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AACR: American Association for Cancer Research; ASCO: American Society of Clinical Oncology;
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*HUERBERFKITR *#EsE Osteoporos Int. 2015;26(7):1929-37 HOEE A KIRE
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[1] A B R BAA B WAL 2, SRR M BBAEIS VAR TS (2022) *AR4E 2013 4EREAT (K —I0URFF FE TH 545 H e o R 5 AR AT O 5477 1 9 L T : 2010-2050, DOI 10.1007/500198-015-3093-2
[2] 20174F J5UR T BRBTAAE 3
[3] 20214 rf [E] 1 5B AA P (A PR A5 1 002 0 H R * o O A0 A AP A PR 446 P 477
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Genetics of Sost/SOST in sclerosteosis and van
Buchem disease animal models: https://doi.org/10.1016/j.metabol.2017.10.005
0026-0495/© 2017 by Aimy Sebastiana, Gabriela G. Loots
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Bone mass
Bone Resorption / \Bone Formatlon"
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{/z ? -

o (YBHEREL - PTH 1 PTH &4
o (OISR - UESESEL. PRSTEE. IEEE. SERM.
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J Bone Miner Res. 2009;24(1):153-61. ) Bone Miner Res. 2010;25(1):72-81. N Engl J Med . 2016 Oct 20;375(16):1532-1543. Bone Miner R
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es . 2015 Feb;30(2):216-24 ; BMD: bone mineral density (BMD)
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8.00% .
6.20% 5.94%

6.00%

: 4.49%
4.00% S8
(=]
2.00% 0.30%
0.00%

placebo 200 mg IV 400 mg IV 800 mg IV 1200 mg IV

LSD*
2.77%

5529KP1NPFIB-CTXERE

B2IXRBHEIRITEYIEN T ERTRES L
W PINP M B-CTX

250% 217%
200% 179%
150% . 106%
100% e

- oz |

0% — — Ly - )
e (s]
placebo 200mg 400mg 800mg 1200mg
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U.S. FOOD & DRUG
ADMINISTRATION
I IE'I FDA Qualifies Total Hip Bone Mineral Density (BMD) as Surrogate Endpoint for
F DA E-L M\ Osteoporosis Drug Development
U.S. Food and Drug Administration sent this bulletin at 12/22/2025 11:00 AM EST
Receive this email as a forward? Subscribe to CDER SBIA industry updates.
h] ==l ——— b
EAENERER 2\\?"]#@ FA2
7 A et
GBS, ME
EIJE)( X IME
FDA Qualifies Total Hip Bone Mineral Density (BMD) as Surrogate
Endpoint for Osteoporosis Drug Development
t kv sz n = 'I'
I:F I — ﬁﬁ The U.S. Food and Drug Administration (FDA) qualified total hip bone mineral density (BMD) as assessed by

FDA | CDER | Small Business and Industry Assistance

INDUSTRY NEWS

SHARe

dual energy X-ray metry (DXA) as a «endpoint to suppert clinical trials of
for post: I women with B at risk for fracture
o rosis-related a major public health challenge, affecting one in two women and one

/\_ s A = in four men over age 50. Despite the availability of effective FDA-approved therapies, there remains an urgent
— 'LI T D 5 =~ need for new osteoporosis medications with improved safety profiles and efficacy.
-
m _L Traditional clinical rials for anti-osteoperosis drugs have required fracture endpoints as primary efficacy
measures, necessitating large studies that can take two to five years. Qualifying BMD as a surrogate endpoint

would allow for more efficient clinical trials, potentially enabling faster approval of new osteoporosis
treatments and improving patient access. A BMD test measures calcium and other minerals in the bones, with

more minerals indicating denser bones that are less prone to fracture
I The qualified tool is the percentage change from baseline at 24 months in total nip BMD assessed by DXA.
I This biomarker can be used as a validated surogate endpoint for of for
women with is at risk for fracture in phase 3 clinical trials, providing an
alternative to fracture endpoints.

Drug p tools play an i role in bringing new therapies to patients by providing well-defined,
scientifically sound approaches to clinical trial design and regulatory decision-making

14
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Osemitamab (TST001)
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fEE1% ( ADCC ) HERAVER TR PE LK |
Claudinl8.2 , F—4%E / BRELGASIREFEER

ERNRERIEKRSIBT TR,



15RI BRI EOsemitamabpk I B RIS RAEFEMCLDN1S.2ffd |, T

Zolbetuximab (20243%3t, 20258 FiHEHE EN4{ZETT)

FIZEmAEIn-CLDN18.2 IS 5pp(L)1 BEinAYthERE(ERB

T

80,000~
60,000-
40,000-

20,000-

Mean Fluorescence Intensity

0

ANBRGRiE

S 4
[ 231

-o- QOsemitamab

% Zolbetuximab
-+ Isotype Control

10 104 10° 102 10" 10° 10' 102
Antibody Concentration (nM)

ig3mAdADCC

10°

CLDN18.2 BHtE/PDLL

FBt4E POX HREY
(CLDN18.2>95%)

CLDN18.2 fE1%/PDL1
PRTE syngeneic REY
(CLDN18.2 100%)

{EcLDN18.2FA1EE
Bidh , {EPD-L1.LIH
Bemgn

* Reduced fucose in Fc and enhanced FcR binding with NK cell and ADCC activity (30-100 fold)

Tumor Volume (mm’)

500

~® higG1+Vehicle 15mgikg
& TSTOO01 10marka

400

300

200

100

0-f T T T T 1
0 5 10 15 20 25
Post dose (Day)

2000

P . Isolype contral hlgG31+2A3+Venicke
£ {1041)mpk

=, 1 g Isolype contral higG1+2A3+Oxal5FU
] T (10+1+1/5lmpk
3 o Sl Osemilamab+2A3+0xal5FU

4 & /i/ 4816%  F (10+14115)mpk
g m ¥ BOBIR L Isotype control NigGT +RMP1-14+Oxa/5FU
3 = R
-0 1-14+0x@/5FU
—T T T T
o 5w 15w {10+ +115impkc

Post dose (Day)
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PD-L1 CPS 3z CLDN18.2 JA7SE (1B HAYORR, DOR, PFSEZOS

MR R

Censored A >=40%>=2+ A <(40%,>=2+) CLDN18.2 EXP Subjects Event Censored Median (95% CI)
' | s B 3 Tesben SEEIST CLDN18.2+, all CPSIY| CLDN18.2 + & CSP>1*
Jo,>=2+,

CLDN 18.2 (240%, >2+) 68% 80%

1 RRRSEERT A
BEHE

CLDN 18.2 (240%, 22+) 16.6m 19.4m

60

o o g S S FiHREFHE

CLDN 18.2 (240%, 22+) 16.6 m 16.6 m

T T T T T T T T T T
9 12 15 18 2 u bl 'EET;QH

Time Since First TST001 Infusion (Months)
| a2 BEIE CLDN18.2+, all CPS[1| CLDN18.2 + & CSP>1*
Subjects at Risk/with Event
>=40%,>=2+ 260 2302 1717 1410 14110 1212 1014 s 47 018 s
<(40%?>=2+) 400 333 20116 1322 11724 9126 629 530 031 CLDN 18.2 (240%, 22+) 21.7m *J&E“
Date Extraction: 2025-04-14 Cutoff Date: 2025-04-14 Run Date: 2025-08-22

Probability of Progression-free Survival (%)

o
w
o

>=40%,>=2+

[1] The data is up to 14 April, 2025. Data from the Company’s poster with ref: Jifang Gong, et al. ASCO 2025, abstract #4032, poster bd #322. 19
* ESMO Asia 2025 Liu et al poster 299p NCT04495296
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Osemitamab=23BXFJ5 ZE7ECLDN18.2 (240%, >2+) & PDL1 CPS SX1EBEEHAh , FIMHEHIFTHIETF Checkmate

649F5%* FANivolumab+{4 T FIGLOWEH3T** HAZolbetuximab+{4f7

BEEFH FR{yFoi R ST HA EMERFERD ERFISEERIE)

80%** 19.4%**

Syl
1
1
1
1
1
1
1
1
1
1
1
1
L

] ] N o he] ]
& \o@ & &€ \o@"’ & J & & & & &

S & x oo & o & S § > & 5 & &

R S R e F LY F&& O & S & x F \Oé&" o * S5 &

Voo ¢ & A & ¥ - © & gF o o

& N & C ‘\\4& < &

[1] The data for Osemitamab is up to 14 April, 2025. Data from 2025 ref: Jifang Gong, et al. ASCO 2025, 4032 [2] Patients with measurable disease at baseline.
*Janjigian YY, et al. | Lancet. 2021 Jul 3;398(10294):27-40. **Shah, M.A,, et al. Nat Med 29, 2133-2141 (2023).
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LEKIGFR3ARI ISR TS =

P e T T ~.  2Ek (XE. M. ERiM. HithX ) , A2H820 FCLDN18.2FRIEEE |, iEZFH PD-L1
\, CPS K%
'\ BEHLINGY, GIFER A
S e = '
/maEsa (o) e TSTOO1 + CapOx or mFOLFOX6 + PD1
HRAE .« MR (M vs b Vs E 410 BeEE
- i ) :
—diar e e e
RERE (BREvs BRE | Placebo + CapOx or mFOLFOX6 + PD1
CLDN18.2 fHTE ZEeEE) ! | . 410 ZEm=
HER2 BB . PD-L1CPS(21vs<l) | -
1
SHEEEES | ENTEHRERERS i :/  SE L (BICR) W |
;o BT : ! ;%%EZg (PFS) ]
. Yt EeERe 1L osparm |

v BUBEER ( Transcenta ) ES=EE. FE. KB, HENNETMEFRENDE (40 EOPL/EOP2, NI SRS ETE ) , F3K
18EE FDA. =h[E CDE #&5E MFDS g9#thiE , aJFFRE Osemitamab AL EK I HRFAST

v EHAR PD-1 F=mEik Il HRRIRIE FAZS AL
v PRt ErHREE£T /9 2030 £

Trﬁ?Stamm /7/”/&,
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Osemitamab BXS PD-1 HIEIIR4TT . B8 30 512 CLDN18.2 7
PHTESCHTREBEATRTIRN //)&"'

2021-2024 2025-2030 2030LAfS
'diﬁlﬂcila‘imuimlﬁb\

. . olbetuximap | © Osemitamab+PD1 ’/" —ﬁ% / %ﬁ%gﬁﬁ'ﬁﬂﬁ
: i SHMIREAT AR

- PD1+LIT +{7F « Zolbetuximab+chemo
* PDIHLIT +/-PD1

~ AN P\ .

Note: G/GEJC = Gastric or gastroesophageal junction cancer
Note 1: 1L HER2-negative/CLDN18.2 positive mG/GEJC (>100K), CLDN18.2 positive peri-operative G/GEJC (~70K), 1L PDAC (*75K) and NSCLC (~52K)
2: Including US, EU5, Japan and China
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Osemitamab HEZSINEMNAE , =2ABEFRFIEIL Claudinlg.2 RS ATT iR /
SRR . é’

- EEANES AR

BREREIE SIEIN / 457 HEE% T eHAREEN 7.5 DA SHAREENA1LHA W
CLDN18.284;
LA EEARE SHAREEN T FA @
10 BGA*m
EZFLEI—{in CLDN18.2 Z¥MEHEK
ARBENERSHb
WEH;E g EﬂC;.DNIS.?BE'IEEﬁ
B REEREME—Z&ialT . CLDN18.2 TUESEHE ADC ARSI
= 2 7&7r CLDN18.2pg
E7CLDN18 MM BN S A S . Osemitamab-+PDx+ & CLON182 SRRBIBTIAR PR
BRI St gﬁ'&wtﬂﬁﬂ%ﬁﬁg%gﬁ‘gﬁ e - CEBRARNETR
o mitamab+ g o =EHY . A [EIHASS : S
Osemitarmab-+PDL ) +H7 =Tk et ERRBEE | AR TES
T35 T CLON18 2RIARIB S - Osemitamab-+PDx+{LfFiafFCLDN18.25H
REEENE VEROE RS

E QY=

Source: [1] Decision Resources, 255% of all comers per proprietary IHC assay [2] Decision Resources, ~55% of all comers per proprietary IHC assay
[3] Decision Resources, ~50% of all comers per proprietary IHC assay [4] Decision Resources, “10% of all comers per proprietary IHC assay
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Ozekibart (INBRX-109)

— M B AR e At B YT S AR (P DRS B al 7, HAE K
A X T A R R AR 2 B SR BT A



SEGEMTENHBAFIE ) EE L AmPFS
BT g RIEFRARSE , SSHDRSHFATEARRAN

3 months 6 months 12 months T
“Mem | ChonDRA
o ! Eoamiesaxtama Shvly it Bth Mcepta dganet g
2 - |
[+N
T 0.6
£
E 0.4
[
(=8
0.2
Ozekibart
Placebo — y
UuG L T T T LI T L]
0] 5 10 15 20 25 30 35
Mo. at risk: Time, months
Ozekibart 137 56 [ 24 | 1 4 2 ' 2 | 0
Placebo 69 16 I 2 | 1 0 0 . 0 | ]

Ozekibart & 3 ZE K mPFS, %5 13k fE B AL T X6 P4

Z:

7
Ozekibart © Placebo
T f n=r37 8 n=69
Events 94 (68.6) 55 (79.7)
/ Censored, n {%) /43 (31.4) /14 (203)
mPFS,
s, 5.52 2.66
Stratified HR 0.479
195.02% CI) (0.335-0.684)
ek <0.0001
value

BLA (£H) 1RITF2026FE A ﬁ”%ﬁgﬁgﬁgiﬁzﬁ

. o S
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TsT106: —HMARLIITRIEADC , $EECLDN18. 2K {EZFhiERBIRIX
AImIR (E K1 EE)

I CLDN18.2 Z5YE1EAIIERT

© PErEST
RIEEBARAFtZRIA CLDN18.2 M5 RNEmESH

Zolbe + FOLFOX* Zolbe+CAPOX2
(n=2749) (n=254)
FrE&al | 234 IESEG] >34%
Y 82% 16% 69% a%
nxnt 67% 16% 66% 12%

#1 CLDN18.2 JiiiBERZ5H) ( ADC ) MBmESEERREM

O PHTHER
- BRENERE ~107 (B / BRESABERLAT?)

. NABRAYINENERE: 30-40% ( B / BRELEGITE
E%iairt ) ; ~20% (BRERES)

O mEFEABEERE

Zolbetuximab{VBE38% N—%E / BREEAEEERE2

SUREEERET XS TST-106 BUTHAZ SRHE

y

BISPECIFIC ANTIBODY @ ® ©

« High specificityto CLDN18.2 and
Undisclosed Tumor Antigen

« Bispecific affinity increases
tumor-specific targeting (even in
low expressors) and reduces on
target/off tumor tox (e.g., Gl
toxicity)

+ Silenced Fc: decreases tissue
toxicity due to ADCC

« Better efficacy forenhanced T cell
activities

Source: 1. Shitara et al., Lancet 2023; 2. Shah et al., Nature Medicine 2023; 3. Tireci et al.,
Ann One. 201.9; 4. Xu et al., ASCO 2024, Liu et al., ESMO Gl 2024, Bai et al., ASCO 2024; 5.

Yu et al., ESMO Asia 2024

CONJUGATION ©®®

Site-specific conjugation:
higher uniformity and
stability in vivo

/
s

CYTOTOXIC DRUG (Topolx) @

« Moderate potency of cytotoxicity to
minimize toxicities to normal
tissues

+ Not asubstrate of ABCG2, with the
potential to overcome the
resistance of Dxd and Exatecan



TST198 : —fE8IClaudin18.28BFIRDC , REAIMER SIS S ISR Tis 7’/’
IR BBETIEZEY ( SEAR ) AT 77
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Strong genetic and clinical associations for APRIL in

Single IV injection in Cyno
TST808 IgA (g/L) % of change

uPCR-24h (g/g) at Month 9: Primary Endpoint

Sibeprenlimab 400 mg Placebo (n=168)
(n=152) 21%

IgAN

= Higher APRIL levels in IgAN patients correlated 20%
with higher Gd-lgA1 and proteinuria and lower
eGFR
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= APRIL gene variants confer increased risk of IgAN

=
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= Shown to increase Gd-IgA1l secretion from IgAN
patient lymphocytes
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Mucosal surface and
associated lymphoid tissue
Danger
(LR .
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% IgA change
S

W
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IgA1+

compared with baseline (95% CI)
8

40)

B cell

% reduction of 9-month uPCR-24h

— plasma cell o |
) e (& D 60% 50.2% (50)
cell N Y/
'. Qj -70% (60)
S f& 51 20/ Placebo-adjusted treatment effect P
pveleld cetts (APRIL) " O 965%Cl, 42.9%-58.2%; P<0.0001 (70}

«In the Phase 3 VISIONARY study, sibeprenlimab achieved a statistically significant and clinically meaningful
51.2% (PLO.0001L) reduction in protemuria at nine months of treatment when compared to placebo

«The safety profile of sibeprenlimab was favorable and consistent with previously reported data
Immunoglobulin A nephropathy is a progressive, immune-mediated, chronic kidney disease that can lead to
end-stage kidney disease (ESKD) over the lifetime of most patients under curvent optimized standard care

Study day

71 78 &

Siberprelimab
30 mg/kg

TST808
30 mg/kg

In house data
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“Small and nimble,
output of much larger”

Max. SPACE-TIME yield
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2025 EM S &R (EEFRNSSHRSHE)

A AETH 740 B

Htg\ AR 1,520 57t
11.3
I 7.4
23.5
. 15.2

2024 2025 2024 2025
tH&=FHZ AEH 14Z 3,620 At HENTHEER ARM 5,540 BT
178.1 — R o s
I -23.5% I l -8.4% .
2024 2025 2024 2025

#1Z=2025F12H31H |, RITEAEAELIAARTL44057T.

Note: The difference between IFRS and the non-IFRS is mainly driven by the non-cash share-based compensation expenses booked during the reporting period.
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