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ENHERTU®
B 15 R am X 51 E

= RIBEFESE (2019 %&£ 12 H FDA A8 k)
> HER 2 B RO ER 2=

l:;g; A BRERET/BARA Al BRAE R RZEEIE
Breast cancer, | e open-label, single- Efficacy 5.4 mg/kg -
unresectable group, multicenter, | ORR: 60.9% 38 (BE
or metastatic, phase Il trial CR: 6% 21 K& )
HER2- e T-DXdin adults PR: 54.9% A7 Mk B 0F —
positive: IV with pathologically | mDR: 14.8 months R BERIE

documented HER2- | mPFS: 16.4 months RIS IR
positive metastatic | 1-year OS: 86.2% BEERNEM
breast cancer who Safety Lk
had received ADR of any grade:
previous treatment | 99.5%
with T-DM1 Grade 3/4:57.1%
(N=184). Commonly grade 3/4
AE:
Ref: N Engl ) Med 2020, | » Neutropenia
382:610-621 (20.7%)
> Anemia (8.7%)
> Nausea (7.6%)

Abbreviations: T-DM1, trastuzumab emtansine; ORR, objective response
rate; CR, complete response; PR, partial response; mDR, median duration of
response; mPFS, median progression free survival; OS, overall survival.

EFtkES
]
KENEHRSE  BFHEEME - BiEHEE L BB A - i ‘..’.::‘..’i?\{wvnﬁﬁw 2022
({E?E sters

M



ERAREREEEREERAFE_ESHE (HER2) MBERIR - Fam-
Trastuzumab Deruxtecan (T-DXd) 2% HER2 Wi ie &L 55s -
Trastuzumab EESE KNS REMESE HER2 & - EKE75E DXd 894
FUTTEY - BE - BARESZE MR DXd %1% DNA FIENER AR A
T - #msE# HER2 BHrEEARMEREEA O & HER2 B FRENAMR -

Mt R EHESEE (FA

> BT PEEME (B 26-47% Fm A B R ERM)

> BRIHREE  BPMEaMBKRME (62-72% ; 3/44k : 16-51%) ~ B (31-
58% ; 3/44K : 7-38%) ~ /MR AE (37-68% ; 3/44#R : 3-12%) ~ Bk
HER D (70-74% ; 3/4#k : 7-29%) ~ ME AR /ME (70% ; 3/44K :
28%) ~ B MIKIE M S5 (2-5% ; 3/44K : <5%)

TEEENKEREIER
1. DRIMERF  EOEHEDERERE (<8% ; MM Grade 2) ~ R KE
(10%)
. BBZH EE (22-46%) B (10%) ~ =AM X (ABERE | >1%)

3. RBRADLEZS M (26-30%) - IRIK (6%)

BBEAS B0 (63-79%) ~ B8 (29-32%) ~ &Mt (26-47%) ~ BRA N BF (32-
60%) * K€% (14-19%) ~ B (24-35%)  BIEAR (12%) ~ A% (11-14% ;
3/4%%  <2%) ~ IBFHE (>1%)

5. M4 : FFEE EF( AST : 41-58% ; ALT : 38-47% ; ALP : 54% ;
serum total bilirubin : 24%) ~ FESTEFMSEE (DJBeEE | >2%) ~ HFII8E
Az (8%)

RBERF  TUERERE (2% - TLEEH)

Bz - B (55-59%) ~ §8%E (19%) ~ 5= (10%)

IRELZ4% : BZARME (11%)

IR 247 - 2R (20%) ~ FEIR A EE (13%) ~ EHM (13%) - KB R
(15%) ~ BEMMKX(9-10%) - ik (6%)

10. HEZR4 : BEHM (>2%) - 2 (24%) ~ B RiEE < E (2-3%)
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. EREEYETRRARER - TWENEIER - 815  ZYARSHNEITER - RAERRIRNAE
A HEE FHFANEMEYNTEERIER - ZYEIFANEREEEREEMERGHEINERS
A2 #E (Common Terminology Criteria for Adverse Events, CTCAE) - & AR MR A B (EEAE
% FIRLEREBSUNBREESIR  BSUDBBERERFNERDE - 2R/EM (0 &) P& (2
&) BREGR ) Ban(4 R)IET (5 4) - ERE 3 RULNEIERE - FEENARERET
HSRENIFE ; HEE 4 RIBEW - ASHBEERNTABEEE -

| = 5 2
> EESERERFENEIE | FHRERLE (USRI —RMZHE S ME TR
) AEZI T —REEENREEA T - BREMITHRBERURRE 3 BE
b@ -
> BIREAEETSHEE
B fEETBFRZE(CrCl) 230 mL/minute : AREEREE =
B EEETEBRZE(CrCl) <30 mL/minute ~ REIB MR  BMIEHEISHE (15
KABMMRE) - Fm/OfER (use with caution)
> HIEEAEEESHEE
B RE REAEAR 1~15 EBERELREAH AST B - SiABIEAIE < 1E
BELRE AST >IEEELR)STE (BREARZAKN 1.5~3 EFEEELR
BAw# AST B) AR | AREREEE  BUBENPERIEAR
mARSH -
B EENIEERR (BEREAR > 3~10 BIERELIRERiw AST &) : FEigt
HIEFRE (B ARBMR)
> BUAE . BERBIE—EVMEEE  FEREHEIEMNEE -

IR R F AR
BlERE1E piill=
sy ey = 5.4 mg/kg
FE—RAAREE = 4.4 mg/kg
B_RFEELE 3.2 mg/kg
MEEE—TREEE (3
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SRE5= 14 (Hematologic toxicity)

 EERREER T - 4 6 ARV A REDS

M MEOR/ME - 16%%4 Grade 3 £ Grade 4 - EXRLIREDMHRAMEKE
DRSPS A 23 (6-547) K - VEURA (1.7%) HIREPHIKE NS HEEE -

REMRBSUNRERENHEE - o
- BEERA

Z6%
1<

=p

T =<

otEs=dh8
BEmm 2

PEmS R R/ B EF/ KA

ZH - I9AERENRANDLRRE -

BlfER

=i

[E =Rt 3 M Bk MiE

Grade 3 BB MIKRE/ME
(Grade 3: ANC 500 to <1,000/mm?)

——

1% - 5% ANC %7€ < grade 2 (ANC
21000/mm?), BEREREE -

Grade 4 : IEtP R MEKE/DE
(Grade 4: ANC <500/mm?3)

# . B2 ANC %1€ = grade 2 (ANC
21000/mm?), BEFEEL FHE— R

=
[EP MK IE NS0 E8)E
Grade 3 B MIKE TS H & E =% . HRWE, BEMABELREE—K
(Grade 3: ANC<1000/ mm3 A1 T7>38.3 | HI=2
°C 5% T>38.3°C 4 1 /1)
/AR EE
Grade 3 MM/)\RLME %% - BFM/)R%E < grade 1
(platelets 25,000/mm? to (platelets 275,000/mm?3), B & BB
<50,000/mm?) £

Grade 4 : /)R
(platelets <25,000/mm?)

I

—_

SEHRM/NR%E < grade 1 (platelets
75,000/mm?), BEHAE I — R
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> Lig s (Cardiotoxicity) :

BEALNODENEAZRIERCIBEE -

ERAE

FRRFEZEEE 2 €8 (HER2) &)X - 618 T-DXd - BRI A LZEG T

#R (LVEF) 1 - @ REa AR
s EFH PR BB AR O EINEE

EITIIR -
NEEHIREERARERAIZE -

REFEAOHEESL LVEF <50% BB A

Bl - &7 3 @A) - FEELE

s NN
n%ﬁéﬁ TIaE °

BIfER

=i

LVEF >45% HFZE LVEF BIEE
TR 10% £ 20% (EEERLEES)

LVEF 40% to <45% HEE LVEF | H@&aEWH=—BANEE LVEF B9F14 -
RIBE <10% (2R ELER)
LVEF 40% to <45% HPB&E LVEF | FZH —BAEE LVEF 5144; MR LVEF 1£E

RIRETIE 10%E 20% (1EEH
BEH)

EREEEAMER /MR 10%A - mifFLakE ;
AR LVEF WEEEREEWEZR/NR 10%A - 5
WEERBEREE 0K

LVEF <40% =if£1E LVEF RIIEE
>20% (R EREES)

FEWH—BANEE LVEF 514, REE# LVEF
Y <40%3kfE1K LVEF RUIRE >20% - 1% -

AR OFRIE

m‘

KA 5 B&

> EFARRIE (Infusion-related reaction) : B5)
/EHH B (EEH'J /IHH B *DE /’Q'WEEHJ/ET? 90 fi
[REERRE  MRLIRRENVERRIE

RNETER]) - WRBEERE -

5 R E - LEHZEVIRE
PE T SR E%E 30 DiE

s KA EH
Bl{FR EiE
BORMERE (8K - BRE -8 | BEAZEBER T  BEERTARE - A
2o FEAEE - R XREE | EETERYPERT - EolER - 6T

g . {RmEs/ LB R -

steroid, vena, epinephrine & f2fEAR -

RELYRIE  IEBRILHRS
5 IE IR A 8 -

FEXIBNA IEWAKRAFEET LT IM BY
epinephrine (0.3-0.5mgq), steroid, vena

AEMERSE  EERM - Bl RS REMNEER R - S 2022

oSy \]m matien

R Sg‘g'gr,ﬁ—




> &M (Pulmonary toxicity) : A T-DXd BERNBATIBERERE - BREMD
BB MR (ILD) - B1EMmK - TEiRARMIES - 8% T-DXd /8B
234 ZAOIREEZ M HER2 BHHERADP - 9% WHEAZET ILD ;
2.6% 47 ILD M/l BRI B MER - BRBWWPUFER 4.1 (1.2-
8.3) EA - BEMAWAZE - WFIREZ - EM/SETHEB(CHIER
BAEALR - TBMERE - EARMETRZEATEEABERA - WERRBA
ILD BOSEAR - BRI R BERER N SRR - S EBEF4H% -

gI{EMA EIiE
|EAN ILD/FhK | PETRZEERRE S Grade 0 + 418
(Grade 1) B NRERHFEHE <28 XAKE  BIgSHEEHS -

B MRBZHWELE >28 X%E - BIFHERE—REIE -

B —BiE5E ILD/MhX - BL=E & corticosteroid ;A& (HIEN - 20.5
mg/kg/day prednisolone or EZEMEREEE - REENE
R ENm E)

W2 ERE M R ERED

BIEA ILD/ R
(Grade 22)

KANFEE -

B —BEE ILD/M% - 17B0FYE corticosteroid J&7%E (B0 -
21 mg/kg/day prednisolone or BN BEEEZE/ 14
X REBEEED ABREERE) -

B BRI B AT

> HithIEMA S (Other nonhematologic toxicity)

BpERMH -

BlfEF 45
FAT-DXd &&E | m [E% : O%4F loperamide ERERER - AT MK
WS HIRED - KR RERE (MenFSREFAENZEREEAB TR EF
&Rt - ™M - B8 (IE'R) MEE)
FOMEK - T-DXd | m BN : EBFFER LT EEETER - WWESE - B2REIE

FIERBREEERIREDR (BORENI) VEEH -
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ZYRZEEA

> Substrate of BCRP/ABCGZ2, CYP3A4 (minor), OATP1B1/1B3
(SLCO1B1/1B3), P-glycoprotein/ABCB1 (minor); Note: Assignment of
Major/Minor substrate status based on clinically relevant drug
interaction potential. IMREFER - ERISH -

> Anthracyclines : T-DXd oJ1&3& Anthracyclines $8Z 800\ S HER - &
o EolBEmIER T - B2 T-DXd A ENHEAREF LA T-DXd B#RE7
@A A% % Anthracyclines $BZ2¥)0/E R -

> FERECENBEZYIEFR  F[ERBESIIEER - NERM/EES
L - FEREYRGIFRAEREMUIGEESHANSE -

it R ESAIIE B

» HER2 ERRIR (BEFREZE (A T-DXd /a%)

> TEMRRE (ERBEEANERAZER)

> AHMEEOEEE CaEpALaEMEZE DS 3 EHAFE—X ; LVEF REFRE
SR ERVBE 1)

> ARG ZA (EAEEENRNM D) BReE T iRiR 2

> JRERIEER B LT FE TR (HBsAQ) ~ B BUAT K0\ Fide (anti-HBc) ~ B 22
FFREFRETES (anti-HBs) - BB AE HBV BERRREE - EiRAlE - F
ZETEBEUEEEEFENRBEYER -

> EDRIFDROEIAR (BIA0 - GRE - TR - B30%E - IR EERE SR E)

> ERIEDE B (CHEBEVEIBAYIRETE 90 DEL K EERTE 30 7iE)

am

oA L
Trastuzumab deruxtecan (T-DXd) is an antibody-drug conjugate that is
composed of a humanized monoclonal antibody specifically targeting
HERZ2, with the same amino acid sequence as trastuzumab, a cleavable
tetrapeptide-based linker, and a potent topoisomerase | inhibitor as the
cytotoxic drug (payload). Trastuzumab deruxtecan, which was designed to
improve on the critical attributes of currently available antibody-drug
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conjugates, has a higher drug-to-antibody ratio than trastuzumab
emtansine (approximately 8 vs. 3 to 4) while retaining a favorable
pharmacokinetic profile. The proprietary tetrapeptide-based linker is stable
in plasma and is selectively cleaved by cathepsins that are up-regulated in
tumor cells. Unlike trastuzumab emtansine, trastuzumab deruxtecan has a
released payload that easily crosses the cell membrane, which potentially
allows for a potent cytotoxic effect on neighboring tumor cells regardless
of target expression (bystander effect). In addition, the released payload
has a short half-life, which is designed to minimize systemic exposure.
Ref: N Engl ) Med 2020; 382:670-621.
Gastric Cancer. 2021 Jul;24(4):780-789.

Penetration of released
payload to neighbors
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