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Sacituzumab govitecan
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Unresectable | ® Multicenter, | Efficacy PL21 Re—
locally open-label, (Without brain metastases) EaEAEE -
advanced or phase lIlRCT |ORR:34.9 % vs. 4.7% £ 1 - 8
metastatic B Patients with | CR:4.3% v5.0.9% XTIV
triple- relapsed or PR: 30.6% vs. 3.9% infusion 10
negative refractory mDR: 6.3 vs. 3.6 months mg/kg (B KX
breast cancer mTNBC. mPFS: 5.6 vs. 1.7 months H=:10
(mTNBCQC) B Sacituzumab |(HR 0.41;[95%Cl] 0.32-0.52; mg/kg/dose
govitecan P<0.001) ) - BEERIE
(n=261) vs. mOS: 12.1 vs. 6.7 months B b IR
single-agent | (HR 0.48; [95%Cl] 0.38-0.59; AEZNEN
chemotherap |P=0.001) Sl -
y (N=262) Safety

Ref: N EnglJ Med 2021,

384:1529-15417

ADR of any grade: 98% vs. 86%

Grade 3/4: 64% vs. 47%
Commonly grade 3/4 AE:
» Neutropenia
(51% vs. 33%)
> Leukopenia (10% vs.5%)
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> Diarrhea (10% vs. <1%)

> Anemia (8% vs. 5%)

» Febrile neutropenia
(6% vs. 2%)

Abbreviations: ORR, objective response rate; CR, complete response; PR,
partial response; mDR, median duration of response; mPFS, median
progression free survival; OS, overall survival.
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MERZEMESEE - Trop-2 B BAERREZE LHEARKANEZEBNER -
IbEYEWHEARKEN Trop-2 MRTHEZES @ S EEARRENERE
EEWEMARESAAREA - #E5 AR Sacituzumab govitecan-hziy E#EHRIARAR
SHRHY) SN-38 SUERTE DER K - 1% DNA MERERZEARNWAT -

Mt RS EE (A

> Bt PEEMY (B 33-49% Kim A Z 4 &EN)

> BRIHREE  BPMUEaMIKIE M64% ; 3/44% : 43-52%) ~ E 1 (40-
52% ; 3/4#% : 9-12%) ~ M/NMURMEE (14% ; 3/4#R : 3%) ~ BIMIKEERD
(17-91% ; 3/4#% : 11-41%) ~ MEAMMR/ME (10-71% ; 3/44K : 2-35%)
At MIBIRISEIER (33-60% ; 3/44K : 6-12%) ~ IERHIKIE NS #3886 (6-
10%)

AESEAEREIER

1. DRMEZRZ : KE (17-19%) - FIkMEEZE (9%)

2. HBZM &% (38-49%) - K2 (12-32%) ~ RBIRE (10-17%) ~ ¥z KZIE
(15%)

3. NHEHKEADLRLSL  MEEEARE (39-51%) - ME5FEK (46-49%) - MiEE
& (19%) - MERFEIE (25-43%) ~ BR7K (13% ; BEMRK : 2%) - SI1HE (24%)
=Mk (24%) - B (16-19%) ~ EMEE (12-21%) - EMLH#E (16%) ~ FLELAR
S (28%) ~ BRERE (17%) - BEAMARFERE - BEETT -
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4. BHEE#H B (57-69% ; BRERELD : 5%) ~ EE (59-72% ; 3/44 : 4%) -
&Nt (33-49% ; BREMRN : 3%) - BER & (28-41%) ~ IE%E (26-31%) ~ EM)
(34-37%) ~ BREBZE (11%) ~ OFEX (14-17% ; 3/44% - 1-2%) ~ BZREE 3%) -
M IKER Z ARG (<1%) - ZEY) BTk EDL ERER -

5. Ml z4 : HFiE&8 A ( AST : 26-45% ; ALT : 11-35% ; ALP : 36-57%) -
HBEFEEEORE -

6. WREBEZRS : MR (16%) ~ WRBRF (13-21%)

7. REBERM  EENE Q%) - BREYOIREERY -

8. MR ZM . R (57-68%) - T8 (18-23%) ~ BE= (10-22%) ~ kAR (11-13%) -
ESTREE (24% ; REBERE - 12%)

9. NMRWBEEZH : BenRE (12-17%) ~ B8 (16-23%) ~ HE (11%) - RAE=E
RLVEGHE -

10. Bl x4 : RUBEE (24%) - MBNEES (32%) - BRIBINEE - (F%
EBENsE -

1. FIRZ4% : 2R (17%) - HIREEZE (16-21%) ~ FIRBERZ (26%) © LIRS
BN (12%) ~ filisk (2-4%) ~ MIEREK (2%) -

12. EB %% : BERE 37% ; REZBMHBERE : <1%) ~ B3 (50% ; &=
B 0 18%) ~ EIMIE (<9%) ~ RUMIE (<9%) ~ 38)%E (14-19%) -

AR BEEEYETERERE - FIRENEIER - 815  EMASHEIER - RAERRIRAER -
HE2ETHANEMZEYNIERIER - ZYEFRANERERZEEENERGINERSHR
#E (Common Terminology Criteria for Adverse Events, CTCAE) - &8 AR MR A EEAEE -
FIBERESUHNEREESR - S BEBELRFNFNNE - 2REMOR)  PREAR) - &

BE &) (4 R)IET (5 4K) - 2RE 3R LHRIERE  FEENARERETHSHE
NIFEE | BRE 4 RFEW  ASHFERERNTABRER -
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ANC <1,000/mm? ERHIaEBRNS 8 XFH
sacituzumab govitecan E|=
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B Grade4 EHEMMIKIE S (ANC E—REE
<500/mm?) 4 27 X 5 s S 25% 48 F G-CSF -
B Grade 3 IEPHMIKET &6 82 BRI -

® (ANC <1,000/mm?’ B 8% 238.5°C) = 4z 2355/ 50% -
B FERELRENEX - LR Grade 3-4 [EP 14
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EREAENERX - 1 Grade 3-4 [Ehi4n | 22
MERET - 4 5EE SIEERE 3 BAKES
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EHIRE T & HRE VBT RRIOAE -

> BiEESM (Gl toxicity)

B FTEESAENRADTE 65% BEMEE - 12% AR A LIR Grade 3-4 8
= —2RAEERBEREIRGZEA - 0.5% BY%E A 88 4 oot i 40 e e /D 14
#ENG K

B FIEESAEENREATE 66% HIRELD - 4% Wm A LR Grade 3L -

B AIEESABENRATE 39% B4MENM - FLERFAPE 3% 847
Grade 3-4 #&MT -

gl{EA EIg
Grade 3-4 f€%8 : TEYEE BB EENS
HiF4mE - EEWE < Grade 1 - SRR

g <
BURRE - IREGRERBEY - UBlET
loperamide 4 mg - BB EBRIE T ZIFIRFEM 2
mg - RAEIER 16 mg/K ERER 12 /\FEEFH
loperamide) - T OIRBERIRER - FRIMERER -
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BHREMT IRBEBEERNE  JEEEEER
TS - BE4ANTEHREREZEY) (10
atropine) °

Prevention of
chemotherapy-induced
nausea and

vomiting (CINV)

FRRA IR O\ AT
Dexamethasone+5HT-3 receptor antagonist or
NK1 receptor antagonist

Grade 3 @/ 8 Grade 3-4
&0t :

EREREAELR . BF4HA% ; WE <Grade 1 5 -
T MEAEREVERIMUSIS A -

FH sacituzumab govitecan
S|#ELET Grade 3-4 HyIE
o~ eMtskig)s - BHIEnT2E
A/ LR a AL

F—REBE  REERD 25% -

F_REE  RKHEIERD 50% -
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> BEEEFBBKE (Hypersensitivity & infusion-related reaction)
B DRI EENVEHNRE  SRBEEREMNESRE - BRENEINEE O

Bl EME - 2

- MEHKE - MR - iR F R BRFE - 37% RU9A

A4 R 24 N\ERBEBERIE - 2% B A LR 3-4 RBERIE -
E % sacituzumab govitecan KA FZERBH R EERERS 0.3% - BH
MARFTRBERS 0.3% - BEWTAIA TR AZ - E8XEHT B

BREETHEED 3

0 DEERE SRR ANBE BMEEHEE K

& - BBRILHEREREY LUK E =R ERZIIED T LU BRI -

BlfEH

=38

Prevention of infusion reactions ¥&8PF5 infusion reaction :

Anripyretics, H1 and H2 blockers,
Corticosteroids
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K& - vena

AT IMB

B Grade4 sifg REMBEIRBEERE 2 | BIIEIAZ LT KA R
B EREEHKE SFEBEMAREEFER | epinephrine (O.3—O.5mg), steroid,

>  HtIEMASE M (Other nonhematologic toxicity)

BlfER B
B (HREREN Grade 4 FFMBRES | E—REE - KEIERED 25% -
=1
B EHMEE> 48 /\KHY Grade 3-43F | F_WEE  BH=ER 50% -
MRESH(ERECKESREENE
=) =% EoREE
B EFEXERY sacituzumab govitecan %4
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> A UGT1A1 Enzyme Inducers : SN-38 ZEE & - BREBEN
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> JAERIER B B SREREIMR (HBsAg) ~ B BUAF k#0188 (anti-HBc) ~ B 2
FFRZRETES (anti-HBs) - 1M EiBEA HBV BERAVRSE - igile - T
ETRERFEUEEEEFTEN RS EMIR -

> BDRIEPMIKE NS 3E - BERENETEERE GTHEMETEE
DERER 30 niE)

> BDRIER - IBOFNIERL - DUREAM T 2R /5 357504 (B0 - &R ~ EfEE)
A B PR =R
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Sacituzumab govitecan (SG) is an ADC that utilizes the humanized RS7 anti—

Trop-2 monoclonal antibody and a proprietary hydrolyzable linker to

selectively deliver SN-38, the active metabolite of irinotecan to Trop-2-

expressing tumor cells. SG has a higher than most drug-to—antibody ratio
compared with other ADCs. This ADC permits a high site-specific coupling of

7.6 molecules of SN-38 per monoclonal antibody without altering

pharmacokinetics or reducing the therapeutic index of the conjugated

antibody. This delivery advantage ensures high concentrations of SN-38.

Once SG is administered, the anti-Trop-2 monoclonal antibody binds to

Trop-2 expressed on the tumor cell surface. The Trop-2-bound hRS7

complex is then internalized and trafficked intracellularly to lysosomes. Free

SN-38 is released from SG through antibody catabolism followed by

hydrolysis of the linker within the lysosome. SN-38, a moderately toxic

chemotherapeutic agent with activity in the low nanomolar range, then
targets Topo |, resulting in DNA damage and cellular apoptosis. Given its
membrane-permeable nature, free SN-38 may then leave the cell and elicit
antitumor effects in adjacent tumor cells. SG will also release SN-38 in the
tumor microenvironment pre-internalization through hydrolysis of the
linker, allowing for a concentration of SN-38 to adjacent tumor cells, leading
to a bystander effect. Extracellularly released SN-38 may also act on the

specific tumor cell to which the ADC is bound.
Ref: Future Oncol. 2020 Apr;16(12):705-715.
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Humanized
monoclonal antibody’

Binds to Trop-2, the
trophoblast cell-surface

antigen-2
Cytotoxic' ‘ § Hydrolysable linker'
The payload of « Links the humanized
TRODELVY is SN-38,
atopoisomerase

monoclonal antibody to SN-38

« Hydrolysis of the linker releases
SN-38 to kill tumor cells

inhibitor that
prevents repair of
DNA damage and
leads to apoptosis
and cell death
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1. FEIRENEIEERE - ®8tK - IRA HZI BE  #3 R/5EE
g . kK - 72 - ELEM/ESOBBER)  FRLISHEEZEAE -
2. WARHAEMEY)  BEMGESEAENR ET’EﬁH °
3. BIBPRBOLKIEL  FRIEBEENRERALIE TIE2E - F2R
BIfEREREEAERIFED (BOAEML) AEE -
4. IERRHIRBEBEITERIRAHLLRZY loperamide BEEILEE I 12 M\ - 535
SREIFRERBEESRIRED (BF) EH -
5. WEJEERELEFRENMIRTE LT  MARSENABEFERE (X146 E
Bm; Bt 3 ERAA) - BREEZ2EM -
6. WRERMERACLEI - REGFEFE 1 BRBET JETRHE -
7. WEERBSALMEKE N ~ BII/VROIEEER RS EB MRS Z R - SER
RRISGELR - UHEEAFRISENEEZE - BEIECR - REEREH
A e
8. HRIRALITHEMRLIR - BB R EEMHEE
(1) B8 : SP - REFREAME - MehEeskiEE4IERE - WO - ¥
1R ]
(2) Bk %%~ 202 [RIER - BRSNS ERRE - W - RIKEBN
2 BRERR - OEEBEAESRED -
(3) REMEREAFE/HE : NEBHEE - MARBHES - IINEES
DEEAIES ~ BEER{F - IFEERERE A EEM
(4) KK : BB - IEEIREEE - 108 « (RERDOE - 888 - BR={Es
RaoEaL -
(5) EFLM - RS
(6) LIRM#E EFRIMERREER @ 8 : 558 - Sl - KZ - EENEMNKE -

0 IR 75 7K SR IR
(7) Bhd : FIAECEBER - HIREBERHE - RPH I IEERITEA AR
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9. MIRABMRE - RAET] ; I, FR={E, A FEEMR - &2 - i - &
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