EPI-326: a mutation-independent and normal tissue-sparing bispecific antibody

that degrades EGFR for the treatment of EGFR-driven solid tumors
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EPI-326: Bispecific Antibody Degrader (EpiTAC)

EpiTACs: pairing unique degrader
receptors for extracellular targets

EPI-326 degrades EGFR using
ITGB6 as a degrader receptor
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Limitations of Existing EGFR-Targeted Therapies

Multiple oncogenic EGFR forms and
acquired resistance mechanisms
Amplified

Approved drugs do not
discriminate normal vs. tumor cells
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EPI-326 is mutation independent and
removes entire protein and scaffolding
to deeply impact oncogenic signaling

EPI-326 avoids EGFR signaling
blockade on normal tissue to limit
on-target/off-tumor toxicity

ITGB6 Localizes EGFR Degradation To Tumors >
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EPI-326 Avoids Keratinocyte Signaling

Primary Skin Keratinocyte Signaling Assay
Comparators Disrupt EGFR Signaling, EPI-326 Retains EGFR Signaling
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< EPI-326: Deep, Durable Efficacy in NSCLC Models

EPI-326 monotherapy active against EGFR mutants: Exon19 deletion,

EpiBiologics, San Mateo, CA, USA
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<EPI-326 Induces Robust EGFR Degradation in Tumors < EPI-326 Combines with Osimertinib in NSCLC Models

A single dose of EPI-326 leads to deep and prolonged EGFR removal in tumor
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<EPI-326 Tumor Regressions in NSCLC Brain Mets Model>

EPI-326 suppressed EGFR-L858R/T790M orthotopic brain metastasis CDX model
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EPI-326: Regressions in Wildtype EGFR HNSCC & CRC Models

HNSCC CDX HNSCC PDX CRC PDX
—§~ (clinical cetuximab experience)
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< EPI-326 Superior to Approved Blocking mAbs

Robust activity in CDX EGFR mutant NSCLC and HNSCC PDX WT EGFR Models
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EPI-326 deepens/extends Osimertinib activity in EGFR-L858R/T790M mutant CDX
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(" EPI-326 Synergizes with KRASi in CRC PDX Models )

EPI-326 synergizes with KRAS inhibitor sotorasib to drive deep regressions in KRAS mutant CRC

CRC PDX KRAS-G12C (clinical experience of
FOLFOX, FOLFIRI, Adagrasib/SHP2i)
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< EPI-326 is Well-Tolerated at High Doses in Primates >
107
EPI-326 achieves uniquely high
exposure and favorable tolerability 10°
profile in non-human primates .
* No EPI-326-related in-life or histological b
findings up to 204 mg/kg in NHPs _
+ No EGFR class related findings observed | = 204ms/ke-Male
o) class related findings observe = 204mg/ke-Female
» Safety data enables first dose in humans 10?1 .= 50mg/kg-Male
at a potentially active dose o >0mg/kg-Female
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Test Article Highest NHP EGFR-related tox PK at top dose tested

dose tested (single and multi-dose) after first/single dose

EPI-326 204 mg/kg None observed AC ::f:;i,?ggoufium; =

Cetuximab TSMEKE | oityiaon i dose) | AUC..207 195 heag/m
Panitumumab 60 mg/kg (ﬂ'iﬁgﬁfy'/?aiﬁo.ﬁ ;Z?tr:lg]oi:) Auccr?f;;fgg ;Et/lrgn/lml

Amivantamab 120 mg/kg (gagci?zr;aetigjlozg/j r]:?l:nlt?-ljf)se) AUC?::,?;-ZZGT;);;&{T%I/ ml

EP1-326-001 Clinical Trial Enrolling

Conclusions

/K b Critars N Dose Escalation
ey Eligibility Criteria
. IYocaﬁy ad\Yanced or metastatic
NSCLC or HNSCC
e For NSCLC: tumor harbors any
wertion or deletion
: Z(cﬁsul::eoc;c:gazn function
\' No symptomatic brain metastases y ClinicalTrials.gov ID NCT07462377

NSCLC, non-small cell lung cancer; HNSCC, head and neck squamous cell carcinoma; ECOG PS, Eastern Cooperative Group Performance Status; DLT, dose limiting
toxicity; AE, adverse event; SAE, serious adverse event; MTD, maximum tolerated dose; MAD, maximum administered dose
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» EPI-326 is novel EGFR degrading bispecific antibody with
the potential to overcome the limitations of conventional
EGFR therapies

» EPI-326 achieves deep and durable EGFR degradation and
tumor regressions in CDX and PDX tumor models, as
monotherapy and in combinations with approved drugs

» Based on preclinical data, monotherapy and combination
clinical studies with EPI-326 in NSCLC, HNSCC, and CRC are

\ warranted
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Dose Optimization

Dose Level 1
Dose Level 2
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* EGFR: epidermal growth factor receptor, ITGB6: Integrin Subunit Beta 6, NSCLC: Non-Small Cell Lung Cancer, CDX: Cell Line-Derived Xenograft,
PDX: Patient-Derived Xenograft, CRC: Colorectal Cancer, HNSCC: Head and Neck Squamous Cell Carcinoma, WB: western blot, p-EGFR:
phosphorylated EGFR, NHP: Non-Human Primate, KRASi: Kirsten rat sarcoma viral oncogene homolog inhibitor, SHP2i: Src homology 2
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