202343 HELET (F5000. it ) HAELmRTEES
*20224E6 H tE] 874291
6 s scnn HHER2®) AT 1— 7V BEHERIES
BHEIR 367 RSRAVRAYT ILIVYVY (EGCFHEIRZ)E
AR, RIS, LA SRR | iR
1] —/ 100mg 160mg
tl I" 'U'f - SUEERER 1 O Omg EERES | 22500AMX01816] 22500AMX01817
LL _—® . BR5ERAMA | 20144E4 A 20144E4
PDEY TS =m5:m160,, ¥
#1)HER2 : Human Epidermal Growth Factor ®
Rle;:mor Type >2<E b LRI T R (2. KADCYLA for Intravenous Infusion M
BIFE © c-erbB-2
PE2) I - RS MR L) FHT B 2 ava sL—7

1.
1.1 AEZETHAEZEEE. BREBCHAIWVICTEIER
MERICHWT. PAERECHDLMGE - BEREFOER
DHET, KEIDEY EHB SN BEFCOVTDAERT
32, £, AERRICEILSLE, BEXEZORKRICEN
MRUEKREZTHBL. AEEHRTHIOERETSEZ L,
1.2 g%, BEMRASFOREEREE, S H5>bh, FETIC
EZHHMEINTVBDOT, MHEIR (FPIREEE. XKW,
EF. HREE) ORBRUVBMBXIEREDERS. Bt 1
PCITHZ &, T, BEPREOOSNAFZEICIE, #B5HIE

ED@FYLMBETOIE, [9.1.1. 11.1.188]

I

-3
=

2. B3 (ROBEFICE®BRELEWVW E)

210 BHIOWS XL T AV AT GEETHIEZ) (25 Ll
BUE GERBUE & SRS CHTICOR N BENOH L EE
% Infusion reaction% &¥s) OWEFIEDDH 5 EEH

2.2 TR AR L C W B REE 0 H % i [9.550H]

3. fHRE - MR
3.1 8k
WiFe4s | 71 R4 F BiEEHER100me | 77 K44 F siis#EH160mg

LNA T LD
NIAYVART TLY T

1N 7 iy
NIAYRAIT TAY Y

Zh et 2o

TR | Gafrrams) ® | vy GRET@E#RZ) 2
106mg 171mg
1N 7 v 1NA 7 v
HEBE B S18mg | B 5l4mg

wnF | aNsEE 6.3mg | I/ 10.1mg
KERILF M) 24 2.4mg | KERIEF M) 74 3.9mg
ARY VN AR=120 1.1mg|RJ) VIV X—=1+20 1.7mg

ED ARANGESHAK GIFEEHEMN100mg © 5.0mL. A5 & H
160mg : 8.0mL) ZHHEELY . 1NA TIVIZHER L 72B:I2 b 5
AY AT TAY Y VREEDS20mg/mLE %A L) ICHE
TSN T2,

12) AFIEZRER TS I AV AT, Fy A =Z—ANAAY =l
ez HW il s g, BETHROREMEGE LTT Yl
RHr (RTMY) BFHL TV,

*3.2 HHOMHIR

Wises: | 7 B A 7 il H100mg [ 4 R4 A 7 Ak E160mg
1T TR (N 7V

PRI B OB

o #0.7

PERIE CEF KRR 5 )

TESTHK (EIEHEHTEH100mg © 5.0mL. AuE#HEH160mg © 8.0mL)

CEHROMREITROEBY

IR EH~FLE R 295, MEa~BEmoi
ol 4.7~5.3
=& 157~261mOsm/kg

4. REERIIFHR
OHER2ZH4 D F MR (S BFEILE
OHER2ZMEDELE I & (T B iR EYEE

5. WEERIZHRICEHET 5FE

(haEEE)

5.1 HERZ2FGHEDMZ 1L,
BWTHEBT LI &,
5.2 Kk, PTAVAYT (BIETHIEZ) RO X9 2 RIUE

PERESANC X LB OREREOD 5 BEIHGT T 52 &,

5.3 ARAIOMTHISEDIRE B B HER OV L Ty,

(HERZ2FR M DILE I B |F BT LML)

5.4 ATRTIEPIIEEIC X 0 IREESE2ZER) (pCR) ATREO BN -
BB T AL,

5.5 FEREERICHAAN S N2 BFHDPCROEFHREIZOWT, [17.
FRRBE ] OEOWNEX ML, RAOHRNER O &tk 15
[CHR L 72 BT, BISEEOEIRTIT) 2 Lo

6. REARUHE
HWHE, BN NI AV AT TAy Yy (HEEFHER)
& LTCLE3.6mg/kg (REE) % 338 R M@ CAMEHE S 50 72751
MWL OB A1, 5 REZ14RE TE T 5,

7. BERVHAZICEET X5

(heEE)

7.1 MOPEMIEEF & OBEHEEEIZ O W T, BRIMER R eI
R LTz,

7.2 L G905 0 TS5 5 2 Lo MRS ORGSR
FCehiud, 20 H LI 5-BRIE3055 M F CTHMETE 4,

7.3 BMWERIC XY . BF 2R, lEEh Ik 2580213, BIE
HOMER, BIEESEISCTUTORELXEE T L L, BER
CHEHEEE LRV &,

T e B A S A IR ERE AR 12

WE o BH%
B x5
WG 3.6mg/kg
1B R Ik 3.0mg/kg
2B B 2.4mg/kg
S B 5k

(HER2Z M D FMABER (I B HILE)

7.3.1 FEZBRNE (LVEF) RIS & 2 fRE K Ol 2k

HEFR

QL

N=AFTA 5D
MR D 2L <10%

Ak 33 ] LA Z 5
MW5E %47, LVEF
ST A Lo

40%<LVEF<45%

N=AF7A4 06D
e i D2 6>10%

PREE © 33 ] LA Z 75
% %47\, LVEF
DXRX=ZAF 4 2hb
DEXHEDZAL<10%
WAL 2w e
Hikgs 2,

LVEF<40%

PR 3 AN IS
FFRE 24TV L
LVEF <40%%78.& 5
N aiEdhiby s
Z&,

TERETE S - IO 2

Hik




7.3.2 AST. ALTHIINC X BRZE, e K O ik 2k

Grade QL&
Grade 2 . . X¥ASTXIZALT >3
Rk
(>3~5><ULN) (ﬁi @—‘ﬂi“fl X ULN
Grade 3 R¥E  Grade 2D |2 E Y LY v >2
(55~20 X ULN) AR, 1B R | x ULN OS5 & 1 ik
L CHFBAT RE T5HZ L,
Grade 4
(>20 x ULN) ik
7.3.3 BV VIMEIC X B RSE, JRE K OV kS
Grade JLiE
Grade 2 1*;523“;;3; %ASTXIZALT >3
(>1.5~3xULN) | oeber TS gy
55T 5 P
o N D )
fR¥E © Grade 1L
Grade 3 A e | X ULNO B A 1 H 1R
(>3~10% ULN) WA, 1B B T
L TR RE °
Grade 4
(>10x ULN) ik
7.3.4 M/ AMELS £ 2 IRSE T OV 2538
Grade JUN
K3 : Grade 1LLF (75,000/
Grade 3

(<50,000~25,000/mm?)

mm3Pl L) ICEER, REET
FHBA W] fE

Grade 4
(<25,000/mm?)

K3 : Grade 1LLF (75,000/
mm®Pl k) SRR, 1B R R
L CHBhE

7.3.5 FAYMRERE S & B e ALt
Grade JUNT=S
) R © Grade 2LLFICMIFE A,
Grade 3X 134 . N P
rade 3L B R i

(HER2[ZMDELIE I & 1T B TR Y& E)
7.3.6 /BRI (LVEF) RIS & 2 A Je Ot | 2kl

HEHR i
LVEF>50% it
HE N
HRHEOZAL<10% |~
HixS i D ZE{E<10% ————

45%<LVEF<50%

R=AFTA 2 IP6D
e fiE 22 16>10%

PREE © 3R DA T3
TEEITV, LVEF<50%7°
ROHIL, P OLVEFD
N—=AFA DM %
fEDZEAL<10%IZFIE L
WG AIFHIETAZE,

LVEF<45%

PREE - 3 H LA
HEZAT . B
LVEF<45%%% 80 511
A AT oy R rep

EBENE D o P OAE

LVEF<45%% I 9 Grade 20

- Grade 33UF4D7EZENHiEREA 4 (LVSD)
-Grade 33 L < 340884, Li

ik

A

7.3.7 ALTHIIMC X 2 fREE,

N O kB

Grade JLIE
Grade 23133 fR3E - Grade 1LIFICHIfERE, 1
(>3~20x ULN) BB L CHRBI T B
Grade 4
(>20xULN) e
7.3.8 ASTHIINC X ZIREE, i e 0N ik 2R
Grade JUNT=S
Grade 2 KL Grade 1PATFICMIfEE,
(>3~5xULN) I3 B T R
Grade 3 K3 © Grade 1PAFIZHIfERA, 1
(>5~20x ULN) B s L CHRI B
Grade 4
(>20x ULN) ik

(2)

7.3.9 HEVIVE VMHEIC X B AE, E K O ISR

HEFR

i

WEYILE »>1.0~2.0X ULN

PR ) LY »<1.0XULNIZ
I t4 . 1B RS L C BT AE

eIV r>2 0xULN

ik

7.3.10 AEERPEFHEMEEZE (NRH) 12 X % kAR

Grade JLiE
4 CDGrade ik
7.3. 11 MU/MGRAMELZ & 2 PR K O A 8
Grade L&
fR¥E © Grade 1LLF (75,000/
Grade 2143 mm®P b)) (ZIfE R, e

(<75,000~25,000/mm?)

BT REo I/ IMRIRAME LS & 200
HIRSER ORI B W TIE 1B RS
BE L COFMEEET 528,

Grade 4
(<25,000/mm?®)

K3 : Grade 1T (75,000/
mm*Pl b)) S E, TR R
i LB RE

7.3.12 RRGAREREIC X 2 R L

Grade WL
9 Grade 20 T - iR,
Grade 33X 134 . N .
rade 3 A T
7.3.13 MEPERFREIC & 2 i L
TEIR W

P e i 3 R SR I 25 & 35
NG

ik

7.3.14 SRR BE S B MRS & B ol e

Grade WL
Grade 2 R TGS TR L e WA
Rkl
Grade 33134 ik

GradeldNCI CTCAE (ver.4.0)
ULN : IE#fiE_LBR

8. ERELEANER
A DEEEDND b D Z EHHDEOT, KEG MBI IZES

IZHEL %,

DUHERE R MRS 2 2 Lo Tz, AFIFEGHUT LR D FEHIRD -

G AN DT NERIIY 1ol

(Lra—%) 2frw, BEO

K& (LVEFOLE 2 &4) & HacBigt L. W &5\

IR WY 5 2 Lo [9.1.2,

9.1.3, 11.1.2&8H]

8.2 e E, AL D Hbib I L3H DD T, ARG M

i % O G- i3 e WA PR e s (AST. ALT, A8 ) L E »55)
BATH ko Ea, MEEIERAEMBRIEED D 5D Z LN H LD
T MR TCHESRE DFEREF I D W TS & T4 12 TV ZEBIASE

b BYEIIIIFEREOEEE

ERTHI Lo [11.1.58H]

8.3 MM RED D B s Z LW B DT, KRB GBI Y

PGPS ER R O 2 05 L L2 B9 & RO A J 2 1
B 5%, BEOREE T0ICBIET 52 Lo [9.1.4, 11.1.62H]

8.4 KAIDMRIZH Tz o TEL AH & —HUAHEPLTVDE T

VAT FTAY AT FNTATH 2O &S

52k, [13. 2]

il 2575 b b Z LD 5,

LVEFIK T 28t s¥ 2 B2

9. FENEREFAT HBEICHT IR
9.1 AHHE - IEEFDH 5 BH
9.1.1 REBFREHEDEBRMOMEEDH 2 EBE

1.2, 11.1.1ZH]

9.1.2 ZZEBRHE (LVEF) PETLTWVWSEE

Hbo [8.1, 11.1.25H]

9. 1.3 UTDLS BUREDET I 25 ENhDH 5 EE

LAREEDLEENRHEDLNLEBENDDH S, [8.1, 11.1.22E]
T NTHA ) VRERORGIEO S HEBE

* MBS HRGHE T D BE UL DRI D b 5 HH

© ) oI UARETE L IXEREAES 2 EELRAEIIRO D 5 B

NEZF D ERED S 5 BE

OEEIIREE CORREZE. PROVES) DBFEIIZOEIEDO S

%Yy

B IMESE D B H L OO & 5 B




9.1.4 M/REBEI DS 5 BH
MO BZNAH 5, [8.3. 11.1.65H]

9.3 fFRelREERE
R E R A 2R E LA N REMEEIRIE L L 72EIR
BRI TR LTz,

9.4 &JEREEHT HE

9.4.1 HIRY BREMD H B REEHE
RFNFG I OB 4 G-t — e I B ) 2l iE sk 2 Vv 2 &9
L4228, [9.55H]

9.4.2 N— b F—HRIRT BFREMD 5 B BEEE
RFNFG I OB 4 G-t — e I B ) 2l iE sk 2 Vv 2 &9
8452 &, [15.220]

9.5 1117
T AZITR L C W A WTREME O & 2 I35 L v &0 R
RS 2 N7 AV XX 7 %85 L 7cilim 2 FR A ANE & 7z
LOWENDH D, Tz, FAKBLEBEHLEG T, JRE - P
RoBERE, BREFEE., Hrib BssaEeiE, BIEoME
AN G EEHTRD LAV IS E 5 72 b B SN T b RH %1
BT ADMIOEIETH L AL 5 ¥ v i FvzgyEERICB v
T AR IR EEESHE SNTW5, (2.2, 9.4.121]

9.6 BiLw
BILBZVZEDNET LV, & N TOLHBITICHET ST -5 13
RWH KR EERT H DT AV A TR B ERIC BV
T FLHANOBITPHE SN T05,

9.7 NRZE
MBERZNRE L 72 IRRHERITIEE L T v,
9.8 mknE
DBEREL I - BRI 2 AT ) 2 L EEOREZBIE L2

BHEEIIT T 52 & —RIERE TIAERBREIET LT b,

10. fHE{EH
v NI 70y — 2R 2 vitro BRI BT, BH B
THAAL Y Y UFHEETHHDMUE, T L TCYP3A4K O —
HCYPIASTRHMENL Z LAVRIE SN T b 728, CYP3A% IR
CPHET ZEF LG LBICIIEET L2 L, [16.451]

10.2 BFAERE (BFRISEETS L)

1o B I I GH IEF OMY) 2 LE 479 & & b IS, FERANEIE
T5F CTHEORELZ TCBIET 52 L, F72. EEOInfusion
reaction?i® 5 b N2 AIIZE B G 2RI+ 5 2 &,

11.1.5 FF#BeREE (28.2%). FFFRE CEEAI)
ASTHINN (23.2%)  ALTHEIN (18.5%) , MLAF ¥ V)L ¥ 38 (5.1%)
SEDRFHEREREED D SN D Z DD Do FIHEREM AL R % £k
9 EEOREREREE, A RO 5, SETICE - 7260 b s
ENTVD, F7o, HEMHAEEREESH 5 bND I L5dh 5
DT, AEEERAERIE AT S Nz 1 d, A hikT
5L, [8.25H]

11.1.6 M/MRIEDE (28.0%)
M IMERAMED D & b D Z L sd ) . SEZEN IS O T E o Hi
(0.29%) 12 L VIBCIZFE o 7Bl iy STV 5, [8.3, 9.1.45H]

11.1.7 REHEEE (13.8%)

Sk PRARAEIR - $5iE 5 | W - fefRii T
— WA S 5 b5 BN A7 &2 HE S
INDH %, ELBXND D5,
TOCS AN IR 2 20% 2> © | S5 A2 i ik 2 55 D ]
DNDBLENDH 5o | HIEMHEED ) 27
TR WU AR 2 A3 R0 | 2 TR & 5 BE L
(11.1.1Z] LN EICIE, E DD,
IR iE, F 723
LEHEHT 2L,

1. BER
KOBWEHD D SbIDZ DD HDT, BEEE 51TV,
HREDO SN E IS 2 b 5 % YR EERITH 2 k.
1.1 EXLEER
11.1.1 EEMMEER (1.3%)
WO PR B BB, 97, M. T 55 B A AR O dE IR A
P BiRRE 28 RPN 28 3L RUR SRIG R 25252 & b b & L s d
D, FBCICES2BIDMEIN TS, [1.2, 9.1.1, 10.2zH]
11.1.2 DEE (2.4%)
FEEBE (LVEF) KT, 9 o MM CAESOLEERS LD
NBZEDHY FEEOQLEEICE 26D HWE SN TWD,[8.1.
9.1.2, 9.1.3&%]
1.1.3 BB (1.7%)
TFT74T7FY—EQOEEOBPIED D SbNL T LD D,
11.1.4 Infusion reaction (5.4%)
MR R, (R, MRS, SRR SCRUEE, MR, AL, ESE. B
%% & Lelnfusion reactiondH LN DL Z ENH Y KRG H
G HG- BG4 B DN I % i ST %0 2L OFEIR
. FICARFOMHOHZGHIZH S b T v, BEFADSLN

AL
FLH

L ONEO KRR EN D 5N D DD b,
1.2 ZODEHER

5% L 19~ 5% A1 1%k
SHJE (15.4%) . BRI, © F [ 9) DR, R
TR AHRAE. FER R, AR, Ak
TR R TR WL SRR,
PR, HEE
bl
Bl (34.6%) . Wa|THALAE. B |IEEATE, Bt
M (11.7%) . AL |, RESPR G | s, 5 A
(11.1%) . Nz wEE A, A
A JiE(10.7%) . B, H 4.
LIN %%, JE9 e M, 3%
Wi Fiks. Ak
0 LRI
ISz )%
P I, BpE, (R, FER
TRERAR 3T
St (16.59%) IR PRI BE 0k, | BB Szl
N 2 SR e TR
I
. IO |29 EE. K|S, 5. F
. VMR I A, | RICEEAR
JRERE. B2 T | HAN A E R
I, KLBE ZIIE. FE
W - B ;Ffinﬁ (10.4%) . |FHfek BT,
8 HE R AT
H mgzvEo Fuvy | HIE
LRI, B ERFEML. HRZE S
0 FEss (8. BPEE. IR, &
JIMKTF &) o R B, AR
[T N S
FARAE (10.5%) | 7 1) 7 206 Bk, I 7 v
I ALPES N 4 TIVED. &
R Mgk, A2 L
7T = v E.
I R RS N
HEgifige figg 111
e M. GF A ERE| ) > SERE A
L A MERE A
MR (34.4%) . |TEIE, £ ¥ 7 IV|[lige. 1ESTERAL
IR TR, | = PR AR, (RO, MiE. 7
o) . S8 E|RIE (LgMR v Y SE, BUK.
JIIE W AP R R IR I .
). RERD ., AP, T8,
ol SIS, R A Y 7 x>
DRIE, JREEIE . Bk, 1k
e FAGEIEG:, (TN
Wadiw. e,
%




13. BERS

WM RO ARH MBI 5012 B VT, JETFIHE S
NTWbe BEHGICALND FERERIE. M/MGRAIE
THo7z, [8.42M]

14. BRAEDEE

141 EXRAREFOZTE

1411 BT, HBESTHK. HBAR AR DA
HLZ2WI &,

*14.1.2 HBESHK (iE#EH100mg @ 5mL. AT EHE
f160mg : 8mL) IZLVHEMLTIIAY AT T LAY
Yy GRETHEZ) 20me/mLOEEIC L2, BB
BTG CHRERY . BB I H R A 250mL I A
Mok,

14.1.3 BEIRERIZE 2N A 7OV % [z S48, EEIHERT
HZT ko

14.1.4 FIRRELL . SP8LR IR T2 & F 70,
FRIEBERET 5 2 &,

14.2 EXIHRSREOXE

14.2.1 0.2X130.22umA > 94 74 V¥ — (K)L—7F
VAR VI AE Y AR V) 2B LTS5 TA2 L,

14.2.2 A L DRFEEZ L 2N T &,

14.2.3 7 F MG L ORE LT, KL 7 N7 HEER
ORI LA#T A v ARSI TbRn &,

14.2.4 SEEHEICEE L, @A MAEINI RS & 5
PLAC BT B ALHE, JEFE. R, &, B, IS0
FREBIT I WD LOTHERESMEIMIEN R NE D
5352 L,

15. ZDMOEE

15.2 FEERARABRICE D [

RENEHER T DAL 5 2 VA THLDMIOT v My
% 7o MG /NSRS SRR iz, [9.4.25 1]

16. EMERE
16.1 MAigE
16.1.1 BEIR S5
HARNDOHER2MGMEMEST - FF5E7LM B OB AHIL . 8.
243133 .6mg/kg™ %904 (+1047) MIAHEHEL- &
XDOPMNIAYVART LAYy OIMIEREERZILD.
TOEBYTHo>720 Coaxc L FAUCKHT VTN L G2 D
BEIMIS U T L 720 CLEUNVassld 3% 5-8 B C RO
EDOFHNIZH 5 720 tr2lIHEGHEM TR E {2 5% 0o
oo Db Z M, MER N TRV AT LY VY
v OSBRI L - HFN CRIEE R R L2V HAR
NOHER2FGEHEAT - PR 7L B 30B112 4 H#13. 6mg/kg
T JTHEHE L 72 L EOVasDFIMEI354.9mL/kgTH 1) .
VEIZIMAEZR R LAY L 722
D ARSI - HIEI33.6mg/kg ((ATE) % 3H M

M5 Th %,
HERSEHOMER NI A Y A~T LAYy v EEiiER
S —o— 1.8mgrkg
= B —o—  2.4mg/kg

—a—  3.6mg/kg

ML (ug/mL)
1
.

] ()

AR GHDO NS AV AT ZAY oD
W BRE ST A — 5
5 Crnax AUCus ti2 CL Vs

(mg/kg) | (ug/mL) | (ug-day/mL) | (day) |(mL/day/kg)|(mL/kg)
1.8

35.3 141 2.39 12.9 57.1
(n=1)
2.4 43.4 204 2.88 13.4 67.6
(n=4) | +15.2 +70.5 £0.317| +6.34 +20.3
3.6 82.0 346 3.74 10.6 59.1

(n=5) | +10.0 £41.1 *1.15 *1.26 *£6.62
Tl + BEE (R

16.1.2 RIRIR GRS
HARNOHER2BGHEAETT - FREEFLIE B H 32611 AHI3 . 6mg/
kg% 33 I @ T (£10%5, BAMEAHERE S /-6,
2 H D304 (£1043) \ZAEMETTRE) FiMiEL /2L &
DEFAYART ITAY VY YOG T IEEHERIZLT
DEBYTHo7z, MEPNTIAY AT TAY IV
DERIZITZEAERD SN h o729,
REHGEEDIMER N T AV AT ZTLAF 2D

T TIRER O — 7 R

=)
8 -

=

El=

=

a

% —

HE

E

o3 8 B o= M &
IEFfH - ()
P ME + 2 (n=2~28)
16.3 4

16.3.1 MIFEEHES
RHIZ S ADM1% & M IMEEI220ng/mL O TR
L 2B O IMEE B RS A ERIL93.2% T - 729,
16.4 X3
FIAV AT TAYUIYUIEEELTHBEBANDY) Y
V= LIS E D EALE 2T B LM S D, MEE AR &
LC. DMIEUMCC-DMI™ 2% F 5 2V X< T Th¥ v
Ty L TRWBECHRIB SN, HAANDOHERZ:
PEHEST - BRI R E ICAHI3 . 6me/ kg% BIHHHE L 72 &
EDHA 7 VB B IMEEHDM LK Ol MCC-DM1
ZE BTG HI0TICE =7 EER L. FOfEIZE 43,79
+0.950ng/mL (28%1). 8.65=3.03ng/mL (28#]) T >
726 Lys-MCC-DM1™121T & A LR SN o729, b
MFEI 70V — 25 % 70 vitroR i<, DMLIZF &
L CCYP3A4K U —#BCYPSASTRI SN B Z L 9RIE S
n7%, [10. ]
7:2) MCC-DMI : DM1&MCCVY ¥ % — 354 L 72 4RBET
e L 7o 1eE
7#3) Lys-MCC-DM1 : U ¥ »F# L & IZMCC-DM178
e L 7o 1eE
16.5 ittt
In vitroiFh 6. DMUIP-4E&E (P-gp) ORRETH
BT EHREENSY, £DMIZHE# LT AV X
YT LAY T ETy MIBREFERNES L L &
DMI1. Lys-MCC-DM1 % U"MCC-DM1 % & e BALA#
EE I PR SR (50%) RIS OFEIZ A 7 A o
72 (8.2%) 7,
16.6 BFENEREHT 8L
16.6.1 FFBEREZERE TORYEE
HER2BFHEHELT - FIsFLME D b fFERAERE R E 1861 (1%
¥ (Child-Pugh3#8A) : 1061, & (Child-Pugh%
B) @ 861 M OIEH A RE R 106112 AHK3. 6mg/ kg% 3




R EE L2 & PIRAYARYT LAYV
T Y OAUCOFIHMEIL, T O &5 AR RE e 55 R
T, A 7 VITIRIEFIFEEEERS L 2N 2138% K&
U67%M <« 1 7 V3 TIRIER e R E L FRRECTH -
72 %72, DM1. MCC-DMI1. Lys-MCC-DM1i%. HT#%
REm S B & IR E IR EE L CTHEETH Y, wInd
NGAVATT TLY vy ARV E TR S
=8 (HHEAT— %),

17. ERPRERIE

171 FIHROCREMICEET 555,

17.1.1 HER2IGMHETT - BRILEBEEZXNRE L AZERE
I AHERPRERBR (JO22997:(54%)
b T A X< 7 K OALER LR IRE OHER2M 1 0 4T -
TR AR R L LT, ARHI3.6mg/kg% 3 B FET7361
WP L7ze FhEeI1338.4% TH - 7%,
RAN DG S N30 BT, BITERA676 (91.8%)
WD SN, ERREIEH I, BEK3I20] (43.8%). &
3061 (41.1%)  H02961 (39.7%) « 582423851 (31.5%)
FRRRAE216] (28.8%) . IL/IMREL R A 2081 (27.4%) .
ASTHEIMISH] (20.5%) ZETH - 720

17.1.2 HER2IGMHETT - BRILEBEEXNRE L BHE
M4E5 > 4 LMEELEEAER (TDM4370g558 [EMILIAGER])
Z Xy UREH T AV A< T EERFEOHER2M
AT - HRIAEERNRIZ, AR IE L+ T F =27
(Cap+Lap) OPFHEEZRMIERE LT, £#I3.6mg/kg% 3

[ TR T 49061 12 3 - Lt CH R MR ME1249560) o %2
A E T d 2 M7 8 22 H RTINS X 2 SR A 7E I

@H%%ﬂﬂﬁ&@/ﬁéﬁﬁﬂFHEJ@EPFHEJQET}? (HEEA RV MITH
56324 XY bDI B, 3314 XY MOFEALZEERD) 1200w
T Cap+LapfE k)4 2 AFN OB E LR IEEA RO S,
ARHN D G- SN F2490812 BT, BITEM A™2761 (87.1%)
WD B, EAREWERIX, BEE2018 (41.0%). &
016561 (33.7%)  Ifi/IMREGRA 14561 (29.6%) . ASTHE
10061 (20.4%). ALTHESM7961 (16.1%) %5 Tdh 72,
TDM4370g 7855 O 5 A A7 ] O Kaplan-Meier fifi ##

1.0 4
Cap+Lapff ES:kis
i <H) 6.4 9.6
081 S — KA 0.650
e (95%18 wﬁrﬁ (0.549-0.771)
% 064 Pfli (J&3ILog-rank) <0.0001
T *,
o4l %*
& i
& XH
i
0.2 4 .
— B (0= 495) T .
wumnnCap+Llaphf (n=496) RS
0.0 4

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Wi ()

<Y AZFEDORE &>
AHBE 495 419 341 236 183 130 101 72 54 44 30 18 9 3 1
CaptLap# 496 404 310 176 129 73 53 35 25 14 9 8 5 1 0

TDM4370g7:855 O 4= A7 I O Kaplan-Meier fifi

0
0

1.0 A
0.8 1
45 0.6
® ‘
1 Cap+Lapf AFH B
kA i () 25.1 30.9
A 049 - ri 0.682
(95% fE X 1) (0.548-0.849)
Pfiti (F&3|Log-rank) 0.0006
0.2 4
w— R (n=495)
wumnnCap+Lapl (n=496)
0.0 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
wm (A
<YAZEHEDOREE>
FFIEE 49 485 474 457 439 418 349 293 242 197 164 136 111 86 62 38 28 13 5
CaptLapff 496 471 453 435 403 368 297 240 204 159 133 110 86 63 45 27 17 7 4

(5)

17.1.3 HER2IGHIABEDOMERBEEZXNRE L ZBHETHE

T 24 LML BEER (BO279385%5% [KATHERINEKER])
b T AV AT R OY X4 2 RPUEEIEE A % & O e
W O MEAT 2R A5 %% (pCR) VSR &
N7 o ZHER2BGVEOZUE Ot EH 2 HRIC, FT X
VAR T L LT, ARHFI3.6mg/kg % 3 M FE T
740G PEG- L7272 (D MR 2 74361) o $% 5%
RRL4ME & S, REIBTIZB VT, FERRIZE Y AHO
HH eIk L72Ea1E. NI AV R TIZY) B2 TEE
140 F THkfe 9 5 Z EATHE L STz, EEFHLEA
TdH L EHEERBO R AN (IDFS) ™ol Hodk
BT (256IDFSA N> b A58 L7221 5) 12BWwW T, b
T A A TN § 5 RABEOBEREAHRREE S 2 (O
Y — FH[95%EHEX ] 0.50[0.39, 0.64],P<0.0001 (JE
& Bllog-rank#sE) . AR () 0.0120)
REIHHE G- & 727406012 BT BIVEHI 2564111 (86.6%)

WZRRO BNz FEREWEIE. 95726860 (36.2%) . HEs
25561 (34.5%) M /IMRERA 19961 (26.9%) . ASTHIN
18661 (25.1%). ALTHEIN15461 (20.8%) S Tdh - 7210,
1) %‘r‘?ﬁ@fﬁ@%ﬂfﬁ&%ﬁ%ﬁﬁf\ FLENR O /8

BB SO SN\ W2k EERE N,

*%‘f@ REEIZID U Ty WUR R LN i i &
PRS2 DR E STz AFITED623/740%)
(84.2%) THUFEED:. 525/74081 (70.9%) TH4Y
W TN E N S LTz,

Ty sl s, OFMOEEHEFLIE O
5, @RM ORISR (K. sy » oS, Foke
AZRE) 2B B IRE LS O FE, @fﬁ[ﬁﬁ%é\
@xHFLEE DR FEMEFIE L E®H 5@ 5 HH 12
%t@w#ﬂﬁ#r@’ﬂb%h#ﬁif@%ﬁk

EFSNT,
BOZ?938§K%@®IDFS®Kaplan Meier Hii#5

#2)

1#3)

IDFSH
k/z// hgid AHE
88.27

73 78 80 26) (85.81-90.72)
0.50
0.2 (0.39-0.64)
<0.0001
UES
676 555 34 220 119 38 4
i 681 658 633 6L 109 25 it a1 1
6 12 18 2 30 36 42 48 54 60

18. ZERhEIE
18.1 1EARE

KHZ. BTHER2E MLE 70— F WA TH S b T A
VAR T Fa—7) Y EAHERR AT ADML %,
VU H— %A L CEEA SRR E AR TH DY,
RENE. b AY X< 7 LS. HER2K U Fey 24k
EDFEATEE AR LYW HER2MIFASE B 2 A > Ol B
(=71 v ) ], PISK/AKTHIED ¥ 7 WAEEM
LN OPURRGE G S 4 R 3719 W9 F /00 R

#ix. HER2IZHS A L CRIRBAICHLY A £ 7z t%. DM1&
A H 2 B L', G2/ME < oA R s 1 0N T R

]\ — :‘/Z %gﬁz‘%@"%lw,lwo

18.2 MEEBIR
KENX, in vitrolZBWT, M T AV A TIZEZED
HER2B; 1o & 7L H R ek (SK-BR-3. BT*474)
L. FTAY AT LY i IIHIER 2R L7
205 0 F e N5 A AT ICIERE lfF@HERZI%IfW) v
b FLHE R AMIIRE (KPL-4, HCC1954, BT-474EEI) |
xof L CRBEINEIE I 2 7R L7422, S 512, HER2BMEO &
N FLE e fudk (BT-474EEI. KPL-4) #* [AFi#HI L
72wy AZBWC, BEEIHIER 2R L2,



19. AR ICRIT 3 EBLERIFR
— TR D N T AV AT LAY Yy (EEFAREEZ)
(Trastuzumab Emtansine (Genetical Recombination))
(JAN)
G Ay v Y L CaHeCINGOBS
FFAY AT (GEfnFAHIRZ)
HEEH (Cro32Hi1599N277033556)
A (Ca198H3301N5850672516)
CIAY VY 1958.53
FIAY AT (RIETFHIRZ)  #9148,000
FNIAYAXRT T AY Iy (EETFHIBEZR) N
151,000
Wil 0 7 3 BR21AMB ORES257F & 7 X/ ERASOME 0 FHEH25 - 2
LhLWEY VNIETHDL N TAY AT (EE TR
Z) O FH3SMoFIC) kDT I K, =4
vy v (4= (3] (3 (1S) -2-{ (15,2R,3S,55,6S,
16£ 18 ,20R ,21S) -11-7 nu-21-t Ko ¥ 2 -12 20- A
F¥3-2,5,916-7 F T AFIWV-823-TF FV-4,24-F
F-9,22-V 77 T2 0[19.3.1. 1104 030N F o
$-10,12,14 (26) ,16,18-_> ¥ T2 —-6-1 V]F F T }-1- X
FNV-2-FFVIFVIAFNT I /-3-FF V7)) 2
VT 7 ZN25-UFF v Y r-1-A VA FI) o
OANF VA NVRZVEE) DSREE LU A 1k

S
._H
i

Uy

MCC linker n~3.5:

FFAY X271
= DML —n AR LT
#93.5%3F® DM1
HRE LTV D,

*22. Q%
(H KH A Z =iEERTA100mg)
NA T
(H KHY A T =iEERTA160mg)
NA T
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