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Background

» Bispecific antibodies (bsAbs) provide a novel approach to antitumor therapy by allowing the

HLX301 showed an acceptable safety profile with
activity. These findings could

preliminary anti-tumor

Table 1. Patient demographics and baseline characteristics
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simultaneous targeting of different antigens via a range of mechanisms of action2. Currently, (h=3 (n=3) (=1 (h=2) (n=3) (n=3) (n=1)
mu_ItlpIe bsAbs.have been gp_prove(.j for the treatment of hematological malignancies and selected Su pport further clinical |nveSt|g ation. x::;r)]?/?; - (427_577) (466_472) (727_272) (4‘";(2-754) Metastatic disease
solid cancers with notable clinical efficacy?. . Yes 3(100) 2 (66.7) 1(100) 2 (100)
« Immune checkpoint proteins, the programmed death ligand 1 and T cell immunoreceptor with Safety Male 1(333) 1(333) 1(100) 1(50.0)  N° 0 1333 O 0
immunoglobulin and ITIM domain, are important components of cancer-related T cell [ESIECRSINUINETARE=E=E Female 2(66.7) 2(667) 0  1(500) @ riorsurgery/procedure 1(33.3) 2(66.7) 1(100) 2 (100)
immunosuppression>, 0.25 1.0 2.5 5.0 Race Prior systemic therapy 3 (100) 3(100) 1(100) 2(100)
« HLX301 is a recombinant humanized anti-PD-L1 and anti-TIGIT bispecific antibody. Preclinical n (%) r?]g:/ksg T]g:/k?? r?]g:/klg n:]g:/kzg White 3(100) 3(100) 1(100) 2 (100) P:Or:t:i::;(;)ihera 1(339) 1639 11100 °
studies demonstrated its anti-tumor activity. Any TEAEs 3 (100) 3 (100) 1 (100) 2 (100) ECOG PS AdjuvanUNeoadjz{/am . 1333 1(100) .
 Here we report findings from the dose escalation part (phase 1a) of a phase 1/2 study evaluating Grade = 3 TEAEs 1 (33.3) 1 (33.3) 1 (100) 1 (50.0) 0 0 3 (100) 0 1 (50.0) 1stline 3(100) 2 (66.7) 0 2 (100)
HLX301 in patients with locally advanced or metastatic solid tumors. Serious TEAEs 0 1 (33.3) 1 (100) 1 (50.0) 1 3 (100) 0 1(100) 1(50.0)  Hodjine 3(100) 1(333) 0  1(50.0)
TEAESs leading to Tx discontinuation 0 0 0 1 (50.0) Tumor staging ard-line 3(100) 1(33.3) 1(100) 2 (100)
— | — TEAES leading to death 1 (33.3) 1 (33.3) 1 (100) 0) Stage IIIB 0 1(33.3) 0 0 Atholine 1(333) 1(333) 1(100) 2 (100)
« This is a multicenter, first-in-human, open-label, phase 1/2 study to evaluate the safety and Any TRAEs 1 (33.3) 2 (66.7) 1 (100) 2 (100) Stage IV 1(33.3) 1(33.3) 1(100) 2 (100) 5th-line 1(33.3) 0 0  1(50.0)
preliminary anti-tumor efficacy of HLX301 as a single-agent in patients with locally advanced or Grade = 3 TEAEs 0 0 1 (50.0) Stage IVB 2(66.7) 1(33.3) 0 0 St line 1 (33.3) 0 0 0

metastatic solid malignancies, who had failed or were intolerant to standard therapy, or for whom no
standard therapy was available (NCT05102214).

« The study comprised three parts: a phase la dose escalation stage (presented in Figure 1), a phase
1b dose expansion stage and a phase 2 clinical expansion stage.

« Tumor imaging by computed tomography or magnetic resonance imaging was scheduled at
baseline, every 6 weeks for 24 weeks from the first dose, every 8 weeks thereafter. Tumor response
status was assessed using the RECIST v1.1 and immune-based RECIST criteria (response

Serious TRAEs
TRAES leading to Tx discontinuation
TRAES leading to death

IRRS

irAES

irAE, immune-related adverse event; IRR, infusion-related reactions; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event; Tx,

treatment.

Table 4. Most common TEAES
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All data are shown as n (%), unless otherwise stated.
ECOG PS, Eastern Cooperative Oncology Group performance status; PD-(L)1, programmed death-(ligand) 1.

Preliminary efficacy

Table 2. Tumor response in the response-evaluable patients?

Among the
patients,

efficacy-evaluable

there were no complete

evaluation of hepatocellular carcinoma was per the modified RECIST criteria). ORR, % 0 0 0 1 (100) responses.
Figure 1. Study design for phase 1a . 1.0 2.5 5.0 DCR, % 1(33.3) 1(33.3) 0 1 (100) One patient in the HLX301 5.0 mg/kg
n (%) z:g:/ k3g) 29:/ klg) gl]g:/ kz% CR 0 0 0 0 cohort achieved partial response with
Inclusion criteria: HLX301 5.0 mg/kg : PR 0 0 0 1 (100) a DOR of 5.1 months.
1 1 a . .
+ Age 2 18; ECOG PS 0 or 1 Primary EncRei Ay TIEAES (& 2 PELENES) SD 1(333)  1(33.3) 0 0 One patient each in the 0.25 mglkg
» Histologically or cytologically Salch _ Cough 0 St (o) PD 2 (66.7) 2(66.7)  1(100) 0 and 1.0 mg/kg cohort achieved stable
confirmed malignant solid tumors ProportioniciEg Disease progression 1(33.3) 1(33.3) 1 (100) NE 0 0 0 0 disease.

which were advanced or metastatic experiencing DLT

Non-cardiac chest pain

1(33.3)

2 (66.7)

0

: : MTD & Confirmed tumor response assessed per RECIST v1.1 for the 8 response-evaluable patients.
* Had failed prior standard treatment, : Chills 1 (33.3) 1 (33.3) 0 Cl, confidence interval; CR, complete response; DCR, disease control rate; DOR, duration of response; NE, not evaluable; ORR, objective response
and be intolerant or ineligible for HLX301 1.0 mg/kg Secondary Endpoint : 1 1 rate; PD, progressive disease; PR, partial response; SD, stable disease.
standard thera Pharmacokinetics Fatigue (33.3) (33.3) 0 _ _ _ _
Py . Figure 2. Swimmer plot of patients’ confirmed tumor response as assessed by the IRRC per RECIST v1.1
« Measurable disease according to Pharmacaeiusg Abdominal pain 2 (66.7) 0 0
ici | o o o |
RECIST v1.1. HLX301 0.25 mg/kg Immunog SR Constipation 1(33.3) 1(33.3) 0
Nausea 0] 0] 1 (100) 1 (500) * * *
| Screening period: £28 days = Treatment period: 1V, Q2W, up to 2 years = Safety follow-up: = Survival follow-up: Vomiting Z (667) 0 0 0 - ¢
90 days Q12W +7 days Arthralgia 1 (333) 0 0 1 (500) H 'S
DLT, dose-limiting toxicity; ECOG PS, Eastern Cooperative Oncology Group performance status; 1V, intravenous; MTD, maximum tolerable dose; Q2W: IRR 0 0
every 2 weeks; Q12W: every 12 weeks; RECIST, Response Evaluation Criteria in Solid Tumors. ¢
aQut of the total 9 patients. . 0.25mg/lkg(n=3) @ PR
ReS u |tS IRR, infusion-related reactions; TEAE, treatment-emergent adverse event. 1.0 mg/kg (n = 3) m SD
* 2.5 mg/kg (n = 1) ¢ PD
» As of the data cut-off date of Oct 27, 2023, 9 patients were enrolled in the HLX301 0.25 mg/kg (n = « All patients experienced at least one TEAE (Table 3). TEAEs leading to death occurred in 3 (33.3%) . 5.0 mg/kg (n = 1) NE
3), HLX301 1.0 mg/kg (n = 3), HLX301 2.5 mg/kg (n = 1), HLX301 5.0 mg/kg (n = 2) cohorts. patients; all of which were due to disease progression and not related to HLX301. . . . . . . . .
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» The median duration of HLX301 treatment was 10.3 (range, 0.1-45.1) weeks.
» Baseline demographics and characteristics of the various cohorts are shown in Table 1.

1 patient (11.1%) in the 5.0 mg/kg cohort reported dose-limiting toxicity with a grade 3 cytokine release
syndrome that was treatment-related; this was the only patient with the TRAE that led to treatment
discontinuation (Table 3). The maximum tolerable dose in this phase la was not determined.

Time to response (weeks)

NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease.

Acknowledgments and Disclosures

The authors would like to acknowledge the participants in this study and their families, the investigators, Cong Chen and the staff at all clinical sites.
This study was funded by Shanghai Henlius Biotech, Inc. Editorial support was provided by Zhi Hao Kwok, Xiao Zou, and Chen Hu from Shanghai Henlius

References

1. Herrera M, et al. Trends in Cancer 2024;10(10):893-919.
2. SunY, etal. Acta Pharm Sin B 2023;13(9):3583-3597.
3. Klein C, et al. Nat Rev Drug Discov 2024; 23(4):301-319.

4. HanY, etal. Am J Cancer Res 2020;10(3):727-742.
5. Chauvin JM, et al. J Immunother Cancer 2020; 8(2):e000957.

4 (44.4%) patients reported treatment-related irAEs while treatment-related IRRs occurred in 2 (22.2%)
patients (Table 3).

The most common TEAESs (occurred in = 2 patients) are listed in Table 4.
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