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Eligibility Criteria

. . e At least 18 years old, or the age of No prior treatment with HMBD-001,
HMBD-001 Trial Design majority according to local laws if the docetaxel, cetuximab, or any other
« Squamous cell carcinomas (SCCs) originate from epithelial tissues e« HMBD-001is a Bl . . A age of majority is above 18 years EGFR or HER3 targeting agents
and have a common etiology differentiated and @ HER3 /(\ - E%Egl 3+3 Dose FTscalatlon Optimal SLmon 2-stage . . Cohort B: Advanced or metastatic »  Prior treatment with docetaxel is
« Environmental insults lead to genetic aberrations, such as the potentially best-in- A & Design (Cohort B) Safety & preliminary efficacy (ORR) sqNSCLC with disease progression allowed for Cohort C
amplification of Chr 3q and the loss of Chr 3p, which are early class HER3-targeting A N Cohort B 1-sided alpha = 0.05 after at least one platinum-based :
e antibody with a novel ) \ { R (sqNSCLC) _ o N N N At least a lesion measurable by
markers of oncogenesis in SCCs y ) 5 . g ] q Power = 90.0% therapy and prior anti-PD1 or anti-PDL1 luati i lid
N - - mechanism of action / | o ) p0 = 0.20 treatment. No more than two prior Response Evaluation Criteria in Soli
» Amplification of Chr 3q: Increases transcriptional activity of TP63, . y | y HMBD-001 + DL2a 1 = 0.50 ) . ! p Tumors (RECIST) version 1.1
SOX2, and PIK3CA, promoting the expression of HER3 ligand > HMBD-001 binds to y R Cetuximab + p . lines of systemic therapy for advanced )
(NRG1), EGFR ligand, and enhancing activation of the PI3K pathway, a unique epitope | / Docetaxel N disease. Prior anti-PD(L)1 treatment Eastern Cooperative Oncology Group
respectively on the domain /

» Loss of Chr 3p: Leads to the deletion of several putative tumor
suppressor proteins, including TUSC2 (an inhibitor of EGFR)
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Enroll another

is not required for participants in
countries where this is not standard
of care

(ECOG) performance status 0-1
Minimum life expectancy of 3 months
Clinically or radiologically stable brain

fon . + P EGFR/HER2-HER3 anti-AER3 mAb treated at DL 4 patients 12 patients e Cohort C: Advanced or metastatic t if f l 28 d
« Additionally, Chr 7p, which encodes EGFR, is frequently amplified in . R metastases, if any, for at least 28 days
g S freduenty ampiedt heterodimerization SaNSCLC, HNSCC, ESCC, CSCC or rior to the first dose of study dru
SCCs and potently Cancer cell surface cervical SCC with at least one prior P ydre
« In SCCs, EGFR is frequently overexpressed. However, monotherapy inhibiting PI3K SAIAASEAREAAAARAA AR AN A e NS N s a0 nd Cohort C

targeting EGFR may induce a compensatory upregulation of HER3/
PHERS3, subsequently activating the PI3K pathway and leading to
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line of systemic therapy, and no more
than three lines of prior treatment in
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hematologic functions
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« Therefore, dual inhibition of EGFR and HER3 signaling pathways may + HMBD-001 is also being investigated in two other clinical trials: Study Sites
provide a more efficacious treatment strategy for SCCs One in the UK for patients with metastatic castration-resistant gg’::BD.'rggg + ¢
rostate cancer (MCRPC) (NCT05057013), and another in Australia 2 o i i - i i ; .
A it ) ) ) o p t € ( ) ( ’ ) Dose Escalation DL-2 .Ct?hort B uses an Optlrpal Simon 2-stage design Wl.th Proceed with Singapore
unifying hypothesis of etiology and tumorigenesis in squamous cell for patients with HER3 signaling aberrations (NCT05919537) initial 3+3 safety lead-in to evaluate safety and efficacy of further
carcinomas and role of anti-HER3 therapeutics' . HMBD-001 with docetaxel and cetuximab in sqNSCLC development
@ Efficacy Across Tumor Models'"? ) ) ) )
« Combining HMBD-001 with cetuximab shows potent and sustained *sgNSCLC, HNSCC, esophageal g:’eﬁ?r:ci;'ril asgg'z;’:;%ngk;isceai?Zi:;garaﬁaffgg; e Sinsapore
anti-tumor activity in squamous models, with the addition of SCC, cutaneous SCC, cervical SCC gap

cetuximab without chemotherapy in various squamous cell . .
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docetaxel further enhancing this effect

CAL27 HARA (DL2), which is 3000 mg QW IV Cohort A (HMBD-001 + docetaxel in sqNSCLC) is closed for
1500 1600 2 . H
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e Vehicle control ~ Cetuximab (10 mg/kg) - HMBD-001+ cetuximab Primary » Safety and tolerability of HMBD-001 « Safety and tolerability of HMBD-001 in 8. ICON Cancer Centre, QLD
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-~ HMBD-001 (20 mg/kg) in combination with cetuximab and

chemotherapy

e Preliminary anti-tumor activity (ORR) ACknOWledgement
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combination with cetuximab
-e- HMBD-001 + cetuximab + docetaxel

In vivo efficacy studies of HNSCC (CAL27, 3a) and sqNSCLC (HARA, 3b) squamous models

treated with HMBD-001, cetuximab, docetaxel, and their combinations.

Secondary e Preliminary anti-tumor activity (DOR, DCR, e Preliminary anti-tumor activity (ORR, DOR,

Closed to investigators participating in this study
PFS, OS and 1-year OS rate) DCR, PFS, OS and 1-year OS rate) b . . R . .
Recruitment * This study is conducted in collaboration with Merck KGaA, Darmstadt, Germany,
Phase la Safety and Efficacy «  Pharmacokinetic profile of HMBD-001 under a clinical trial collaboration and supply agreement for cetuximab
« Inthe Phase | dose escalation study (NCT05057013), HMBD-001 was found to be safe and well-tolerated as a monotherapy at doses up to 3,000 mg QW? » Immunogenicity of HMBD-001

* Among 23 heavily pre-treated evaluable patients, the disease control rate (DCR) was 47.8%

« One patient with pancreatic ductal adenocarcinoma (PDAC) achieved a partial response (PR) after two cycles of HMBD-001 monotherapy. This
response was durable, with the best overall tumor shrinkage reaching 61.3% after 8 cycles

Exploratory e« Pharmacodynamic effects of HMBD-001 and their correlation with benefit or resistance

* Genomic analysis of HMBD-001 and correlation with benefit and resistance
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