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EPI-326: Bispecific Antibody Degrader (EpiTAC)

EPI-326 Avoids Keratinocyte Signaling

EpiTACs: pairing unique degrader 
receptors for extracellular targets

Novel EpiAtlas of 270+ tissue-enriched degrader 
receptors to pair with therapeutic targets
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EPI-326 degrades EGFR using 
ITGB6 as a degrader receptor
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Limitations of Existing EGFR-Targeted Therapies

ITGB6 Localizes EGFR Degradation To Tumors

Multiple oncogenic EGFR forms and 
acquired resistance mechanisms

Amplified Mutant Heterodimer

Tumor

EGFR
driven 

rash

EPI-326: Deep, Durable Efficacy in NSCLC Models

Approved drugs do not 
discriminate normal vs. tumor cells

EPI-326: Regressions in Wildtype EGFR HNSCC & CRC Models

EPI-326 Tumor Regressions in NSCLC Brain Mets Model

ITGB6 SkinEGFR Skin

ITGB6 NSCLCEGFR NSCLC

Normal Skin Expression 

Tumor Expression

EPI-326 is mutation independent and 
removes entire protein and scaffolding 
to deeply impact oncogenic signaling 

ConclusionsEPI-326-001 Clinical Trial Enrolling 

Key Eligibility Criteria
• Locally advanced or metastatic 

NSCLC or HNSCC
• For NSCLC: tumor harbors any 

documented EGFR mutation, 
insertion or deletion

• ECOG PS 0 to 2
• Adequate organ function
• No symptomatic brain metastases

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

Key Endpoints
• DLTs, AEs, SAEs
• MTD and/or MAD
• Pharmacokinetics

Cohort 1

Dose Escalation

Dose Level 1

Dose Level 2

Dose Optimization

ClinicalTrials.gov ID NCT07462377

Cohort 2

Cohort 3

Cohort 4+

MTD/MAD

References and Supplement

Ø EPI-326 is novel EGFR degrading bispecific antibody with 
the potential to overcome the limitations of conventional 
EGFR therapies

Ø 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

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

EPI-326 Induces Robust EGFR Degradation in Tumors

• “EPI-326” preclinical study data include generations of EPI-326 optimization variants
• Wells JA and Kumru K. Extracellular targeted protein degradation: an emerging modality. Nature Reviews Drug Discovery, 2024
• Mina SA, Shanshal M, Leventakos K, et al. Emerging Targeted Therapies in Non-Small-Cell Lung Cancer. Cancers (Basel), 2025
• Li T and Perez-Solar R. Skin toxicities associated with epidermal growth factor receptor inhibitors. Targ Oncol (2009)
• Cetuximab BLA (PK/TK Data): https://www.accessdata.fda.gov/drugsatfda_docs/nda/2021/125084Orig1s277,s280.pdf
• Panitumumab BLA (PK/TK Data): https://www.accessdata.fda.gov/drugsatfda_docs/nda/2006/125147s0000_pharmr.pdf
• Amivantamab BLA (PK/TK Data): FDA Multi-Discipline Review and Evaluation for BLA 761210 (Rybrevant /amivantamab-vmjw)
• 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 
domain-containing protein tyrosine phosphatase 2, Mets: metastases

• AI was not used in the development of the material for this poster

EPI-326 avoids EGFR signaling 
blockade on normal tissue to limit 
on-target/off-tumor toxicity
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Primary Skin Keratinocyte Signaling Assay
Comparators Disrupt EGFR Signaling, EPI-326 Retains EGFR Signaling 
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EPI-326 monotherapy active against EGFR mutants: Exon19 deletion, 
L858R, T790M & osimertinib-resistant C797S CDX & PDX tumor models

EGFR-Exon19 deletion & amplification CDX

Osimertinib-resistant CDX                 
EGFR-L858R/T790M/C797S

EGFR-L858R/T790M mutant CDX 
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Gefitinib/Osimertinib clinical resistance PDX 
(EGFR-Exon19 deletion/T790M/C797S[+/-])
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Extended dosing demonstrates 90% complete responses and 
extended survival benefit in EGFR-L858R/T790M mutant CDX model 
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Isotype IgG EPI-326 Osimertinib

A single dose of EPI-326 leads to deep and prolonged EGFR removal in tumor
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IHC (non-competing detection mAb), day 3, single dose

Isotype IgG EPI-326

EGFR

pEGFR

Actin
Tumor western blot, day 7, single dose, n=6/grp
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EPI-326 is Well-Tolerated at High Doses in Primates

EPI-326 Combines with Osimertinib in NSCLC Models

EPI-326 Synergizes with KRASi in CRC PDX Models

Test Article Highest NHP 
dose tested

EGFR-related tox
(single and multi-dose)

PK at top dose tested 
after first/single dose

EPI-326 204 mg/kg None observed Cmax-5990 ug/ml
AUC168hr-480,000 h*ug/ml

Cetuximab 75 mg/kg 50% diarrhea in animals; 
(mortality/rash in multi-dose)

Cmax-2300 ug/ml
AUClast-207,195 h*ug/ml

Panitumumab 60 mg/kg Diarrhea in 100% of animals
(mortality/rash in multi-dose)

Cmax-1600 ug/ml
AUC-195,120 h*ug/ml

Amivantamab 120 mg/kg Diarrhea in 2/4 females 
(gastric pathology multi-dose)

Cmax-2701 ug/ml
AUC168hr-226,296 h*ug/ml

EPI-326 achieves uniquely high 
exposure and favorable tolerability 

profile in non-human primates

• No EPI-326-related in-life or histological 
findings up to 204 mg/kg in NHPs

• No EGFR class related findings observed
• Safety data enables first dose in humans 

at a potentially active dose

EPI-326 Superior to Approved Blocking mAbs

NSCLC CDXNSCLC CDX
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Robust activity in CDX EGFR mutant NSCLC and HNSCC PDX WT EGFR Models
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Cetuximab

EPI-326 robustly inhibits extended 
EGFR signaling pathway
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EPI-326 mitigates scaffolding signals in tumors
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EPI-326 suppressed EGFR-L858R/T790M orthotopic brain metastasis CDX model  
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EPI-326 deepens/extends Osimertinib activity in EGFR-L858R/T790M mutant CDX
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Tumor western blot, day 3, single dose, n=5/grp

EPI-326 bispecific design dependency: EGFR and ITGB6 monovalent 
binding arms synergize to drive degradation and tumor regressions
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EPI-326 synergizes with KRAS inhibitor sotorasib to drive deep regressions in KRAS mutant CRC
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CRC PDX KRAS-G12C (clinical experience of 
FOLFOX, FOLFIRI, Adagrasib/SHP2i)


