/12561) . &IM40.8% (51/125641) . /MR
A 38.4% (48/12561) . HIMEREHA37.6%(47/125
). BRE34.4%(43/12561) . T#i24.8%(31/12561) .

RERE22.4% (28/12561) . V) »ISEREEA21.6%
(27/12541). TEBH20.8%(26/125f) & CTH > 7=0 Tz,

HANEBICBW T, MEEMREIZIL.1%(11/9941) i
BH5NT.
FE18) THCH3+, UTHCHE2+A D ISHEB O B Al AN 5 h k.

&EFHM OKaplan-Meier i
— KR

1004
———- [EHLEFIGEE
304 TR : 1750
% 60
)T:?::
(%) 407
204 5 =
)
oLl :
0 3 6 9 12 15 18 21 24
R (A)
YRTHRE
A#E 125 115 88 54 33 14 7 3 0
%gﬁ*ﬁ 62 54 37 19 10 2 2 0 0
(HER2BZ 4 DT - BREOBEFE (BENREEN RS
s
SICPRD))

*17.1.10 EASE T 1BEEMEEB5% (HERALD)

HER2[5 4 (I #%{A D HER2 (ERBB2) 2 ¥ — ¥ B H# &Iz
THEIR) 2 F T 2) OBEFABRICAIS - A SUSELERE
BOEAE LR IR A RE 28T - BROBEREZ
WMRELT, AROBEMER L EM 25T 2 IEE M
BEPE AT A2 2 KM L z. WEBE62HIC. AH
5.4mg/kg % 3B HIE T S L. EEMEEE TH
2R ERHH Y EE AT O FRAM 1 KD < BAER[95%BEEX R IZ
56.5[43.3~69.01%T& > 7=
KREBBESN62601IcBWT. BIFERA795.2%(59/62
BNICERD S NTze ERBWERIZ. ED58.1%(36/62f1) .
BMBEES3.2% (33/62fl) . JE%546.8%(29/62f), &Il
38.7%(24/6201) . fFHBEREEAD K O H MBREE D &
32.3%(20/62f1) . IMi/IMREEA24.2% (15/6241) K O'T
N%22.6%(14/6201) % TdH >7-. F7-. BIEMEME
I 325.8%(16/6261) 12580 57z, [5.16. 5.18 &
el
VE19) BB MR AR M B A AT £ AR XEMLTH 5T, EMHEC
K BHEEMEMEER D EEDNSHER,

7 AR DA R

DA e Zh

(2% (%))

=E18 62 35(56.5)
BB 12 6(50.0)
TR - B 10 5(50.0)
T R R 7 7(100.0)
TEE 6 5(83.3)
TEEE 5 2(40.0)
[HE 4 0(0.0)
JHIE N 4 1(25.0)
B0 2 1(50.0)
NG 2 2(100.0)
PRig_E B 2 1(50.0)
FE/INA e i 8 2 0(0.0)
YR BT 2 2(100.0)
EEROE 1 1(100.0)
JRFA B 1 0(0.0)
HITAZARHE 1 1(100.0)
HEINT = v ME 1 1(100.0)

HE20) HER2FG1EDEST - FFEOD BT (RN 26 AR 258 ICR2) 05 5 BHiC
BUWTARRSN-HERURHRIZ6.4mg/kg ((AE) 23R EREZE5 TH 5.

*17.1.11 85155 T 485058 (DESTINY-PanTumor02)

HER2FHE2D 259 5 IR RNEERHEIT - BROBERER
BEWNRE LT, RROEWER R 2GS 2IEE
MR B GER 2 S U 7229, HEBRE 2671 AH]S5.4mg/ kg
% 3B RS PS C U ERE U7 R T 0¥ E R R
ICED EHER2[G M (IHCHE3+) Th - 7= B EZ 756 B W\
T EEFHAIEE TdH 2 E5E S EMOFH Ic B D < B
H[95%EHHXM]1361.3[49.4~72.41%TH -7,

AHIDB G S N 7zHER2[3M (IHCHE3+) Th - 725 E 75
BHCBWT. BHERAM86.7%(65/756) IR 5Nz, E
EIERIE. 35750.7% (38/7501) . Hi46.7%(35/75



Bil) . TFEREREORA45.3% (34/7561) . FH#I33.3%(25/75
Bl). EIm28.0%(21/7561) . &HKBER21.3% (16/7561) %
THoleo Tl BIEMEMZEEIZ21.3%(16/7561) 1258

shiz(BEAT—%), [5.16, 5.18 £H]
WE21) MEERHIE 2 & ©IHCHES+, 2+, I1+0BEFHAANS N,

W AR OB )RS (HER2/M: (IHCHE3+) £H])

DA e &3]
(EHHR (%))
AEr 75 46(61.3)
JiEREE] 16 9(56.3)
PRI b K7 16 9(56.3)
TERE 13 11(84.6)
IS 11 7(63.6)
TEEE 8 6(75.0)
R 6 3(50.0)
i3] 2 0(0.0)
S\ BEERE 1 0(0.0)
/NG 1 0(0.0)
FR IR SRR 1 1(100.0)

*17.1.12 EEHES 14855 (DESTINY-Lung01)
HER2:@BR|FBH22) 2469 5 NIdHER2(ERBB2) B2 14
B O VIR REX LE RIS 2 H 9 2 6/l fa i B2
ERRE LT, RROAER L2 2T 2IFEH
B FEM L 722, HER2ZBRFEH I A — MBS W
WERE OB ARHIS.4mg/kg X i%6.4mg/kgt2d) % 33 [
PRCRMAEE L, MRBEKE TOHERRICEDE
HER2[GM (IHC#3+) T ARHIS.4mg/kgh 5 S M- i
BFELTH(HARN2B 2 &) 1BV, EZEFEEETH
2SN SR ERE RS T DRl IC B D < BRI [95%E X
f11£52.9[27.8~77.01%TdH > 7z,
ARHI5.4mg/kg B 5 S N 7zHER2[G# (IHCH:3+) Td -
TeWEBELTH (HRAN2B 2 &T) 1B WT, BHERD
100%(17/176) IC88D S5 N7z ERBIEAG. BD
82.4% (14/17f1)« ¥E%52.9%(9/1761). EAKFE35.3%
(6/1761). WM. THRIKUEIM%23.5%(4/176])%T
Holz. Flow BANBITIXEEEMERIRD SN
Moz, [5.161 5.18 BH]

122) HCHE3+ X3 2+ D EEDHAAN S NIz,

1¥23)HER2[FHEDMEST - FEFE D ETEHE (R iR A IR B2 5 & ICIR S ) 1
BLTRR S N FBERORHE (BB 135.4mg/kg (155H) % 3EMHIH
fRR5TH 5.

*17.1.13 EFHESE I185858 (DESTINY-CRCO02)

HER2BFIF B2V 26T 5 YRR AELHET - BROR
5 - BBEEEEZNRE LT, RAOEMER RN
P9 2 HEE R LS 2 e L 72200, ERE 1 22001 AH
5.4mg/kg X 1%6.4mg/kg25) % 33 [ FR © i ERE L7z,
FROUR SR T O E RS B I B D S HER2ER 1 (IHCH:34)
T\ AREIS.4mg/ kg GHEICE D 11T 5 W= ERE 6461 (H
ARAN2061% EL) ICB VT, EEFAEE TH 2B RH
NERH R E R T ORI 12 F D < BRI [95%FHEX ] &
46.9[34.3~59.8]%TH > 7z,
AHI5.4mg/ kg 5 S N 7-HER2B3 1% (IHCH3+) TdH -
BREOSH (HAN21fl 2 &) 2BV, BWEAD
93.8% (61/65%) Ic@ED 5Nz, ERBEIERIE. ED
56.9%(37/65f1) . #%543.1%(28/654) . fFHEREED
30.8%(20/6501) THI. BRFEKOHEES23.1%
(15/65f) . M&H:20.0%(13/65%1)FTdh -7z, £/ H
ANEENCH T, HEMEMZERIZ19.0%(4/2141) 158
5N7z. [5.16. 5.18 ZHE]
24) HCE3+. LETHCHE2+ A ISHEBIE D B A AN S 1Lz,
TE25)HER2IG1E DO HEFT - P50 EEHE (B A ia R O R A 5810’ 5) 1
BUCKE S n e RO R (BB 125.4mg/kg (147H) 2 3@ R
fRHRE5TH 5.

18. ERpEIR

18.1 {EFRERF
FSAV AT FILTAFHE. HER2ICHT 5k M
E)7u—FIIEiEE b RA VRS- I HEEHZET S
W TN TFYUFEEEE. V2N LTRAS SRR
HEMEEERTH D, NTAVAYT FILZATFHVIZ, E
BRI O MAaE FIcFIRT AHER2ICHES L. MAAPICED
RENTRICY Y H—DIKFRSH, #HEELZHY T T
T UFBAHNDNAGEERE YT R N — 2 AFEEH %2R
ZEHICKY, EEHEENEHEREZRTEEZSNTVSEY),

—_9_

FIVIRT N B DS :

#% 18.2 FEEIR

FNFRAYVRXTT FLIZAFHhVIE. in vitrollBW T,

HER2[GH O b s AIEHRKPL-4 % O'SK-BR-3fffatk. df
12 MEEH RN CI-NS 7 Fa kit U CHE RIS E 2R L7228
IRV RTT FTILIZZATHYIE. in vivollBWT,

HER2[G O KPL-4f ik, FLEEEHRCTG-0708/EEH
. NCI-N87Hifark. BiEEBEHRNIBIO GOl16/EEM
A HER2MEFB O FEEFHRCTG-2308 B MM

HER2(ERBB2)B&IZTFDOI7 Y V20AZEZHFIT 5 bIE
/N RS RN CI-H1 78 1fifa#k. HER2(ERBB2)&{5+

EER(EHERERENZI VY V20ALE)ZBA L ME
/N RaRTE HESRNCI-H322 i fatkE 2 e N FFEHE L 72

X =R 2ICBWT, BEHEEINHIER %27 L7229 30,

Fros WY T EOMHICK D BEEAIBME LT,

HER2[GHDOKPL-4Mifatk % REE L2 X — N~ RICH

\F % RESE S AN I FH A5 3B L 7230,

19. B ICRET DIB(LZMAIR
—f¥Z NI AVRAYT FAZ AT H Y BIETEEZ)

(Trastuzumab Deruxtecan (Genetical Recombination))

DFK TN ATHY

Cs2Hs7FNoO13

LKLz P

Ce460H9972N172402014S44 (% > 78 7 EER 5y 47R$H)
H#H C2198H3391N5850672S16

L#H C1032H1500N277033556

DFETNIATHY

1,035.06
FARER
#7148,000
NGAVRXTT FIVITATHY
#1157,000

B: NSRAYRAYT FILZRATH UL, HEEYESE
THY, BEFELEZ T 70 —FILHEDOTFESED
CysiBEIZ. # > T NT I UVHFBEEY Vh—25k
BTNV AT H > ((3RS)-1-[(10S)-10-"> P )L-1-
{[(15,9S)-9-TF L-5-7 )L F1T-9- R F T -4-X F
V-10,13-V4%v-2,3,9,10,13,15-~"FH & Fn
-1H(12H-R> Y [del¥5 7 [3'4' 16,714 KV D)
[1,2-b1%F 7V >-1-4A L1 7 3 /}-1,6,9,12,15,18-~F
BFFV-3-FF4-5811,14,17-RVF7H ) a+
V23-ANV]-2,5-TVFF VT VU3 LE) BES
LTWwb,
FAZ S 1. € MEE ) 20 —FIUHEk T, v A5
b b ERBRERT %2428 (HER2) €/ 70 —F L
FEOBEMERER, e b 7L —2T =78 KETL b
[gGIOEHEE P H2D . FrA =Z—ANLRY —FIH
MRICEDEESNS, ¥ VBT, 4500
73 BEREY S H2HE (v 18H) 2R KR O214EO 7
IBREPOLALE (k) 2ATHRES NS5y >~
NIETH5.

o

. H H 2
N N »
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o NHo o °

N O\)k °

~ NH Q
i H
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XHUARER S D CysFRE DR #HF T
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23. FE#k
1) HNER . KERSHERE (20203 H25H &R
CTD2.6.6.3)
2) HEFR : BEEMERE (202043 H25H &3, CTD2.6.6.4)
3) HNER : EFRHLES 1 AR (DS8201-A-J1015ER) (20204
3H25H%EE. CTD2.7.2.2)
4) #ENER - EREHLFESS TSR (DS8201-A-J2023 5
DESTINY-GastricOl)
5) #ENER : BN R (DS8201-A-J102: k) (202043 H
25H%&EE. CTD2.7.2.2)
6) HENER b b IMAEE AR &5 (202043 H 25 H &R
CTD2.7.2.2)
7) #tNEER b MRS T B (20204F3 H 25 H &R
CTD2.7.2.2)
8) HNER} : CYPHFREMEE R ER (202043 A 25 H &2,
CTD2.7.2.2)
9) *IWNEH : HEttEER (20203 H25H 4. CTD2.6.4.6)
10) #WE&E : In vivofR# 7 a7 7 1 )L (20203 H 25 H &2
CTD2.6.4.5)
11) EHER . TV AR—F — 24 Lz gkiEk (202043 H 25
H&3E. CTD2.7.2.2)
12) #ENERE : MRPZ /7 U7z #5355 (20204E3 H 25 H &GE
CTD2.7.2.2)
sk 13) AEPNER © EFE LR AR ER (D967UC00001 5hEx .
DESTINY-Breast09)
14) HAER - EFEILFESE MAERER (DS8201-A-U30253 54
DESTINY-Breast03)
15) &R« EFE LR MAERER (DS8201-A-U301 554,
DESTINY-Breast02)
16) HAER - EEEILFEIZE OAERER (DS8201-A-U201 354,
DESTINY-BreastO1) (202053 H25H %38, CTD2.7.6.5)
17) #PER : EBEILFE S MAHGER (D9670C00001 515k
DESTINY-Breast06)
18) &R« EFEILFIE MAERER (DS8201-A-U3035 54
DESTINY-Breast04)
19) MR : ERILFISE THER (DS8201-A-U206:t 54
DESTINY-Lung02) (202348 H23H%#. CTD2.7.6.1)
%20) Shitara K, et al. : N Engl ] Med. 2025 ; 393(4) : 336-348
*21) HNER - EREHFE S MAHRER (DS8201-A-U3065{Ex .
DESTINY-Gastric04)
22) Shitara K, et al. : N Engl ] Med. 2020 ; 382(25) : 2419-
2430
*23) R - EINES T ER3EEE (EPOC1 80655
HERALD) (202653 H23H %2, CTD2.7.6.1)
%*24) HPNER - BV TAERER (D967VC00001 8% DESTINY-
PanTumor02) (20265F3H23H %58, CTD2.7.6.2)
%25) HPERE - EREHE S DAHRER (DS8201-A-U2045 5%
DESTINY-Lung01) (20264£3H23H%#. CTD2.7.6.3)
%26) HNER - EBEILFEE 1HHHE (DS8201-A-U2075 5%
DESTINY-CRCO02) (202653H23H%&58. CTD2.7.6.4)
27) HWNER . FARA Y RXS—Y T HEEM (202043 H 25 H &R,
CTD2.6.2.2)
28) &R : HER2FGE & M AT 120 2 AT At a1/ B
(20204E3H25H %38, CTD2.6.2.2)
29) HNER  EHaBE< 7 AT T L OB E (2020434
25H#%&E. CTD2.6.2.2)
30) #HHNER 1 ZEBHER2E G T HIIEMIRmERBE~ Y 2 €
T TOFNESEZR (2023FE8H23H &R CTD2.6.2.2)
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