Fam-Trastuzumab
Deruxtecan 1oomg/vial
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> HER2 A altlBReER 1L

positive metastatic
breast cancer who
had received
previous treatment
with T-DM1
(N=184).

Ref: N EnglJ Med 2020;

382:610-621

1-year OS: 86.2%

Safety

ADR of any grade:

99.5%

Grade 3/4:57.1%

Commonly grade 3/4

AE:

> Neutropenia
(20.7%)

> Anemia (8.7%)

> Nausea (7.6%)

L:;B;[;f: Al ER AT/ AR A Al BRAE R RERIE
Breast cancer, | e open-label, single- | Efficacy 54 mg/kg -
unresectable group, multicenter, | ORR:60.9% 38 (R
or metastatic, phase Il trial CR: 6% 21 X9 HR)
HER2- e T-DXd in adults PR: 54.9% 57 Ik & OoF —
positive: IV with pathologically | mDR: 14.8 months R BREIE

documented HER2- | mPFS: 16.4 months B LIRE

REENEM

&Lk

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.

FEMERSE BB - FE RS KL BRI B - D e'f's:iﬁ{wmﬁw 2022

JEHS "QQ‘EE—



ERKE

EEAnTEEAREERRFE %52 (HER2) FMBERIR - Fam-
Trastuzumab Deruxtecan (T-DXd) @# & HER2 I EE &M E S S -
Trastuzumab EEEMKRMIEZEZUASE HER2 £ - WEMKZA DX R4
FUTTEY - BE - BEARESEMR DXd 1% DNA B ER AR A
T - ftMm&E# HER2 BRI EEEA 0E HER2 B RENA -

Mt R EHESEE (A

> Bt PERMY (B 26-47% HiE A Z 4 &EM)

> BRIGREE : EPHEaMmIKEME (62-72% ; 3/4#k : 16-51%) ~ B (31-
58% ; 3/4#k : 7-38%) ~ M/NMURME (37-68% ; 3/4#K : 3-12%) ~ BIIEK
ZER D (70-74% ; 3/4# : 7-29%) ~ MEAMHEME (70% ; 3/47K :
28%) ~ [EPMIKIE T S 738 1E (2-5% ; 3/4#R : <5%)

ETESBENAEREIER

1. LDHIMEZRSF . ZOEHEEDERREE (8% ; FIEI Grade 2) ~ RHEKE
(10%)
B E MR - 55 (22-46%) ~ K (10%) ~ BB HAM R (OJERE : >1%)
K RAD B Z2MA  BMEP (26-30%) - KRIK (6%)
BEAG B0 (63-79%) ~ EE (29-32%) ~ IENT (26-47%) ~ BER NE (32-
60%) ~ BE%E (14-19%) ~ B™M (24-35%) ~ JHIEAR (12%) ~ OFFEXR (11-14% ;
3/4%% + <2%) ~ IGPHE (>1%)

5. Ml &4 : FIRE LFH( AST : 41-58% ; ALT : 38-47% ; ALP : 54% ;
serum total bilirubin : 24%) - BBt E2F M =E (ClsEEE | >2%) ~ FFIIEE
AZ (8%)

RBEH  MEBERE (2% - TEEH)
B4 - 1 (55-59%) ~ 888 (19%) ~ BE= (10%)
IREBZ 4R - 52ARIE (11%)
IR 247 : 2R (20%) ~ WEIREEE (13%) ~ 2HMM (13%) ~ KB R
(15%) ~ BB (9-10%) ~ ik (6%)
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10. EEZ4  BREEM (>2%) « 2iE (24%) ~ @& HE < IE (2-3%)

. EREEYETRRRE - RRENEIER - 81  EYASHNEITER - RAERRIRNE
A HEE FRENEMZEYROEERIER - ZYEIFRNEREHEEEENERGFNE RS
MEAEXE (Common Terminology Criteria for Adverse Events, CTCAE) - & {5 FA2R il s A E L8 %
% PBRERESUNBREESIR - SUDRERELRANFERINE - D2REM (&) PR
R) - BEG AR ) BAp(4 R)ILT (5 4R) - B8E 3 AU LWEIERR - FEENAREEET
SRS FEE ; BEE 4 RIEF - ASFEERNTABEEE -

| = R 2

> ERSERERBFENEE | FHFREE UIRI—RM =B S ET IR
) AEZR N —REFENFEZ ] - BREMEITREERIURSE 3 8BS
b@ -

> BIIREAEEL=RAE

B JLEEETBBRZ(CrCl) 230 mL/minute | FEZFHEEIZ

B EETBFRZE(CrCl) <30 mL/minute ~ REIB R : MIZHEIEFE (4
ABMR) 3 /J\/L,\ﬁ% (use with caution)

> FIsEAEEm =A%

B RE BEAEARN 1~15 EBEEELLREAHASTE - HBEAE<IE
BELRE AST >1IERE ER)SPE (BIEALEAR 1.5~3 FIEEE LR
BAw# AST B) FIIEEAR | AREREEE - BUBENPERIIEAR
mARNS M

B SEMEEAR (MBIEAE > 3~10 BEEELIRE i AST &) : BmigdH
2% (HARBIR)

> BUAR . BISHEIE—EMEEE  FESHIENEE -

KIREIEFAREE
BERERE pilk=
ey =i == 5.4 mg/kg
F—RFFELE 4.4 mg/kg
F_RARES 3.2 mg/kg
MEEE—DRERSE (e
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°Ce; T>38.3°CH#&E 1
(/Ao e

(Grade 3 : ANC<1000/ mm3 #1 T>38.3

Grade 3 [MM/)\#s /D E

(Grade 4: ANC <500/mm?)

Grade 3 BB IKE T & 75

EE/ERE

Tg B
> MREiEsEk

b 5 MEKE DME - ;

DR NIREREA 23 (6-547) X
REGEEZ A -

a{EFR

& oot 3 MEK B /D e

Grade 3 IE 8 MEK R ME

BN
(Grade 3: ANC 500 to <1,000/mm>)
Grade 4 : &4 5 M EKR ME

16%% Grade 3 B2 Grade 4 - BEXRHBIREREARMBKE
198 B e

AR REARARIEIE

(Hematologic toxicity) : fEERRE RS
REMRESUNREREENER
EeE=!

4 6 ARV AR ENE
DERA (1.7%) BIRESRHIKIE NS0 E
—_[Ht:ﬁ'ﬁx

obs=Edh

hEra
DAIE AR MRIGE

RV B E R/ E KA

- B3 ANC %1€ < grade 2 (ANC
O/mmg) BERAAEES

R

&)

I3
il 4

B2l ANC %1E < grade 2 (ANC

OOO/mm3) B ER LR FE— AR

o ME
(platelets 25,000/mm?® to

<50,000/mm?>)

Grade 4 : /MR DME

ol /MIE
(platelets <25,000/mm?)

=

- BRIKIE, BEMQERIFEE—K

BF/MR%1E < grade 1

Hﬂlﬂ] M WUT il -’5

latelets 275,000/mm?), B& FBAEE

B 2| [M/\# P78 < grade 1 (platelets
OO/mm3) BEABELAR—

& nYnJ

A2 n) 22 IE S SR BE A =X AZ /R AL BB B -

{h tuu ”T\aa 1(@?1.
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> OEEY (Cardiotoxicity) : BAELMENEATHEPRCIAEIEN - ERAALR
FRAFERIEE 2 €8 (HER2) FX - €55 T-DXd - BHEI A LEH T
R (LVEF) R&1E - mAREAERIBERARR RN/ OMAEESL LVEF <50% BIEA
EITMR - FERTEIARANLZOZENE (B : 8 3 @R) - EE0FE

e IREARARRAIRE -

Bk ol I=RVAN
e IEARE e

BIfER

=38

LVEF >45% HPB&(E LVEF WigE
TR 10%ZE 20% (WEERFES)

LVEF 40% to <45% HF&{E LVEF
RITEE <10% (CE R ELR)

FEaETH=—BANEE LVEF BT -

LVEF 40% to <45% H[Z(E LVEF
RIEETR 10%E 20% (EEHE
BEFEH)

SEH—IBANEE LVEF 5%, 10X LVEF &
RS IFAWER/NR 10%A - mifE 8% ;
YAR LVEF 1EEEREEREZ/NR 10%A - 7
WEERBERNERE -

LVEF <40% (&8 LVEF RUTRE
>20% (e EHBRE-LS)

SE H —BANEE LVEF 71 14; RE141 LVEF
fERD <40%[#18 LVEF pUIRE >20% » 1F%% -

AR O IRIE

KAIFEE -

> B F AR FE (Infusion-related reaction) : BSRIEIR S IE - LEZEEYRE
ERAE (EETHIBAERE E8)E1E 90 niE - [BEBISHENEE 30 niE
NETEDR) - MRBENE - BREHRRE ; MIRLIRBZENHRSIE

B KAFH

BlfER

Rz 38

AR | A B B
B IFRER 158 TREE
% - EME OB -

EAZEERT  BEERTARE - 8
EWOTRRS P T - AOIERE - BT
steroid, vena, epinephrine &2 AEAR -

BEBHKRE  SRAHMENRR
ol M IR | 2

FEIBNA IEWAKRAFEL AT IM B
epinephrine (0.3-0.5mgq), steroid, vena
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> FmsEHtE (Pulmonary toxicity) : F§ T-DXd JAERR A URERERE - BREMD
M anEEMENE (ILD) - BI5ENE - EERARFFE S - E3EX T-DXd AEH
234 ZEAT YRR ER M HER2 BHIAERAT - 9% WmEARLET ILD ;
2.6% BET ILD /SR ER LR - BEREWIPARER 4.1 (1.2-
8.3) ER - BEFEmANB LM « FIRASE - 3 E /TR S E BRI IR
BAEA - AT - BARMETZEH A TESHAERA - WEHREA
ILD BMEAR - SR BRI R BEREMR NS EE - FEREFHAZE -

BlfEH B2 38
FEAR ILD/FfisE | PETRZEERRES Grade 0 - 442 .
(Grade 1) B IREREHIE <28 XAKE - BIESKHEEREE -

B NRBRBWHELE >28 XkiE - BIRHAE—REIE -

B —HIRILD/MhK - L& B corticosteroid ;& (HIE0 - 20.5
mg/kg/day prednisolone or EI& M BEER - AEEMNE
R HRE) -

B RN

BEA ILD/fbk | B KRIFEE -

(Grade 22) B —Hi®E5E LD/ - 1IBIFYA corticosteroid J&%& (BN -
21 mg/kg/day prednisolone or BIENEBHEEREE /D 14
X AREBEEZEDVABRNZIHRE) -

B E RN B

> HMFEM&E S M (Other nonhematologic toxicity)

Bl {EH BRI
R T-DXd &% | m J§8 : o554 T loperamide HRIERERE - WHFREHN
WS LR Ko KREBRE (MHEFSREIIFREREEZABRIRED
&t - B ~ BER (lER) NEE)
FOMESS - T-DXd | m &0t : @A EMEETREY - TVE2E - F2RAEIF
HpER0H - AIERBEEERIRED (BOREIL) RO -
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» Substrate of BCRP/ABCG2, CYP3A4 (minor), OATP1B1/1B3
(SLCO1B1/1B3), P-glycoprotein/ABCB1 (minor); Note: Assignment of
Major/Minor substrate status based on clinically relevant drug
interaction potential. IR & A - BEHSEM -

> Anthracyclines : T-DXd oJ1&5& Anthracyclines ¥2ZYM LS MIER - &
o moeErER b ER T-DXd 5 ERE ARBEF LR T-DXd B#RE7
B A A% % Anthracyclines $RZE40JA R -

> FEREBENBREZYIEFR  F[ERBHISIIER - MNEAM/EES
X - FEREYREIFHEREMESEZFAMS -

i PR B2 RIIE B

> HER2 EREFRR (HERRESEER T-DXd AE)

> ZEMREE (ERBEENMERIGEER)

> FHMEEOZEIEE CaERAaEABEZE /NS 3 EAE—K ; LVEF FEHR
S8 R BE 1)

> TEORERBZE (EEEBEE NN ED) B T IRIKRR

> JAERIEER B U RFERE IR (HBsAQ) - B BUAFK4Z0\Hke (anti-HBc) ~ B 22
X FZEEE (anti-HBs) - BI2MEBER HBV BERMRESE - FERAIE -
ZETRBFEUBREESEFTENRBEYTER, -

> EDRINROELR (B0 - TRE - 2R - 350E - IR ESEERE)

> EDAEDERE (UEENTHBA IR EEE 90 DD R BEH)TE 30 DiF)

e
Trastuzumab deruxtecan (T-DXd) is an antibody-drug conjugate that is
composed of a humanized monoclonal antibody specifically targeting
HER2, 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
AENMEHSE  BBHM - HENEE SR BRI - ISBinfermatian 2022
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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 Cancer cell

T-DXd
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BEHABME AT - SHRELSMEEAS -
. MEEREMZEY) E%;ZEFN BEEEAEYREEH -
3. /VRVEBOKIEN @ BRREEEERALLEILS -

DES
£ - B SRAE A RRR SRR $<%u@%ﬁ>%%%
4. WEEEREESEBENRKRRE  BARARBHEEREE

& 7TEAR; B4 ERNR) - BIREREEZ2IEN -

5. BREMRLERBATURHE,  BEEGRFE 7 BRABES oETH
2 -

6. AEHMLMERE

7. BEZEERGERIKE T ~ B/ ol sEE RS ER MIKE 5 R
R BERRREBHELAR  UHEAKELEFREFNEEZEE - Eit
B~ BIESURERIA -

8. BIRIRALIMEMRLIR - SBUBIETGREENBME
v B8 ZMP - BEFEEATSE - [RRESIEEAERE - o

M - IF0% [ EE

voORCE  BIE - % IR - HASISERE - W - K3E

REREE - HHRRR - OEERREIEaED -
v BIMSE : NAEREEES - IAREZSOHALESR -

v RK KB~ IBESIREBEZE - 158 © (RER/OEE - 888 - IF
K =lesl SE0RaL -
v ERdM RS
v KIZRSCREERREAR - IEIR=ME ~ OV
Frav=RKMAIEMNEE 2 AT
9. FEAIW - WIREEEKEMNEE SR LETLESREMES
10. ++§XEEELX—FFH7($$E e N REIZREAMERN : OFERIEE O
EEE - BRRRD - W B8 5% B8 AE - Bht - KBS
ﬂﬂ*ﬂﬁr\ﬂﬁﬁ*rﬂ
11. EHM’EFH%%? 3/4 AR RZEIFRBERZ S AR ERSE -
BRAREDRIIRE : MMIKETE - OBEINEE ~ FiTHEE - B ERE

H]ﬂ}

SR EFHEINBA 12
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