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Abstract
Background: Immunotherapy using immune checkpoint modulators such as anti-PD1/PD-L1 have been widely used in cancer therapy. Combination
of checkpoint inhibition using anti-PD1 and anti-CTLA4 has improved therapeutic efficacy but is also accompanied by severe immune related adverse
events (irAEs) which limited their clinical use. Bi-specific antibody targeting PD-1/CTLA-4 such as cadonilimab has shown improved clinical benefits
with reduced irAEs in cervical cancer. Vascular endothelial growth factor (VEGF) is overexpressed in various solid tumors and anti-VEGF agents inhibit
neovascularization and shrink tumor with time. Combined application of bevacizumab and PD-1/PD-L1 blockade displays durable and improved anti-
tumor effects. We have recently developed a navel tri-specific antibody GB268, specifically targeting PD-1, CTLA-4 and VEGF with fine-tuned activity &
potency for each arm to simultaneously block PD-1/CTLA-4 mediated immune-suppression and VEGF mediated tumor angiogenesis.

GB2682— A EBEELIFNRITAYpd-1/CTLA-
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Abstract
Introduction

REVOLUTIONIZING CARE.

2 Share Page

& Print Page

Multiple myeloma (MM) accounts for 100 of all hematologic cancers. Recent advances in MM therapy have greatly increased the overall response
and survival rate. However, almost all patients eventually relapse. The prognosis still remains poor. BCMA and GPRCED are overexpressed in
myeloma cells. Although CAR-T and T cell engager (TCE) targeting BCMA or GPRCSD have been efficacious in MM patients, resistance does occur.
Since the expression of BCMA and GPRCSD in MM are heterogeneous, to further improve the overall response and survival, we have recently
generated a novel tri-specific T-cell engager, GBD218, targeting both BCMA and GPRCSD. GED218 has demonstrated potent in vitro and in vivo

activity against myeloma cells.
Methods

Anti-BCMA and GPRC5D nanobodies were screened from alpaca immune libraries, and anti-CD3 antibody was engineered from mouse hybridoma
clone. The tri-specific antibodies were constructed in a “1+1+1" format through “knob into hole” technology fused with silenced IgG1 Fc. The format of
the tri-specific antibodies was optimized by multiple rounds of in vitro activity and druggability evaluation. The in vivo tumor growth inhibition effects

were evaluated in PBMC-humanized xenograft mouse models.
Results

GBD218 has been designed to potently bind hBCMA (KD=0.4nM) and hGPRCSD (cell binding EC50 ~ 2nM). To reduce CRS and other potential AEs
associated with TCEs, a low affinity of anti-CD3 Fab was used. In cell-based functional assays, GBED218 showed efficient cytotoxicity against single and

B9F AR E .

Company Confidential, Copyright® Genor Biopharma Co., Ltc

- GBD218R—m=FFRMHF, EAERINIERITIMM
- BRERSZAMEERE (VM) BERETNE

EHEFE

BHEX



.
" {RKE (PD-1/VEGF) HLLIAISRILKES2E = HABEFRIE 2%

B B AK112-303:EFIPFS{EHNEEE 4R
{ki:kf8 (PD-1/VEGF) ELLIRiSFIPREZE—L5a&PD-L1 + BINSCLCR)=HARR R4 SR
BE%S:12EESSMEXERER, HR{EREEMNTEHA,

Bp78eimis 9 A AEEI TS TAWCLCKE E
M ERSNOLRSEEAEIR

*BEEYMBREASE (202455831H)

Company Confidential, Copyright® Genor

AAAAAAAAA



,/D

Tumor Volume(mm?3)

2000+

1600

1200+

800+

400+

GB268 FRIR hBSH RIS R M

fEA375 (melanoma)flIHT-29 (CRC){&EBIFh, GB268FEIMHBELPD-18$ 8 PD-1/CTLA-AE

UFRIB AT

A375 model

| T T | T
0 4 8 11 15

Days after dosing

* + ¢ ¢

|gG isotype contral
PD-1. 15 nmol/kg
PDIXCTLA4, 13 nmol /kg

[BZ68. [Gnmal/kg

HT-29 model # (Study # 1)

1500+

1200

900+

600+

300

Tumor Volume(mm3)

e e Y N B
0 3 7 10 14 W

Days after dosing

-

-
-+
. 2

|gG isotype contral
PD-1, 15 nmol/kg
PDIXCTLA4, 13 nmal/kg

GBZ68. 1Gnmol/kg

Treatment TGI

IgG isotype control
PD-1, 15 nmol/kg 56%
PD1xCTLA4, 15 nmol/kg 68%
GB268, 15 nmol/kg 92%

Treatment TGI

IgG isotype control
PD-1, 15 nmol/kg 54%
PD1xCTLA4, 15 nmol/kg 58%
GB268, 15 nmol/kg 95%

Company Confidential, Copyright® Genor Biopharm

Tumor Volume(mm?®)

HT-29 model; (Study # 2)

800+

D

(=]

o
1

Days after dosing

“* 3G isotype contral
™+ PD-L 15 nmal/kg
* POLCTLAG 15 nmal/kg

* 38268, I5nmal/kg

Treatment TGI

IgG isotype control
PD-1, 15 nmol/kg 56%
PD1xCTLA4, 15 nmol/kg 55%
GB268, 15 nmol/kg 98%




- ® wxEEE
| . GB4917‘2025$§§MF5€%’E

=i ERF 4
T —T

GB491 #ICSOo 2024
2L 3R#L B 2025 H1
1L 33T NDA 2024
1L 3k#E 2025
HENER 2026
ML APIAETZ 2026

GB261 JARBDSE 2024

F %505k Phl FPD* 2025

B/b—NIERETE 2% IND 2025
BAHBImPRBY EREE IABDE1E 2024/2025
IRRBIE %%

(GB263T, GB268)

Company Confidential, Copyright® Genor Bi

MBS SRk

AAAAAAAAA



- ® s - IRk

v

~

#ZE6H30H1LEAMNB

AERT (Bhm®) 20245 20234F
W= 14.5 - /
VTN 0.4 -
E5 14.1 - e
eI i i > TEEEEITREWBDRINEIRSARFENNES,
1TEH -38.5 -72.6
AERFZ -109.7 -224.8 3
S 3.7 3.0 > TSRO EERETTRAR THSRIBEERF ML
BfthSiR2mm 0.3 -14 > ERIFSTEDCEEZRRT ()RR ARTEFHFEMEXERN TSR,
ZFESIR -130.1 -295.8 (i 254 R B R IRRR TSR,
LENON 11.5 20.3 #=EcH30HLLEFESIR
V=7 nwN -9.0 -0.7
MAZ N 5T 25 196 > EZE2024F6H30HIEFEESIRN126.38 70, 52023FREEF5IRE

EV TRPES4.1%,

FRFFSHIRISIR -127.6 -276.2 \
Frigfe 631 13 1.1
HEsia -126.3 -275.1

* B R —( /)%

Company Confidential, Copyright® Genor Biopharm

0

o}

> o
(] .

z .
>



- ® s - mEAEER
.

ART (A7) 2024/06/30 2023/12/31
NERIBITER 1,026.6 1,165.5
762 5.5 5.7
BLIRA 1.3 1.3
HABM WG, #HERFUITFRIA 58.8 68.6
MEEF= B 1,092.2 1,241.1
vk, T BERIgSE 38.8 53.4
{SERNE 3.1 6.7
T &= 104.5 110.1
HABRWGEIR, #HE&RFUTFRIA 27.1 27.2
IBIEFTIST R~ 8.6 8.4
IERTNEF= 25 182.1 205.8
EELE 1,274.3 1,446.9
e VAN END 130.0 141.7
BYRIR 0.2 49
HAth AT FRIURZ M t25 54.5 75.9
AER& 1.1 3.1
VAN S SN 0.2 0.2
IEBFEWIN 3.7 3.7
o RREER 189.7 229.5
THERE 2.0 3.9
VNP S5 IAEINI 0.5 0.6
IBFEWIN 8.2 10.6
IBIERTS itk 10.6 11.6
IERNAREE 21.3 26.7
AR 211.0 256.2
Sl 1,063.3 1,190.7

* FrEEEIREE—7 X

Company Confidential, Copyright® Genor Biopharm

4 )
IMEREM
> #iZE2024F6H30H, EiIMNERRITE
£751,026.65 57T, Y

0

o}

> 9
(] .

z .
>



=LY
2024 EFERE N

202458H

A JaGENZR

G ZES:6998.HK

_ i | =
E -;:_nv.u;;;’u- '.‘ .
E V'!! Mﬂg :\1
\ al
\ . . 3
hY




