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AN VR @ ZTSC shEm

> HTADCEE N TFTHMERR AL GGG, 2KTHE KKk
R, FREEPOHRRA T SR AT LE Kk EF400E T3 £,

> ADCZH4 L2055 k2 3F. Wik, miEH 58 7. BB 7T XF 28R
ARt F, TR E5xmsBEREE T,

> ML LT RHER A, H—=2 (4568 IP) ik E I
(Enhertu) . #%3%; (PFEUS) 7 TFSeagen5 X W zh& (45021P) @947
%4 %4 (Adcetris) . FIKZ5” (RHHBY US) E 4 A 478 %3k 2 4
(Polivy) EREREZETHEFRITIBEREGENEFTH ERFRT

> BT HEN T SR EFH— =3 (4568JP) . X B & (4502 JP/TAK
Us) . FK 25/ (RHHBYUS) .

> AT IHENEENETER T RADCH LK 425 (1093 HK) A #Hik

(3692 HK) —
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E K @D ZTSC hEER

RAB IR (ADC) &K

23 T BZADCE A28

I ARy F A7) W, S ADCAR IR, 77 1)

A AREETHE &N SN2
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PG S5 ATE: FARBIEA (ADC) T HE R b #75% i @FTSCHEmR

FRBEY (ADC) THERERBRFK, X RBEHLXE

K& .4 IKADCTHT HAAE (Ffz: TLE L) B %.2018-224F A 3RADCIZ X B

— SR (R) ZHEH (H1Z%E7x)
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% F.: Frost&Sullivan, F & B FRAF %36 % B : Frost&Sullivan, & B FR4F 53R
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ARRA

DC&™ &) R &REHITLERXE

Adk: FARIBEEY (ADC) YT AE R A #H L &RiE

@ ZTSC hEEM

B %.2023%F £ 44 IRADCAT B E Xld Wy B A4 E 44

T o T

202353 A 13H

20234107 198

2023411 A 30H

202312 A 118

2023%5H7H

20234F12 A 20H

2023412 F 26 H

202344 H 3H

20234F10F20H

2023410 A 30H

2024F1A18

Seagen *£3% (PFE US)

F—=4%

(4568.1p) * 27 & (MRKUS)
ImmunoGe

n (IMGN 3444 (ABBV US)
us)

B A RE

(688506  BMS (BMY US)
CH)

" A E IH (4523 IP)
AR
(3692HK)GSK(GSKUS)
LegoChem

(141080 34 (JNJUS)
KS)

BB 4 4 Biontech (BNTX US)

WARH

(3692 HK)
e E 2

(600276 2 =% H (MRKUS)

CH)

FMEER TR (RHHBY US)
A MEH

GSK (GSK US)

N

AT

N

S

S

B AT

B AT

SR

B AR DM

B AR DM

AL

430

A&

220HER3 ADC. B7-H3 ADC#=CDH6 ADC

101

i

84 EGFR/HER3 8 4#LADC

20

17.1

17.1

HER2 ADC

B7-H3

Trop-2 ADC

16.7HER2 ADC. B7-H3 ADC

15.7

B7-H4 ADC

15.3PARP+CLDN 18.2 ADC (i #4)

50007 £ T A AT H A= £410
10 % T EAL AT 2K

, YL211
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WP 54T RARMBIEY (ADC) TTAE R A #7 3¢ kg @ZTSCHEER

FURABI Y (ADC) £ R Z-=3F 0 1E Al

&L Key functions

Target antigen  Recognition of target
cancer cells

Antibody Guidance system for
cytotoxic drugs

Bridge between antibodyj
and drugs and to control
the release of drugs
inside cancer cells

Linker

Cytotoxic drug Warhead for destroying
cancer cells

kK : Nature, ¥ & B FRAF 7030

BB TIHRE www.ipoipo.cn



http://ipoipo.cn/

G AT FARABERY (ADC) T4 R 2 #7 3¢ i @ZTSCHEaR

> BB 254 (Antibody Drug Conjugate, ADC) , &i#@ifi#4EF (Linker) 53
. (Antibody) A=& 1 2540 v5-F (Payload) 1BEER M &k, #X AR K AFJG 04 J7 AR 3% 89
“AdhFim” . §TADCEEE R X 2h4 (Antibody) @9ARIeEFeFZ M 2h40 /)5
F (Payload) #9324 45 7, BELH LA K Mg HAUBR T % X269 % id,

& % ADCZh 40 25 4 BAE B it 42

—— > —
ADC BYEETRE ADC {FHiZiETE
A B8
Conjugation site i A
lysine coupling, cysteine alkylation 1) ;ireEa &/te - = % (6) B3E
t t P
e e, etc ADC ggggﬁg; — ) 2 Cell death SHEEERTT
~ - C
| @ EREES o mtuce
humanized or Linker L %
fully human cleavable or Pavicad 12 (5)
non-cleavable antimitotic agent DNA or microtubule disruption (5) %?gé
QRE E$g$é5is of BHREES TS
nnnnn

i fepomte ADC FURSEIPE caica - FSHBHES

- High potency - High cancer cell specificity » w

- Low immunogenicity - Long circulating life = 4)

- Low cytotoxicity to off-target cells 3) ac(iezae::slg:id

Wegradalon
(3) PfE (4) BB

Kl : P i Il NN VN
A < P cal o) Rk ADC FURE AT ARBAMRER il A e e

Kik: THE, F&BRFLIT

7
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AR BEY (ADC) THEKETHE T M @ ZTSC shzmp

FI3. £ ERADCIUE 4 & &) 52

In 2019, polatwamab
vedotin was approved
In 2019, enfortumab
In 1957, Mathé firstly tried to vedotin was approved
conjugated the methotrexate In 1991, serious immunogenicity In 2019, fam-trastuzumab
with antileukemia 1210 antigen of murine n|‘1ﬂumm'.lot-l antibody deruxtecan was approved
immunoglobulins  for the limited the further development of
treatment of leukemia ADC In 2°'7w o Tn 2021, loncastuximab
In 1975, the hybridoma ‘ " ) S v e
In 1910, Paul Endich In 1993, In 2021, disitamab
proposed the concept of ngmm.. :':'2‘0" ml h|:m|nu' b vedotin was approved
“Magic bullet” orogamicin Tn 2021, 1 "
was re-approvad | | yogotin was approved

over 100 ADC candidates

were in different stages of

In1993, calicheumicin
Sevenl cfforts were made In 1967, the concept In 1983, the first human| | fmily was used as the
IR e
failed during this period rdioimmunotherapy | | Onducted  for  the —

e iaclosd conjugates of vindesine-
CEA In 2000, the first ADC drug.| | In 2011, brentuximab | [ =rer——
gemtuzumab _ ozogamicin. | | vedotin was approved samotalocan was approved

In 2018, moxetumomab
pasudotox was approved

kB : Nature,F #& B FRF 5036
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i1 AXADC 25 441 PE f8 b & @ ZTSC hEps

3
e

#—X
R % : Mylotarg

% =X
R % : : Kadacyla

# = /X ADC
K% %5: Enhertu

Tk ERBRES T ARG R IRER

ERETF: NTHEMR

Yo m: 3o B HUUR R e Ak R R

188877 K. FEAUABEE (Rt R BRABER) , MieFitEsg, ¥H—MH £
e 2 EE

PR ERRE S T ERAEGANRER

T N EBRT M

Yo b e RURE R

1B T X . AAUSIRIR (LR M F R BRABER) , MiesEks, H—HZ
e FE R NE Y R R

PR ERATRES FAERBEGANREIR
HET AT SRCT A

Yo & BB S kA

B8 7 K. & &fBIk, ¥H—M4F
iR NA Y R R

XB: THRE, A#4EZH (3347HK) , P REFRFRI
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suRABER Y (ADC) AR B A2 R # D ZTSC MR

K £ .ADCZ 4 K B A5 i 3

> FUARREF: UK RFRADCIRITAIA &, EET HBREKRERL X Z HHRE
RERFEIMEROXRER T, mEFEHhh, ihtEra, F-KR5%F=
KRG d T AR T @ AANRES. ARIKIAIAR LRBREK. T 5
fo¥ ZHKG&FE, BRI ED > EnHH, wLTR 542 8T,

> EETHER: UFLETRORAE _REF ARGV BFERN T ARG T
HigEET. TRMBEZETRANNG@IEN R BAFR@ICELEET, ®
HAFOH =P THEMEETORIBECHAIRE. KA~ wmEETF
KA PTecdt, B2y Bk,

> BB XZ# R R E SABEK: FAADCH W £ 2R BREEAARER, B A& g i
2, BF =R =0 HELTHZ IR, & EBIRAREILRAEF ST HY
om, TEREK, H—HERIHRS,

> MR ERBRTYF G mieEE BT ZADCSH TR R F AEH, L5
#HF Se-LimiE B KRR & e, ﬂw’vﬂé‘%%%&ﬁﬁﬁfﬁi&ﬁ

A A B5R f B EUS 5 RO,

10
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2. _EFADC/~ &% A

B N 1 T I Y

Mylotarg #%3#% (PFE US) 2000-F

Seagen/&.® (4502

Adcetris ) 2011
Kadcyla % X, (RHHBYUS) 2013-F
Besponsa #£ 3% (PFE US) 20174

Lumoxiti [T ] & (AZN US) 20185

Polivy ¥ K (RHHBYUS) 20194
Seagen/4c i & &

Padcev (4503 ) 20194

Enhertu % — =4 (45681P) 20195

Trodelvy & #14& (GILDUS) 20204

Blenrep GSK (GSK US) 2020

Akalux  Rakuten Medical 20204
ADC Therapeutics

Zynlonta (ADCT US) 20214
25 e

£ RS 4£4 (9995 20214
HK)

Tivdak  Genmab(GMAB US) 20214

Elahere 'MMUnoGen/®HE )\ ¢

#5 (000963 CH)

SkSE: Nature, Clinicaltri

FDA/EMA/P
MDA

FDA/EMA/P
MDA/NMPA

FDA/EMA/P
MDA/NMPA

FDA/EMA/P
MDA

FDA/EMA/P
MDA

FDA/PMDA

FDA

FDA/EMA/P
MDA

FDA

FDA/EMA

PMDA

NMPA

FDA

RBR¥EHR CD33 AT ZH

ANREI

CD30

AR HER21

AR

ANBREI

CD22

CD22

AR¥ 4% CD79

J L3 Nectin-

AR

4

HER2

AR IR Trop-2

ARSI
AR
AR
AR

ANRE

EGFR
CD20

HER2

Tissue

THM

THM

Ozogamicin

MMAE

DM1

Ozogamicin

MMAF

MMAE

MMAE

DXd

SN38

MMAF

IRDye700DX
PBD dimer
(SG3 199)

MMAE

MMAE

b £ 5 AT ) (PayIF)ad
action

Calicheamicin DNA % fig
R I

St (Microtubule inhibitor)

B A )

el (Microtubule inhibitor)

Calicheamicin DNA % fig

Pseudomonas .
. Immunotoxin
exotoxin
Auristatin B I
(Microtubule inhibitor)
N BE A 7]
Ll (Microtubule inhibitor)
Camptothecin TOP1 441 5|
Camptothecin TOP 14 %1 71
N BE A
Ll (Microtubule inhibitor)
Rk
DNAZLfi#
& A ~iE R
# 55 %
Auristatin A I

(Microtubule inhibitor)

Sl /i Sc3

E?ﬁﬁﬁﬂ?ﬁ"‘ www.ipoipo.cn

25 4 F AR
tt (DAR)

@ ZTSC hEEM

2-3CD33 e e G f R

1) B AR RMEEE R G R T K @i
HEB (SALCL) , 2) B R RMiatk
2B A ELZEHERH (cHL) |,

EN: R ON
3) BiEE T RGBT IR A MK 8391CE T
X 18] 3 M K 4l B9 (pcALCL) 3
FHRAER (MF) .

3.5HER2[a P LA /& e
A ig F T 5K M S S P ATIRB 40 .

570 AP E I & S (ALL) ARE =
&
%&&%%ﬁﬁ&?ﬁ%%ﬁ%(@% -
Tk af R A) BT R M B R =
F&x{z M £ mind i (HCL)

35 B KBAMHEA (DLBCL) 4”“2;

3.5 B B3I B AS i R A8 R TR
CH R ATRA

7-8 AUMUE. M. R
, i TSR
BHEERLED D HHBARRT EG o0 o

THAAN = HILAEE (MTNBC) RA

B
4R EE B & 1.1812.38%
1.3-3.8 % H A |
& K Bm ik €98 iR
AR S LA ﬁ‘”“‘;‘
NiE BB & R
& R

BA. FEEXALR
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ADCEH M 1% R & & @ZTSC thEmEs

B % .0 L TADCE Sde &0
W T ¥ g FE 2550
i, BRI %
BAETEEMB L, Rt
Yo 5k B @ R A
4% # M (42HER2)

kR : Nature, P& BRI
B 4.0 EFADCE SHHEE 5

5
a
HHEF AR RENEE, s HEBEETIRAERX
DR EZRRH T # B L FEGEE, 2
émﬂ@(ﬁuMMAE&Dxd) FHIURT L
SR A RS £ % % 4 USONEE B R RN N
%fb&d < > & % K Q o s St >
& © y @Qgg/ Q%Q/ji% F&F & «@a@ o
kg PEBRE, F—=3 (45681P) , F &K E AL} £ B Nature. & R 52
N o Py 2IS 3N = 12
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ADC-Z-41 3 4 - &2 5% Yo @ZTsCrrmam

HER2, EGFR

-l wmg

EDB, ETB, PSMA, VEGFR2,
ROBOA4, Tissue factor

Collagen IV, Periostin, Tenascin C

GPNMB, CD70, CD56, Trop-2, FRa, Tissue factor,

“ ENPP3, p-cadherin, mesothelin, STEAP1,
CEACAMS, Mucin 1, Nectin 4, SLC44A4, PSMA,
LIV1, 5T4, SC-16, Guanylyl cyclase C

Target antigens
overexpressed in
cancer cells
Cancer cells
it U Driver oncogene
CAFs

tumor vasculature

Target antigens in
Proteoglycans

.Mmocm &) Lymphocyte
TESSTon.,. % Target antigens in
! tumor stroma

Collagen

’ CD30, CD22, CD79b, CD19, CD138, ' T
} CD74, CD37,CD33, CD19, CD98 ,“'I ”"l | °‘“‘|

Skig: Nature, hZEREFRARY
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Enhertutf A A% 89 & W% 5 & @ ZTSC hEER

B % .ADCZ 4% M. 2 & (Bystander Effect)

Bystander effect of ADC:
@ Released payloads in cancer cells penetrate the cell membrane and show

activity on neighboring dividing cancer cells.
€ Through this effect, activity against target antigen-negative cancer cells, in
other words, activity against tumors with antigen heterogeneity is observed

Free payloads penetrate to /[
neighbor cancer cells LTS
- Cancer cell

Nucleus

ADC % Internalization
= Drug release
\ '\%'; g/ﬂ' -

Inhibition of Topoisomerase I
Cancer cell

e “Q}“\f/\/ Cell‘:eath

kB H—=3 (4568 JP) , ¥ & BRI

EEZRBATIHRE
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PR ERETHA D TR MK E SR GHOARM AN @ZTSCHhRER

Kadcyla 30 mg/kg in monkeys s Kadcyla
oo DAR 3.5
t
1900 f\I\- IgG 3
3 2
S % e l, 012345678
3 Drug to Antibody Ratio
s 1 . (DAR)
| o] ADC . .
§ o . s Adcetris
g " —&- Total Tmab [)I\‘l ¢"()
o n “ - & - T-DM1 -
0.01 .'. —a— DM1 g
o
0.001 3 E ‘
0
0.0001 | T T T 1 A ) J012345678
42 63 84 105 %*- uy\("‘
Time (day) 0 Drug to Antibody Ratio

(DAR)

Poon-KA., Toxicol Appl Pharmacol. 2013 273(2):298 Peters-C., Biosdi Rep. 2015 35(4)

kiR $H—=4t (4568 JP) ,¥ & E FRAF 5031
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A EADCANB I R E T\ : Kt EET 545 % D ZTSC h=E R

/3

i |

2
Bt
X\

RN E . H—=2 (4568 JP) #Enhertuiiit it F E5EZ LA

> = E B DX T T T-DXd A& = a9 T B Ak B, T8 o ike & a4
) ] 2 KPR A2

> B BRI BEFEEIKEET, FEHRZTRL, AT H
%k 8:189 Hah H kb (DAR), KT&3E3% TT- DXdé’JHq’fﬁ’T%VF}ﬂ

TR OIKERE T AL RIER P EMAT, BT RITERED,
2y %M@%—{M/\% = A

> T-DXdE A &3k 89 “FME ", M — 3% 57 sk, 48 L AT
JBAE A A~ B fkTHER2 =) & A é’J}H’F’ SFHER2/K % ik B HER2 5+ Jf M4 It /&
’f&”ﬂﬁxﬁ

Kk PEGES, P RERF I y
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KRADCATIH A KB 7 6): it E T HA&E  OFSCHEER

BRAEN]: % —=2 (4568 IP) WEnhertuilit AT 55 E LG % |
——— )) LI 19
%H&Hﬁf"mgﬁ—ﬁﬂﬁﬂf‘HER2BET£EIIE—*I=JWE“ =
H(JADC
E & s
]—. =28
WA =8"151ADC 85: ®EEdXd» mm&oxa
. EHSUBOHN, AREEE AREEARRLT GRER) | 00045
RN e T  BRSERURmEsRRENE X HE
ER7: BEERERSETRE- NRERS R
- BNABERENES, B s e TN B (SIESHHAMLL (DAR=S)
BRGHE . BEBTHSHADCCHN * 9—-BF EDAR, ESEEBSEGH\NESEN,
* DERTRERE. BEFRE. StwrIn ISR RGHN
wenray
» ERSMETCERANEEEE
CERRRTN ERERSE -
B AR EEME NN
- mEEeE, TEssssssHinaNEaNE
S
¥ neemmmEamess’ o ¥ SXnE Y apHERERsREARE ¥ RiF=eE
st e Bl/S5SEERSER =, BMar=g

kF: PEHERHSRTIEPO, P HEERF LI
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Enhertu'ls Jk 2B 7

@ ZTSC hEEM

> fawyFrk ¥ (ENHERTU, E4H/i& ki) HAFFOHHER2E &8 kB i3 A2 2 a9 v Ik =T 2 /g
EET, i MR FI R BT (ERAREITAEY) EHEAR, B A CAEARLOANE TR,
F 2 P JE O FEHER2 M LA AL M SUAR % . HER2/K R A, HER2MB M 45450 § 4% . HER2ZE SF3E /) el fo i

BT

> ENHERTUAIGE RIXIF ZAHBER T BATRMHAO T K% (RHHBY US) &~ &,

B & .Enhertu Tt & £ A H1 (PFS) #KaytadaZywi iz

mPFS was ~4X longer for T-DXd compared with T-DM1 T-OXd T-DM1

o 100 edian 28.8 6.8
L { (95% ClI), (22.4-37.9) (5.6-8.2)
£ X T-DXd: 75 2% (95% CI, 69.3-80 2) months
g 80 - . T-DM1 ' /40 HR 0.33 (95% CI, 0.26-0.43)
£ " e

e . ' T-DXd: 53.7% (95% Cl, 46.8-60.1) P < 0.000001*
Q. . 1 ' T-DM1: 16 ). 5-32
z N -

5 " : :

]

2 40 - Yoy i :

$ ke :
W | = N

c | L ‘
% 20 ] : %

8 Censor | \

=4 —+— T.DXd (n = 261} \ !

P 7ot T-DM1 (n = 263) ! | Dara cutoff:
Q """"""""""""""" ? """""""""""" T Al Al AJ

01 23 4567 8810112131415 161710192021222324262627 2629030313233 34353637 30304041 4243 4445 JUIy 25, 2022
18
kB H—=2 - BEERHBTIARE WWw.ipoipo.cn -



http://ipoipo.cn/

Enhertulls /& 2 4L 7+

K& % .Enhertu'ls & $ 3

@ ZTSC hEEM

TR | ARE | FEAR | BIN 5P LA BEREAE | MR | RS o
W
BT IHC BIEKF
(N) 267 40 40 40 41 41 25 40
@A ORR 37.1% 57.5% 50.0% 45.0% 39.0% 22.0% 4.0% 30.0%
(%) (31.3432) | (409-73.0) | (33.8-662) | (29.3-61.5) | (24.2-55.5) | (10.6-37.6) | (0.1-204) | (16.6-46.5)
(BRI
#wiL)
(95% C1’
4 DoR 11.3 NR 14.2 1.3 8.7 8.6 5.7 22.1
f (9.6-17.8) | (9.9-NR) (4.1-NR) | @1221) | @3-118) | 2.1-NR) | (NR-NR) (4.1-NR)
(95% CnH*
P PFs () | 6.9 1.1 7.0 59 7.0 4.6 32 8.8
(95%CD) (5.6-80) | (7.1-NR) @2-11.1) | @083) |[@297) |[@G160) |(1.872) (5.5-12.5)
17 0S 13.4 26.0 13.6 13.2 12.8 7.0 5.0 21.0
H 959 (11.9-15.5) | (12.8-NR) (11.1-NR) (8.0-17.7) (11.2-15.1) | (4.6-10.2) (3.8-14.2) (12.9-24.3)
Cl
THC 3+
(N) 75 13 8 1 16 16 2 9
MWLM ORR | 61.3% 84.6% 75.0% 63.6% 56.3% 56.3% 0.0% 44.4%
(%) * (49.4-724) | (54.6-98.1) | (34.9-96.8) | (30.8-89.1) | (29.9-802) | (29.9-80.2) (13.7-78.8)
41 DoR 22.1
H) (95% | (9.6-NR)
[ of P Hg
414 PFS 11.9 NR NR 125 74 74 54 234
(A1) 9s% | (82-13.0) | (7.3-NR) (39-NR) | B.1-NR) | (3.0-119) | (28-125) | (28-NR) (5.6-NR)
cD
kiR H—=2%

BB TIHRE www.ipoipo.cn
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Enhertuifl A A% 49 55 W 202 @DZTSC ERmEp

E|F.Enheru5Kadeylaft BE A-04 7 F 3 M4 309 3 bk

Co-inoculate HER2 positive cells and HER2 negative
cells (Luc tagged) to right flank of mice

Luciferase activity

1.E+10

Vehicle 1.E+09

E
control >
S 1.E+08
Q
Y
& 1.E+07
DS-8201a §
3 mg/kg :‘;’, 1.E+06 DS-8201a
&
2 1.E+05 4 T T \
T-DM1 0 5 10 15
10 mg/kg T Time after treatment

V.
Ogitani-Y et al, Clin Cancer Res 2016; 22:5097

€ DS-8201a treatment clearly decreased luciferase signal

- Luc-gene transfected HER2-negative cells was eliminated

kik: FEEZTAR (NIH) , &£ B KRR

- BB TIHRE www.ipoipo.cn -

20


http://ipoipo.cn/

Enhertutf A A% 49 52 W& 2 & @ ZTSC thaEEps

B %. Enheruf 3 A5 IV IG5 97 ' W H 2

3 1E+%
§ 160
g
: 1E+08
§ 1E+07
& 15408
s
< 1E+05
Ragrt farw Lef Rank Fagrt flarw Left fank
Untreated mucs DS-8201a-treated mice
kik: FEBEZTAMR (NIH) , b & B R R3
21
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X EADCARM GBI KR 76 (=) : F Rtk mym  (DITSCHhRmM

mAER (—) : TR (RHHBYUS) Polivy 4 757% KBm itk O 5 & F A3 12 5

> 7% KBafek .5 (diffuse large B-cell ymphoma, DLBCL) & 3IEE 4
2B (NHL, HHREBL4H90%) FPrw LA, kA& &7
ARANHLE # 4930%~40%, & F EINHLE H 6937.94%.

> Ri% KB EIE AIZ BRI 2 F MG, 24 HmFFH
MR F B AT — &8 J7 VAR-CHOPAL T B B35 7 A £, 12 &5 3897
R RETZANRNE, Bt &F LTkt d i,

> Polivy 27677 W /T b2 Atk AR, A IR% KBa Ik &g & 4 4R k37
e

*k: FEEZEZAFRE (NH) , PE (GREMEKXB@EKEHELTIEE (20225F5k) , P& BRI LN
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F EADCATIR GG B ). TR # it 9 @ZTSC s

308 K BRIk 3 2 AR A7 25 |

SREABMEHMHEMRE (DLBCL) RERMEEERSRINSATEEME, BZ1+REX
RiRENBYiaTiHE, BEHHZIREMAALIT

HRZRENEFER SRR ABAHEAMEME (DLBCL) #R

‘ ERHEER
« IBRIE: . "DLBCLE@ZtHEEMING. HRER SRR FalT

O—4DLBCL: ARMATIZSSEA. Rl SRCEMLBNER BRI AETFRR(NEY S 640 B ' (COERAETES)
ATEEERATISREA B EIIHERM (DLBCL) MABE

QS A[MIADLECL: ARBARART THAEERERTREAR ATENR: A8 )
SEMTRANBEOERAAEANIREA B MEHER (DLBCL) HABE - pLecL RRIAMEER"? (COERAFIHRE) (HRPEAR)
- BRAMMRKEEAEHRN LHER: T - ERIESYNATT, {B4RTERAERZDLBCLAIHNE

© BEBR: 1emghe, 21X/, EERM: <61 "20 REE... BRAREIATT DLBCL BaEamniR it R
. SEBBHUIS: Omgli, 140malif (L) (COERAHITRE)

* HRCANRERRIN: 202317 . ERBERTAD, EFRREAKERS

« EEN EHEREAE: EE, 2019568

R 20285 BREREBAR )

Y BB - JBGLOBOCAN 202054 BN MDLBCLAR " 3.02/1075

- ROBBIMSR, LTRSS, EHRESFHLBERY: 2.890A

FRZENN, TR SRCRRREH: R-CHP “SONERIRSIATT, FORCAR-TENAT=R
FEAWETHRZERHN: BR "ERTERSEPOEMN2016FRITIE, #EERNRITHGLOBOCAN 2020 W%

Rik: PEHERERR, T & BRI
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F K25 T Polivy: H 7% PLitk € 9 42 44 A 4% @zTsCHEmM

HOZHRPEMEHCD79ER. EMIE= "EiZEZE" ADC, EUEWN
IERNERZ2ERE, AinFkEERETHEL]

D

B4 CD79b88S ESEl 2&ARDLBCLEES
- BEREESESRME: TREASS

> 95%MDLBCLEETA”, BESHEE) NTRBNES
- FRRETRAMBMIRE"

«  BEESDLBCLENEMRES
*  BEHEFACD20ELT, 14152
s RS, NEAARVIEFREEASHNRCRSME%Y

THIOMABMEFIEARB =K ES(BE"~ £

SERKEBREERADC ™
. EREBEREER TRUARETERAT AR IGFETAEE | - DARISIEN3S (MTEIRBHUDAR:2-4)
. EAMSS—. BYHELDARSE—" I % U pgn i e re] 7, e
EAARSHY, JRESHERN - MBS E S
- 100-10008895 18+ ) . _
. ENREWRENE MMAESRISSHE, TTRIESMENE, BUSG

¥R PEEXR
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* £ ADCATIR GG KB 7). FF Rk ok @ZTSC shzmm

mIERF (Z) : CD30¥e 5 2h M Adcetris A 4k B g B 5 124k g 4%

» CD30A& — AR T —30F NN THE @R ABHRE mILhIFIRE G, o CD30il I M4 F H T kappa B
(NK-kB) 3 RFl1z 58 5% RENE R, A FECD304 K Lk ok 15 £ G R %,

> CD30AMEBIFTEREIKA) Z: BREAFAFREALITHAETERMKRERE (ALCL) FEFE&HeE (HL) |,
o LR e g A b U TRAE R, HibA SHREIEETT P aHk ek,

B %.CD 30T 1~ Bl bk g o & ik 5

ShRATaRMkE B (ENHLAY10%~15%)

1 BT 4m ek €95 -3F 4% 45 A [2]-[4] 40%~64%
Ao B Fo 0% B 4m RO P T 4| Ak © 78 [2]-[4] 43%~76%
25 IPNK/T 2 f bk 298 [2]-[6] 31%~80%
¥4 1 FAT(3) 59%
B AE A AT K 0 iR 4 A [3] 100%
M imAn xTamlamk e (g IA) [3]-[4] 54%~100%
BPRME LB ET@ERE R (RIOIA) [3]-[4] 0~54%
RATL0 I G 5 /. I5 [2] 56%
JHF AT m AL 298 [2] 0
BLm O €78
7Ri% K Bm Rk €98 [7]-[10] 24%~50%
JB R T8 K Bm fe ik ©. 98 [11]-[12] 19%~69%
JEIEPERK BB [13] 32%

R S A -
Xk £ ijl- BEERHBTIARE WWw.ipoipo.cn -
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A EADCAIBAI R BTG (Z) : FRIFiE gz (OITSCHRER

Adcetrisle /R X &K 7 ‘
HE&k. THX@EHKRERE

_ o 22 R (Duratlon of Response,

2t (95%c
&/i}éiﬁjzfl‘ (CR) 13.2 0.7 to 15.9+
R4 E (PR) 29 2.1 0.1to 15.8+
KM% % (ORR) 86 12.6 0.1to 15.9+

kiR: FDA, P & EHIRHF I

B £. Adcetrisi& 7 #kEi3

]
(Es%élki J 1 4% f& 3R (Duration of Response, A )
T A24% % (CR) 5720.5 (12.0, NE*) 1.4to0 21.9+
% fE (PR) 293.5(2.2,4.1) 1.3 to0 18.7
EA% % (ORR) 866.7 (4.0, 14.8) 1.3t021.9+

%8 : FDA, ¥ & B %3
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Adcetris /T 32X R 3F FF At

BIER B A A

@ ZTSC hEEM

» More people treated with ADCETRIS plus CHP lived longer than those treated with

CHOP.

» More people treated with ADCETRIS plus CHP saw their tumors get smaller or
become undetectable compared to those receiving CHOP.

77%

100% 9% more patients lived longer

68%

175 of 226 153 of 226
patients patients
0%
ADCETRIS CHOP
plus CHP chemotherapy

kB: Seagen, W& BIRAF AR

(=}

11% more patients saw
tumors get smaller

\

83%

188 of 226
patients

ADCETRIS
plus CHP
Complete remission
(tumors undetected)
68% of patients

(153 of 226)
Partial remission
(tumors get smaller)
15% of patients

(35 of 226)

72%

163 of 226
patients

CHOP
chemotherapy
Complete remission

(tumors undetected)

56% of patients

(126 of 226)
Partial remission
(tumors get smaller)
16% of patients

(37 of 226)
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EAR- WA NP

«—_——

=4+ (4568 JP) @DZTSC M

% —=3t (4568 IP) MABF ML H KFW KL

Bk B AT KRALPAAN

I} r“éﬂ“\ A .

A ® (4502 JP/TAK US)

K% H D (4578 JP)

3 & % (4503 JP/ALPMY
us)

p—=4 (4568 JP)

¥ o425 (4519 JP)
T4t (4523 JP)

12 A %125 (4506 JP/SMDPY
us)

NP2 Sh T 9k (4528 JP)
35 27 3 (4507 JP/SGIDY US)
W Fe B (4151 JP)

HAR KDL, HRIEALRE LEF L E (Contract Pharma) HE%, 20225
40,275 AR FLULRAMES D, T B2RFHL, W@, FRRfbigdsm

k”‘y‘b /Uﬁ@:’i&
17 380i%—%/&$5’\7f7‘5 (WA L4, ATER. BIEE) . Ik 50 ke
TR B FA S

15,186 £ EMFATIB 5 A 5 I8 F ARG AF R A 25 >

12,785 £ N FE 4 H2H (IFE. S EF) . FHH. ZH. OTCF®F AR

12,599 * 2 EMNE. B F LIE. HHhGeFABAARKE L >

7,484 = ZINF &I BAMAEF

EFENEHARERESMBOGNSTFHMFR. @ E557aFR5
& =

AAT2 TR, S e, A%

FTENFRMAES., FRFE. LB, FREAL, T, KKRERR., 4
ARG, MARAGRNAFHRELEF

3984 X ZNFEMIE. AF LA, FRWE, FREFZHFAEL®

5,555

4,267

Kk B%2#E, &8 %A, Contract Pharma, ¥4 HIRF 53R

28
- EERETIURE www.ipoipo.cn -


http://ipoipo.cn/

TENANE: F—=3 (4568)P) @ZTSC

> N E)1H RN 892023 SF1-35 F (202354 F-20235F12 A ) 4k AR F,
2 WA N 5 & R % F)IE 5 5 Bl bL 38 h223.7% % 88.7% £1.179k B TR 1,635.61C
H 7T, M50 N L3 86.8% % 2,3301C B T,

> 8]t | #oxk 20230 FEnhertus 2 8] AR Gy F i,

> 1202305 (3AF%45) EnhertuF 428 & el 5] AU N i 38 K, N 3]1A
J& B 09 AT A5 5] & BA2023MF (2023F4 A -202453 ) & WAL AN R & A)iH
¥ B bk 38 m23.6% % 60.3% £ 1.58Jk % 1,7501C H 7T,

B &, Wl NFam ($45: kBT, 4. 3/318) B k. &AEMN (Ffz: /BT, F4: 34318)

2.0 2,000

1,750

1.6
1,500

1.2

1,092

1,000
0.8

0.4 500

0.0

2022 4F 5= R 20230 £ T 0
FY3 2023 FY3 2024
AR H—=35 (4568P) FM, ¥ 4 B R4 7L 3F FoR: H—=2 (45680P) FIN, ¥ A B FRAF 736
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FENGNGE . F—=3% (4568 JP) @ZTSCHEEms

° —_— N\

> 8] T Enhertu2023WF (3 A F4) BN EFHREK, 20230 F AT
At 18] & E FDA$E X HER2 fa L SR ARIE — & 78 97 1 9 98 ¥ i,

> 8]t 15 A HORR A 2023 SFEnhertuly 2 8] B AL AN FAM], & # TN
Enhertu2023 0t 545 & 5155 B tL 38 067.8% £4,3361C H T, /8] BAKJLNNF R
bt 38 A023.6% £ 1.589k H T,

> 8]k B AKDxdADC” s, o 5T A) BB AT K 49 Dato-DXd 247 B =
IR, #£T2023510H 5B i) A& # =2 Dxd-ADC /= 3= 7 & ik A1k o

B % Enhertu2023-4F44 & 7N B BPI442 K 69 i B %

)) ENH ERTU acae @ Approved indications in US

433.6 on

Ui t HER2+ mBC 2L
(O Europe [PVRR D Hec
HER2 low mBC (post chemo)

HER2+ mGC 2L+
£58.4 HER2-mutant mNSCLC 2L+

- Expect to obtain a filing

acceptance letter for additional
indication in US within FY2023

43.5 —_— A potential tumor agnostic therapy
14.0 for HER2+ solid tumors 2L+

kR, H—=3 30
R (- E?ﬁﬁﬁ'ﬁkﬁ% www.ipoipo.cn -
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Vg

% —=4 @ ZTSC hEEE

EAR-A-I P (4568 JP)

B % ./ 8] f£ #FDxd-ADC & &
[ P K Phse2 K ey

(US/EU/Asia) HER2+ BC 2L+/1L
DESTINY-Breast07

{US/EU/Asiz) HERZ low BC

Chemo naive/ post chemo
DESTINY-Breast08

UP/US/ELI/Asia) MER2 + GC combo, 2L+/1L
DESTINY-GastricD3

(US/EU/Asia) MER2 + NSCLC
(Gurvakumab, MEDISTS2 combo) 1L
DESTINY-Lung03

{US/EU) BC, bladder

OP/US) solid tumars
TROPION -PanTumorDl

(CN) NSCLC, TNBC
TROPION-PanTumor(2

UP/USVELVAsA) NSCLC (w/o AGA,
pembrolzumab combo)
TROPION-Lung02

UPAUS/ELY) NSCLC (w/o AGA,

durvalumab, AZD2936 and MEDISTS2

comba) TROPION-LungD4
UP/US/EL/Asia) solid tumors

(US/EU/Asia) TNBC
durvalumab combo)
BEGONIA

(CN) MER2+ GC 3L
DESTINY-GastricD6

(CN) HER2 mutant NSCLC 2L+
DESTINY-LungDS

US/BU/Asia) NSCLC
([durvalumab combo) 2L+
HUDSON

UP/US/EU/Asis) HER2 + CRC 3L

(PAUS/EU/ASS) solid tuman
TROPION-PanTumorD3

UPAUS/EU/As) NSCLC tw/ AGA)
TROPION-Lung0$

(US/EL/Asia) TNBC
{durvalumab combo)
BEGONIA

(P/US/EU/Asia) EGFR mutated
NSCLC (osimertinib combo) 2L
ORCHARD

(US/EU/Asia) resectable early-stage

UPAUS/ELYAsia) HER2+ BC
adjuvant*’
DESTINY-Breast0S
UPAUS/ELVASIs) HER2 low BC
chemo naive
DESTINY-BreastDb
UPUS/ELYVAsia) HER2 +
DESTINY-Breant09

BC 1L

(FPAUS/ELVAGS) HER2+ BC

necadyuvant
DESTINY-Breast1)

(US/EU/Asia) HER2 low BC

(nivolumab combo) (AZD5305 combo) DESTINY-CRCO2 NSCLC (durvalumab combao) necadiuvant HER2 IMCOBC /3L
PETRA NeoCDAST-2 DESTINY-Beeast15
(US/EU) BC NSCLC OP/US/ELYAsia) NSQLC UP/US/EU/Asia) UP/US/EU/Asia) EGFR mutated (JP/EU/Asia) HER2+ GC 20

(pembrolrumab comba)

HER2 mutant tumor
DESTINY-PanTumordl

INSCLC 3L
HERTHENA-Lungd1

DESTINY-Gastricdd

(US/EU/Asia) solid tumors UP/US) EGFR mutated NSCLC (US/EU/Asla) DS-7300 (JPAUS/ELVAsIa) UPAUS/ELVAsla) NSCLC (w/ HER2 exon 19 or
(AZD5305 combo) (esimertinid combo) HER2 expressing tumor ES-SCLC o exon 20 mutation) 1L

PETRA DESTINY-PanTumorQ2 DESTINY-LungD4

DS-7300 (P/US) UP/US/Asia) MER3 + BC (PAUS/ELVASIs) NSCLC 2/3L

ESCC. CRPC, squamous NSQLC, SCLC et

DS-6000 (JP/US)
Renal cell carcinoma, ovarlan cancer

TROPION-1ung01

[PAUS/ELVAsa) non-squamous NSCLC (wio
AGA, pembrofizumab combo) 1L
TROPION-Lung07

UPUS/ELVAsia) NSCLT (w/o AGA,
pembroleumab combo) 1L
TROPION-Lung08

DS-7300
(1-DXd)

DS-6000

B rox . Dato-DXd . HER3-DXd i

D Project in oncology that is planned to be submitted for approval in some countries/regions based on the results of phase 2 trials

(FPAUS/ELAsia) BC* 2/3L
TROPION -BreasD!

(FP/US/ELVAsia) TNBC (PD-1/PD-LY inhibitor
ineligible) 1L

TROPION - Breast02

(FPAUS/ELVAgS) TNBC (mono or
durvalumab combo) adjuvant*’

TROPION -Breast03

O Breakthrough Designation (US) o Orphan drug designation (designated in at least one country/region among JP, US and EU)

* 1 Adjuvant therapy for HER2 positive breast cancer patients with residual invasive disease following necadjuvant therapy
*2 HRe+, HER2 low or negative BC
*3 Adjuvant therapy for TNBC patients with residual invasive disease following necadjuvant therapy

AGA: actionable genomic alterations, BC: breast cancer, CRC colorectal cancer, CRPC: castration-resistant prostate cancer, ESCC: esophageal squamous cell carcinoma,
ES-SCLC: extensive stage-small cell lung cancer, GC gastric cancer, NSCLC: non-small cell lung cancer, SCLC: small cell lung cancer, TNBC: triple negative breast cancer

UPAUS/ELYAGS) EGFR mutated
NSCLC 2L
HERTHENA-Lung02

— =2 (4568 JP) ,F & B ERAF 503
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" - ZTSCHhgEs
Zan R H— =3 (4568JP) ©

B AN 8] A A S

DS- 1055 et L S o Csezar
Are GARF ar X o E2+12 mnib 0 @ FLs o
Soet B eratos. - FTCL LT o
DS - LF o b = gl
s 000  ou- -
- B0 aoen s == - e
- DS- a0 oP
wec AL Muare OH - ¥ - a -
Gac 4 ars o Sl
& S ThRAF o
s g o a T TIN50 P s aged Crukomen
s - € omEx
56

ES L Al

~ - = o poes e
P

D Progect i oncology That = planned 1o be submfed for 20proval in SOMe Countne/regeons based on the results of phase 2 trals

S . - - - . o+ BT - - -
@ SAUGAKE Desigration UF o Orphan drug Sesgration [desgrated = t least One (ountry/regon among P US and EU) | Rare Pediutnc Drsease Desgration (US

EJ fost tock Desgrason s

kiB. H—=2 (4568 JP) , ¥ & B IRAF 73R
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FENFA: K@D (4502 JP/TAK US) @zTsCrEmm

> PWAH250F LM KRGS HL, AHLRAA., ik, WBF Z 4
IAE FamFih ek (F é’aEntywo 5%z EEOF)

> BT HAA KT SN Y, A 8] 20230 S Ak S AN Y 5% VA
Jﬂ,%*mﬁJﬂi%&Jlmaﬁ%,mygmaﬁi#AWLk AOLA, MK
B AT e (B G B LIANG2%) BlH3Em12.7% . 8] Fit20245F A2 X
o A G AN SN R T T K,

> Adcetris B A7 LR PR HEE F o E (FLHL) BRE =206 KRR %, FI*
%Fmﬁa$#kaﬁ;Tmmﬁaﬁ%¢m%$6%maﬁnﬂﬁ%

B %.2022-23M F AT = F E g LA 54AE (£42: /¢ B 4. Adcetris 4 & 3 (£43: 128 )

A7)
50,000 000 .
40,275 800
40,000
' 35,690 200 692
32,129
30,713 600 s
30,000
500
417
20,000 400
300
10,000 200
100
0 0
202104 5 202201} 5 2022MERM=FE 20234 ER=F 2022 4F 2023M4E 20224 FHAE 2023 B
+ o =1 52 3 - o 5 + :l /\ ;a
RR: NS FH, b AR KR AETA, TR B R

33
- EERETIURE www.ipoipo.cn -



http://ipoipo.cn/

T anaNg . TS (RHHBY US)

40

35

30

25

20

15

10

kiB: TR (RHHBY US, W & BRI

@ ZTSC hEEM

> BABTHAMKOMNT RS R, 28120235 ANKeslE, 21 %75

Frop R dg K.

> NS E AT AN R R e, 202351-9 A & UL N LA A £950%.
> 8 TR T AN R R R T 2024 F1F BB R Y .

B £.2023F1-98 £ &L AN (Fia: e EEkeR) B %.20154F /6 L7 6987 = Sl N bRk 38 e

18,000

W20224:1-98 m2023%4E1-98

16,000

14,000

332 336

12,000
10,000

8,000 -

6,000
13.8 4,000

10.4 2,000 -

0

&% 1254

50%

42%

34%

23%

YTD Sep 2020 YTD Sep 2021 YTD Sep 2022 YTD Sep 2023

m Cotelic M Alecensa M Tecentrig Ocrevus Hemlibra

W Luxturna Yofluza m Polivy Rozlytrek Enspryng

W FPhesgo W Evrysdi M Gavreto Ronapreve Susvimo
Vabysmo Lunsumio Columvi

k) B: FKZ5)T (RHHBY US, *F & B IRFFR30)
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FEANANE . FRBT (RHHBY US/ROGSW) ~ DZTSCHEEMR

> 2023-F1-9 A M 78 2l NAa 3 K,
> ADCAR3%Kadcylak BLASME, #7 /= SPolivy4iE R KiEi#.

YTD Sep 2023: Oncology portfolio growing +5%

YoY CER growth
_ HER2 franchise
HERZ franchise % « Kadcyla (+2%): growth in International compensating for US/EU
* Perjeta (+6%): driven by International
Tecentriq _ 1% * Phesgo (+66%): global conversion rate reaching 37%"
Hematology Tecentriq
franchise m +17% » Growth (+11%) driven by adjuvant NSCLC and 1L HCC

Gazyva (+22%) Hematology franchise

Avastin - -20% * Growth (+17%) driven by new product launches, more than
compensating for Rituxan biosimilar erosion

Alecensa - +9% Alecensa

« Strong growth (+9%) in 1L ALK+ mNSCLC with>70% market share

in major markets
Oncology others’ I +14%

CHFbn 0.0 1.0 2.0 30 40 50 60 7.0 8.0

*®B: TR (RHHBY US) , + & BIRAF %R
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ERBTHE EAK AL @zTSCrmmm

> G#hERA (1093 HK)

o 2023 FHANF L EIE K,

o AT T AEME I Q) FT T R I EBLRS FAKE SRR RVE SLRA), B E Mg 2
4y th & ?%ﬁk5k%ﬁ%%ﬁ4ﬁ@\ﬁ%mB$T+ﬁﬁ%iﬁ Ak
m%ﬁ%&A%%NMﬁﬁ%i%

o TR TR FPGLP-15ADCAN B AT A 2 W kAT a9 K &, ADC~ S=DP303ce & A =
I R o

o« F “FEN” PR 59.35% T B AN

> 2 (3692 HK)

& B SATNATEETATLFRSNZE TR E BT, ™mH20235F EKBEA| P

5] 5 S PARMAE IZ AL 0t 8] P se B AAN2024F R T 3E K

« N3] ®GSK (GSKUS) 4% A& suikiBixss (ADC) HS-20089 A HS 20093 &£ ¥
KA RES VIR 6 A . iﬁﬁﬁﬁ%ﬁo&mmﬁg%%®mﬂ%
%aﬁmﬁgo¢5DM3M$hMGWﬁw3MLA&$§Hﬂ, 555 2
577 o

o 4P “EN” K A216.707% T B ARM .
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HAETHE SR KL

Bk .&z5% A (1093 HK) ADCF &

@ ZTSC hEEM

Intact 1gG

§ B i

NH2[_Linket

U . Engincered Transglstaminase

>

i
AR

BB =

(9 p AR S RMNERAS0m

AP (12) RIS HBIN

INIBBEER o wae
DICT F TS SR

= 108 7

EREREGET R E—AIDAR2™ &

T-DM1
Antibody Trastuzumab
Payload Tubulin inhibitor
(DM1)
DAR

Intensity

3.5
3
2 4
5
1

DP303c
Anti-HERZ Ab
Tubulin inhibitor

(MMAE)
2

Intensity

T4 TGase B

W ‘
A Gmms DRSSO

SERNIRIREIgGHIE

ASAR RS R BRI

TENENTgase BTHEWF R NIRIE S &R AR
RELNIS R RA R, A ERARE,
DAREIEMIADCHF, HRBMFPKIFHE,
RaTiEEE R,

TWmsINETREEE, NlEERERENE

10,000
-»- DP30Cc - Total antody (n = 28)
10°- - Total DPOO1 - Conjugats (n = 28)
- -~ MMAE I 1000 l,. - Uncanjugaled MMAE (1 = 38)
-
[ e =
- 10‘_ £ "A‘
: \ c 100
- S 2
g =2 g ¥, :
2 107+ g
= 10 ha .
= 2 T———
2 8 ( .
§ 10 '!r-_' 10 ~1
L]
107 T T T 1 010
0 100 200 300 40¢ 0 3 6 2 12 15 1B 21
Time (h) Tima (days)

*)B: GHER (1093 HK) , & B IR H
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R 32 T @ ZTSC hExERs

> B AT e T

> #7E N IE AT RE TS AR o

> #Py LA R A 2 T .
> EHIT BRI A KT A,
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T £ & B @ ZTSC hEE

ABEB T RERIERAIRAS ATHA “PRER” R “HMN7 ) D L. AFRREAERMNGEPER, RiEAHR
SR BAET AR SUREG AR, FRELEHARERAATEERE P . AFTHRERLT RIS TEQ BATCAF
091 8, AR BN TARIE RS GO AP Ao R EME RE R AL E | RE 0913 8 RATE A B RH R IT K E 6
A R IGMe TIRIREIME A T AR AR Ol AR, P & B IR S AT 9Z 0T Sk AR AT Xy 42k, R
PAEATH X422 WM&, + & B IR A BAE B AR E 69 N 5 d 5 B9 A0 Kk R AT B4 R 4504, R AR RE XA 9
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