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As a single agent | Phase lll, international, | Efficacy 3.6 mglkg - 318
to treat HER2 open-label, RCT ORR: 43.6% .

! H JEE

(+), metastatic | T-DM1(n=495) vs. CR: 1% (7”%"}% 21 RROEHA)
breast cancer lapatinib plus PR: 42.6% FIKEE—R - B
who previously | capecitabine (n=496) mDR: 12.6 months Bl 155 EEg I8

received
trastuzumab and
a taxane,
separately orin
combination.”

Ref: N EnglJ Med 2012;
367:1783-1791

mPFS: 9.6 months
mOS: 30.9 months
Safety

ADR of any grade:
95.9%

Grade 3/4: 40.8%
Commonly grade
3/4 AE:
Thrombocytopenia
(12.9%)

Elevated AST (4.3%)
and

ALT (2.9%)

Anemia (2.7%)
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* Patients should have either received prior therapy for metastatic disease, or
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developed disease recurrence during or within 6 months of completing
adjuvant therapy.

X EF NS BERS R

0.2 - 0.22 ym inline nonprotein adsorptive polyethersulfone filter
Abbreviations: ORR, objective response rate; CR, complete response; PR,
partial response; mDR, median duration of response; mPFS, median
progression free survival; mOS, median overall survival.
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1REEZEY) - BREARKEEARNAERREFE 252 (HER2) WBERIR - m
Trastuzumab emtansine (T-DM1) 2 # & HER2 M BB ZE M E 5 52 -
Trastuzumab ESEEKNEZEZEULESE HER2 £ - TENEZE DM1 AR
FHAHY - DM BEEEBARNMEERES - EMENIEE AN E AR F A
-

Mttt kEHESEEER

> REHMM (B 10-30% WmAS8&4ENRM)

> fIGIMKEREE : /MO /ME (29-31% ; 3/4#K : 6-15% ; 22 A 3/4 4k :
19-45%) 2565 8 KiEFKIERL - Bl (10-14% ; 3/4 #& : 1-4%) ~ EhHA MK
WE (7-8% ; 3/4 #% : 2%) -

AEFEREREIER

1. OHME &ML : REKE 4-7%) - SI1E (5-6%) ~ ZOEB LD ERERE (2-
3%)

. BB BE (1-12%) ~ BE (6-7%)

3. KEEADMERLR KM (7-10%)
BERS  TE0 (40-42%) ~ BEW (17-27%) ~ BEE (12-24%) ~ &t (15-
19%) ~ €% (11-19%) ~ &8z (14-17%) ~ OPERFEIE (14-15% ; 3/44K -
<1%) * BIEARR (4-9%) - KRB E (8%)

5. Mgz : FFIE8EF (AST : 17-98% ; ALT : 55-82% ; serum total
bilirubin : 7-17% ; ALP : 5-8%)
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6. REZRM  BEXIE (2-3%)

7. MARERLEEER : NREERERE (30-36%) - BEETRE (19-26%) ~ FE7)
(=18%) - Acetaminophen o] DU #Z A ASE 5 88 A 43 -

8. MR ZM : EFE (36-50%) - BETE (28%) ~ RBMERE: (21-28% ; 3/44k -
2%) ~ KR (12-14%) ~ 38= (10%) - /<X B8 (8%)

9. HEREEZAT : FURIBI (3-6%) ~ 1B 1EM (4-5%) ~ FZARTE (4-5%) ~ #EHER
(4%)

10. MR ZAA - W IRERE (9-10%)

1. BIRZ% : 2310 (22-23%) ~ 8 (14-18%) ~ IR E 2 (8-12%) ~ BB M
% (£1%)

12. HEZ4 © 8t (10-19%) ~ wn tHEHEE (1-2%) (40 © (RIMTER ~
&~ REEE - IEKHE) - B EERE  Sin EHUAREEY) - BiE]
il ERVEITEA -

AR EREEYETERRDRE - FTKENEIER - 8F  EVASWRIER - RARERERIVER -

N 2E T HANEMEYNTOIEAERIER - ZYEFRNER EHERBEMRRRHINE REHEE

(Common Terminology Criteria for Adverse Events, CTCAE) - & ff 2RI R A R EEAEE - Phiddss

EEMNBREEDIR - SUOBRARELZFANERDE  DREMOR) - PREK)  BEG &K ) Hm

(4 BT (5 ) - EBE 3RULHEIERE - FEENAREBETHERENFE , BR8E 4 BB
e REBEBERNTABRERE -

T S5 2

> ERNERERBIENEE | FEREE (LIS —RM 2L S &R
EB) AZEE N —REFENREZ ] - BREMITHNEBRIRSEE 2 &
7 3 EERE -

> BINEEAZHAE . A
m fEEETSRRZER(CrCl) 230 mL/minute : FEERETE S
B ALERETBBRZE(CrCl) <30 mL/minute ~ REIB R . |MIEHRBIERE (5

FEMR) - B/ OER (use with caution)

> BERBEINIIEAZRAE A
B &ZEE (Child-Pugh class A or B) : ARZEREHE ; 55/ 0MEFH
m  E/E(Child-Pugh class C) : IR £/ (HABMR)
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> BMUHRE A - BIERELIR . —BEYRER  FEEBIBNEE )
> KEEIFREERZ

FSmERE ks
HRE S 3.6 mg/kg
FE—RAELE 3 mg/kg
FE_RFEELE 2.4 mg/kg
MERE—TRELE SLL

E5/IEREEEARREAMANEE
> MEBESEM: s EM/ I WRE (ERASRRT - BAZHEZE
grade 1 or 254 [<1IEE1E FR{EZE=2 50,000/mm3] WLFES 8 KiZE
IR BEE N —RNBHERXEZR <grade 1) - B35 2 grade 3
By IM/ AR DAE - SRR AERRT-DM 189 M/ R /DM 8 £ R 8 5 (50
MEA D 2 grade SMBEERD 45.1%) - BERAEZT-DMTaEH]
B4R - BORM/VWREE - WRE M) vikom: AN /34 B 5 A
MREMmATMER - FEUEA -

gl{EA BRI
Grade 3 M/MRIDEE (platelets | 522 - ERM/NRPE < grade 1
25,000/mm3 to <50,000/mm3): | (platelets 275,000/mm3), £ & FAAH[E Hl
.
Grade 4 : [M/MRIET FEHIM/ I WWE < grade 1 (platelets
(platelets <25,000/mm3): >75,000/mm3), BEFEE R E—HE =

o £ o e % =
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> LM (Cardiotoxicity) : %
SLEER S - TERYWRT-DM1 8

T-DM1 e BB A LR L EINBEAZAVE
BRI IESRT-DM 1 B EE - S E &R A

BARNZOZEINEE (B . B 3 @A) - EE0EMELIRBEERARERNE
B FEFELE-
Bl {EH BRI

LVEF >45% :

LVEFRVIEE 210% (e EERIER) :

LVEF 40% to <45% H aEEiEEE BEeETH —BANEELVEFRIRT
LVEFRIIEE <10% (IEEERLIES) (=1
LVEF 40% to <45% H aEEAEEE RE H —BAEE LVEFTHE, 11X

LVEFEEEMEE R EZRER/ NN
10% A - BhiFLEAE
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1B B B RO ZE4)) 14 I8 15 0 A8 B8 14 Plsa Jom S22 RO 56 T i 81 17 3%
OIBE B R SR ES BV IT S ZEYPES - S©AAHBV, HCVEEEA
AEEB AR L EE SR - CABRRIEEABESIBRE
B EFERNNEER - ISR SIS E -

RIBT)REERANRH - AKX FE -

HIES

ElfER

=38

Grade 2 ALT * AST H S
(>2.5 to <5 times ULN)

ERMEREHEE -

Grade 3 ALT ~ AST #&=(>5 to 20
times ULN) :

Grade 4 ALT ~ AST A5
(>20 times ULN) :

Grade 2 hyperbilirubinemia

=% . HEEbilirubin #{E%| < grade 1
<

times ULN) :

(>1.5 to <3 times ULN) : (1.5 times ULN) - A2 Z2FBHEEHE S
Grade 3 hyperbilirubinemia =% . 5% bilirubin %#%E€%l < grade 1 -
(>3 to <10 times ULN) ANEFPE—RTIE -

Grade 4 hyperbilirubinemia (>10 KIRIFEE

(Drug-induced liver injury) ERFA
ALT, AST >3 times ULN #1 total
bilirubin >2 times ULN
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(Nodular regenerative hyperplasia)
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> BOIERNE ERARABRPOHSHRRE (A B2 2 X5EE
2 IFREE - KE - 1EEEHI§$D/EJZ/D\E9EL’91) - BOERIER - BERE—RE
FN\RE—RANHR - aBENENEYRIUEER - BYSENBRNRE - L
E%EW‘/’@EJEHHFQ (Z:‘EEEJEHHFEWDE‘ REIS8HEE 90 NI - BBELISHEH
A% 30 DEARETER ) - IRBERE  BEERRE ; SREENER
[2F& - PETERR ; lF&EEnnE’JJiF‘ﬁ’ﬁ%RE%% BRI RENBR/ BN
B(FER) -

&l {EH Rz 38

AL BRE - B WIR | EAZEIER T - EEERTARE - BIBHTERRS
Rz mE - XREKL | PEET - Z0J4ERE - 45 T steroid, vena, epinephrine
£ RIMERSL/OBBER - | BEEEA -

BEBHNE 8188 | BIBEIZ I KA FEL LT IMBepinephrine (0.3-

AR SE B N IR A 2 - 0.5mg), steroid, vena
> ARIEHEBARE SHEARHRERERE - B %ﬁ% grade 1 - B2 & 2
grade 3RURHMARE - BIFENTEAEA - BRRASELIRWBESY

B EATEA - olFEH Z P F*D/_JZ/UZ/'\’”“J

ElfEF g
grade 3 or4 REFEBRE <grade 2 -

> Fi&E M (Pulmonary toxicity) : 28 E EEMREARNNE B 4K (ILD) ; —L&
RHENS U REBRSEM/HIT - 4grade 3K - MNRZES ILD
K - BIZKAIFEE - isKRORRRIAER B FIR A - 28 - BEMMmENS
e

gI{ER EiE
[ 5 i 551 2 Al 5% 3 Al 5% KiR(F%E -
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> INERIE: BERARAEPERIERRINERIRE - EEEIEE 24 /NHA
HRICHENRE  BEBEE - ERERBRAN - BE - KBAE - BEsit
EIMVEESS

Bl {EH i
SNE ZRIFFIOSE - Bl LB - RiBEd RinE B - EHfF] %

Y ERRE B X V) BRI B E BRI ol BE IRV R R -

> HHRASBRPESERIEMNEH  SRPERGLERS FRAFRNBHBED
i ; Y EBRERERAE ISR - B M/ My B s in s B — Az ZE/ D
FERERERIIEAR -

EZYRX G {ER

> CYP3A4 HIHIE (strong) : CIBEE BN Ado-Trastuzumab Emtansine &M
@14 (ODM-1) WIDBERE - €38 . Folge# 2B A ado-trastuzumab
emtansine M5& CYP3A4 HIHE - MREFEA - BRFE M -

> GEBENBEZEYRIOMER  TERARESSEER - WNEERA/SEES
REE - FEREYRAFRAENEMINEEZHANE -

iR PR E5RIIE B

> HERZERARRINE (RERAREZEERT-DM1EE)

> MVREE (ERBEEBIFIERAZER)

> BEENINEE (ER%RS RIS RAGZER)

> HEERNZEI (EBEEENNZHEDR) BReE IRk RS

> aERaiEBRIRT R RE MR (HBsAg) ~ BEM K#Zz/0Mike (anti-HBc) ~ BEUAT

SRAREEE (anti-HBs) - AEMEEEBHBVEERESE - £IRllR - FEE
TR AU EESEFENRSEYER -

> FHMEAELOEINEE AR aEBEEDE 3 BARE—R ; LVEF REFE
SR ERVBL )
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Mechanism of action of T-
DMT1.

Trastuzumab emtansine (T-
DMT1) is a novel antibody-
drug conjugate (ADC)
developed to treat HER2+
cancers. T-DM1 consists of
the cytotoxic agent DM1
(derivative of maytansine)
linked to trastuzumab.

DMT1 is a microtubule

HER2

o
4P
S-MCC

= | &
‘\ Signal
Proteolysis transduction
DM1 % to nucleus

HER2 HER2  HER2

A5
\i\\

© 2013 American Association for Cancer Research

polymerization inhibitor CER Dty Uptiatas

AR

that was selected for use in

T-DM1 because of its high potency.T-DM1 binds to the extracellular domain
of HERZ2, followed by internalization of the HER2/T-DM1 complex into
lysosomes. The complex is then proteolytically degraded, releasing lysine-

MCC-DMT into the cytoplasm, where it inhibits microtubule polymerization.

Because this metabolite is a charged molecule, it is relatively membrane

impermeable, reducing the possibility that the DM1 could enter a

neighboring cell, thus further limiting the potential for nonspecific toxicity.

T-DM1 also retains effector functions of trastuzumab, including Fcy
receptor-mediated activation of ADCC and inhibition of HER2 mediated
signal transduction, which may contribute to the efficacy of T-DM1.

Ref: Clin Cancer Res. 2014 Jan 1;20(1):15-20.
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