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EHNEMEX(RE)ERAERATD(TEQE), EREFA
BIEIAEE . TEMEYI N EREBHEI A
BERaB(TEBHRM)ESF EHRA (T EHHR) M
C2(IRIE. HERERB ST (TESGTFRL) MR E s R4
FEMN2024FIRE. HEMER (TESGL) RE. FREERE
ESGTFAIHRNEEN. 2. TEHN —HENERRA,
UKREARESREENERETEERESE. HESRMEIER
o,

R = A F &5 &

ARG RERAEBN2024FE1H1RAE20245F 12831 B ARG
(THREHA) EEBE. HEMEAAEHNBRMEHE. REHE
MEASN, FBREPINERNBBEAFEMBRERENTE
— N, BEFEEIEERELS IR, OEEMEYEEXS
PR 2 5] Rz i i 55 B & & LU B9AD Therapeutics (FTABT1) o
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20245, BEMEMEERIT HEEREAMMEER B ES
IRHERIIT o

RESHEN, BXRGERREZES ((HREZ)) FEMBAL
rUAZEMEZ BREERRERNE T AHEE (T2BKH)
e, BINEYBEERER, HEP/NEERKERKE
R,

BRI eRF HEMEYE IR ERSEEEIRS
[F 48 & £ (Best-in-class, BIC) )W MIEENER MBS
ERE. £BERBITIRE. B4, ME. HEIZOEEN
R B, 52 A0 4 Y72 2024 5 4 48 hN ik = 1 52 B PR &t B 10 3
AR T RIF R ROBERLIER.

EMEHEERIMAED, EMEYMETAEEEZE K
B9 O BRCDK4/6 #7 & % (2k 28 &8 # /v, 'GB491, Lerociclibl)
HEmERBRARRERINSO R EARERERERNAE
% 88 (Hormone Receptor, THRI) . ARBREREF=
882 (Human epidermal growth factor receptor 2, THER2]) f&
‘I‘E(HR+/HER2-)EJ§I3Hﬁﬁﬂ:ﬁﬁﬁ‘lﬁﬂﬂ%ﬁﬂ’ﬁﬁﬁtﬁiEﬁ*i
EHER ; HESRMMAEBEEIRKCBRGUEMERE R
BN HESBHRBE. Aﬁ&EEI?&Eﬁz(HERz)B{;ﬁ
(HR+,/HER2-)BE HAZL AR /2 B & M ZE L h B th 7 1R o
.
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RItFEE, EMEVNSREBEEREESHEREE, &
BERECHBEBE T

- B i BB B ®Z 8 ¥ (Independent Data Monitoring
Committee, FIDMC) ¥} 2k 2 78 F — 4% = HA % PR ot B H#A
| 493 #f 45 R 152024 £ 6 B B9 = E BR PR & /& 2 2 (America
Society of Clinical Oncology, TASCO|)E & kI BEHRA R
EITBRT.

+ GB263T (EGFR/CMET/cMET, =#§& M1 88) & AV ER K
HERAREIS, W2024FBUMNERENRIZ2EEE (European

Society for Medical Oncology, ESMOJ) %, %2024

FIR14EER,

PHESSE, MASKBICZREYNBS FHNEER
2024 £ % B = fE B 7 1% &€ &£ g (America Association for
Cancer Research, TAACR)) #%&. H&, GB268 (fiPD-1/
VEGF/CTLA-4) 7£ 2024 £F #& X\ E& FK #i (pre-investigational
new drug enabling, Tpre-IND enablingl) B REER, ¥15
&, & E B & 8 % % (Chemistry, Manufacturing and
Controls, TCMCH MIREBR T REFN R L MEMIBEE K,
20253 B R TR ERMBEIAABEREMIEBRKRHAR
HE 2 BB E (Good Laboratory Practice, GLP1) Z2HH
9'“1"., ZRECHVRERBREEYHEBAAIRRE. ¥1FCMC

MAGRRTIZ=MOFHREEMBEETERF, L5
RP R RIENEREEEEEIEHRHE(Good Manufacturing
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. 2024488, EHMEWETRC 2004, Inc.(TTRC 2004, , B
Two River, LLCKThird Rock Venturesfii R ETTE S E =
EENEMNERA) T mE ARRKRERSE, B
TRC 20042 HKBRHFRI (FEEHREKRE. FB. BIR
A, UM% EH. M5, BEHMRUEMASXNFA
GB261(CD20/CD3, €424, YEBREHEEEH
BRERBAENEN.

iE 2 4 2023 &£ 12 HGB261 (CD20/CD3, # % & 4
B8) T 65E % E M & £ F & (American Society of
Hematology, TASH1) LR EI£IKBWBAIE, REEE
HESBERHTIZHREKE. RIHHE, BHBEREET
EMNEYMRAERSIRE MBI,
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REFF SR MERBEETRCBRAAENER RN B RZBHR)B M.
ARBEERREFZE2HER2)E E(HR+ HER2-)E & (bR i — 43 2L BR &) A9 37 22
L EREE(NDA) :
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cMET, =R EMHE) AE. MERERTIYERBIREGFR-TKIF & A
hEaE, BEESASARNPAKH AR
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ENEVMANNEBEBEEE—PHAE, $SERETEETMRRNEEMBERERN
mEEd, BREVNHESHHEEZAEESNTR, Hit, ¥SRREELCRABMZEEN
WA KRHEMBZENS . RIBFLEEHEEZ 51 F 318 L5 25 89 R B F 22 B
BFRsE L,

EREARZEEENAFEREREZTTERR, N2025F3[28AEEHE, TRER
T 88 53 % R 5 Ut = B RE 1 R EE 3R

ESEEMN
EMEVESTRAMKBEELAMERRRECEANERREUREES, EXME
FEHE R ENATARMNUANNERARATENELREE R RERBUND
REELE, RENERNBAHERRNEE/MENRERE, A, HATREZR
HENARRRBET, FEERUTRHEERAR, FERLER/ERNEER, BAKE
BRMMIERERINTHD, ERMEHEMANBENMRET.

FAARREREMEENSRSREME, ENEVESTTH QTN THEL RRRE.
ERERERMREEERREMT, OFAEEEEARENMINNER, MIEIEXS
BHEBCERFER. BEZFXK, 7EEREELRBRETRKNEUNEERENGE, &
RAUBATFEMEZENEED, REGETEAESEERUNMTERANN ; REBX,
BREMESGHNIDSBRENBEAEGNMEHRE, TEZXSFLEEEL, E—
TEUEREEEERR, MRINEEUREXEESKL,
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SRRV AL R T HA HEEERAERK B T4 a6 SR 4R 0% RIRRIRG

HRBEHNNEBERSENE, C2FBETENUBERLL TR, ZHBES
ZHAFBEERAEEGNA SRR ETHRESMNRANATLEE. EMEMERS
HNERTEAHBIZHRNEN, ARG emaEERPERER ETHERE

%ﬁ%¥ﬁu&ﬁ%%b%i,ﬁﬁ%i%%ﬁﬁﬁﬁiﬁﬁﬁﬁ,%E%¢@E§é<)///

KEEEREGESZREARER, ANZAEBEABIZRABEREZTMNEYNEL S
R, HBERESUSERHEENHENRE, Ak, RRUEEZESESHRBRNE
HMNAREEZREAGRENESUREREF—REEAH, KEREERLEFER.
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ENEMERLTRAUREEMTHERNZRER, IHBETENRZeEXRERER,
EREARGHNARRZEUESHRERELETH. BNBHFAGKENER, B8
BHER, LRAREENEM T,

FEEBRBETEREMZERZEZN, SFE(PEARANMBEQEE). (PEARENEE
FE) (PEARZAMBRFEEFRZFZN(PEAREME RKEE)E, FIEERG
ENEIEERE THHMNEATHAREEEAAEREERE. BMNEBBHET
NBIBAMEREN, FEMBESHEHNBHERETER, BEHN, FEERKEER
HEHERAETANER, WREEEETHHNEMRERFNR.

R & E 53

BEHN, FEEATEREIRUNEERERETNNSEETREZTMEIN, LHHWE
IRHREREBEEREN. R, *EEESSMTHTNFEFEREBEN. 2024FE,
FEEARESNEIRETRRA0DENREBEILETM.

ENEYMERBLHBETNHEBASRAEIREL AL ET(RBERNRERIGE), #
RBABILAEETHMAZREARNNBHE. EABRESNRERIREVMNERE X
1R, WRESISETMEMNET. AR, RMALERERSNSEBHETRENER
A, WEEEMMAE.
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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 s 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 novel 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/CTLA4 mediated immune-suppression and VEGF mediated tumor angiogenesis.
Methods: GB268 is a hexavalent antibody with symmetrical structure, composed of anti-PD-1 VHH antibody, anti-CTLA-4 VHH antibody, and anti-
VEGF conventional antibody. The Fc part is silenced by introducing L234A/L235A mutations. Comprehensive in vitro and in vivo characterization of
GB268 have been carried out. Along with in vivo efficacy studies, toxicity has also been evaluated with a murine arthritis model in hPD1/hCTLA4
double-KI mice to assess immune related AEs.
Results: GB268 specifically bound to PD-1, VEGF, and CTLA-4 with high affinity and completely blocked PD-1 and VEGF pathways in reporter systems.
To reduce the CTLA4 inhibition-induced AEs, the CTLA-4 arm was intentionally designed to only partially block the interaction of CTLA4 to its ligands
CD80/CD86, and furthermore, the blockade of CTLA-4 was highly dependent on PD-1 expression. GB268 displayed robust anti-tumor efficacy with
attenuated toxicity in murine models. In multiple PBMC-humanized models including A375 melanoma model, HT29 colorectal cancer model, and
NCI-H460 NSCLC model, etc., GB268 exhibited significantly better anti-tumor efficacy, compared to PD-1/CTLA-4 bsAb and PD-1/VEGF bsAb, or in the
combination of monoclonal antibodies to PD-1, CTLA-4 or VEGF. In arthritis induction model using hPD1/hCTLA4 double KI mice, GB268 had
improved tolerance than cadonilimab and at least 20-fold better safety profile than ipilimumab combined with nivolumab.
Conclusions: GB268 is a first-in-class anti-PD-1/CTLA-4/VEGF tri-specific antibody with innovative design. Preclinical data demonstrated GB268 is very
effective in provoking anti-tumor responses. At the meantime, immune-related AEs is alleviated. Thus, GB268 may emerge as a promising novel
therapeutics for cancer treatment.
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Abstract
Introduction
Multiple myeloma (MM) accounts for 10% 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 GPRCSD 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. GBD218 has demonstrated potent in vitro and in vivo
activity against myeloma cells
Methods
Anti-BCMA and GPRCSD 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, GBD218 showed efficient cytotoxicity against single and
double positive MM cell lines with various expression levels of BCMA and GPRCSD. T cell activation and cytokine release induced by GBD218, in the
presence or absence of MM cancer cells, is nicely balanced for great killing efficacy and the low risk of CRS. Importantly, the resuits showed that
GBD218 exhibited superior in vitro killing activity compared to benchmarks, including teclistamab, talquetamab, the combination of teclistamab and
talquetamab, suggesting a synergistic effect of GBD218 by targeting BCMA and GPRCSD. In xenograft models, GBD218 showed excellent anti-tumor
activity, indicating great potential for GBD218 as a promising therapeutics for MM.
Conclusion
GBD2181s a novel tri-specific antibody that showed potent in vitro and in vivo anti-tumor activity. GBD218 efficiently kills both BCMA and/or GPRCSD
expressing MM cells, which may hold promise to increase response rate and improve survival in MM patients in clinic.
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Lerociclib plus fulvestrant in patients with
HR-+/HER2- locally advanced or metastatic
breast cancer who have progressed on prior
endocrine therapy: LEONARDA-1 a phase IlI
randomized trial
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Lerocil (GE491).a hghlyselective oral CDK4/6 inhiitor, has displayed anti-
tumor activity and
3 clinial tiats The LEONARDA, a randomized, double blind, phase [[lsmdy

Published oaline: 16 January 2025

) Check for updates

was conducted to evaluate the efficacy and safety of lerociclib in HR+/HER2-
locally advanced or metastatic breast cancer patients, who had relapsed or
progressed on prior endocrine therapy. A total of 275 patients were rando-
mized ac 1:1 ratio ta receive lerociclib (137 patients, 150 mg twice daily) or
placebo (138 patients) plus fulvestrant. Progression-free survival (PFS) asses
sed by investigators was significantly improved in lerociclib arm versus pla-
cebo arm (1107 vs 549 months; hazard ratio, 0.451, 95% CI: 0.311-0.656,
P=0.000016), meeting the pre-specified primary endpoint. The secondary
endpoints included PFS assessed by Blinded Independent Central Review
{BICR), objective response rate (ORR), duration of response (DOR), disease
control rate (DCR), clinical benefit rate (CBR), overall survival (0S), safety and
tolerability and pharmacokinetic profile. DOR is not reported, and S data was

the data cut-ol hoc analysis is reported. These
findings support lerociclib plus fulvestrant as a treatment option for patients
with HR+/HER2- endocrine-resistant advanced breast cancer (ABC). (Funded
by Genar Biopharma; LEONARDA-1 ClinicalTrials gov identifier,
NCTOS05475L)

Breast cancer ranks as the most frequently diagnosed cancer and
stands 35 the foremost contributof to cancerelated facalities
among women globally’ In 2016, there were approximately
306,000 new cases diagnosed and more shan 71,700 deaths from
breast cancer in China’. Over 70% of patients diagnased with ABC

efficacy of this therapy decreases over time due to the develop-
ment af drug resistance’

The mechanisms responsibie for resistance to ET and the pro-
motion of encogenlc growth incersect within the cell cyele”, Cyelin
dependent kinases 4 and 6 (CDK4/6) are enzymes that play a crucal

exhiblt hormone receptor-positive (HR+) disease. rendering them  role in cell cycle progression and are involved In regulating the tran-
eligible candidates for endocrine therapy (ET). However. the  sition from the G1 phase to the 5 phase of the cell cycle. where DNA
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