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BACKGROUND

Central nervous system (CNS) metastases and primary brain tumors remain a major cause of  morbidity and mortality in patients with ErbB-driven malignancies, particularly as improved 

systemic therapies prolong survival. Aberrations in the ErbB family of  receptor tyrosine kinases—including EGFR, HER2, and HER4—are frequently associated with CNS progression, 

therapeutic resistance, and poor outcomes across multiple tumor types. In glioblastoma and other CNS malignancies, specific EGFR extracellular domain (ECD) alterations, including 

EGFRvIII and recurrent ECD missense variants, have been previously reported to promote ligand-independent signaling, invasive tumor biology, and resistance to currently available 

EGFR-targeted therapies. 
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EO1001 is a novel, oral, irreversible pan-ErbB inhibitor designed to achieve sustained CNS exposure and broad ErbB pathway 

inhibition, demonstrating potent activity in intracranial xenograft models of  EGFR-altered primary brain tumors —including EGFR+ 

(GBM12) and EGFRvIII-amplified/high-expressing (GBM39, U87) glioblastoma models — as well as across distinct EGFR extracellular 

domain (ECD) mutation classes, with greater or more sustained activity relative to FDA-approved ErbB inhibitors in preclinical studies.

EO1001 treatment inhibited intracranial tumor growth and significantly 

prolonged survival in orthotopic EGFRvIII-driven glioblastoma xenograft 

models compared with vehicle-treated controls.

Lapatinib 150 mg/kg b.i.d. (n=8)

Untreated control (n=10)

EO1001 10 mg/kg/d (n=10) 

P<0.003
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EO1001 exhibits activity vs approved EGFR-TKIs in multiple in vivo models 

with no observed toxicity at therapeutic dose

Model

ErbB 

Status

Rx from 

implantation

Dose 

(mg/kg)

Control/ 

Reference Outcome

H1975 NCSLC

FLANK
EGFR T790M+ 14 days 20

Untreated; erlotinib; 

afatinib

Superior activity vs. erlotinib, 

equivalent vs. afatinib

N87 Gastric

FLANK
HER2+ 28 days 15 & 30 Untreated; lapatinib Superior activity vs lapatinib

GBM39

Intracranial 
EGFRvIII 14 days 20 Untreated p>.001 survival vs control

GBM12

Intracranial 
EGFR+ 7 days 20 & 10

Untreated; erlotinib; 

lapatinib

p>.0001 survival vs control at 

10/mg/kg

Superior activity compared to 

lapatinib

GBM12

Intracranial 
EGFR+ 23 days 10 Untreated; lapatinib p>.001 survival EO1001 vs lapatinib

GBM12

Intracranial 
EGFR+ 23 days 10 Untreated; erlotinib p>.05 survival E01001 vs. erlotinib

U87 

Intracranial 

EGFRvIII 

transfected
11 days 10 Untreated; erlotinib

Superior activity compared to 

erlotinib

EO1001 significantly inhibited intracranial GBM12 (EGFR+) tumor 

growth and prolonged survival compared with both untreated controls 

and lapatinib-treated animals.

EO1001 demonstrates greater potency than osimertinib at 

Day 5 in an EGFR ECD mutant (R108K) GBM tumor model

EGFRVIII EGFR ECD Mutant

EO1001 achieves rapid CNS penetration and sustained tumor exposure 

following oral administration in vivo.



EO1001 exhibits activity vs approved EGFR-TKIs in multiple 

in vivo models with no observed toxicity at therapeutic dose

Model

ErbB 

Status

Control/ 

Reference Outcome

H1975 NCSLC

FLANK
EGFR T790M+

Untreated; erlotinib; 

afatinib

Superior activity vs. erlotinib, 

equivalent vs. afatinib

N87 Gastric

FLANK
HER2+ Untreated; lapatinib Superior activity vs lapatinib

GBM39

Intracranial 
EGFRvIII Untreated p>.001 survival vs control

GBM12

Intracranial 
EGFR+

Untreated; erlotinib; 

lapatinib

p>.0001 survival vs control at 

10/mg/kg

Superior activity compared to 

lapatinib

GBM12

Intracranial 
EGFR+ Untreated; lapatinib p>.001 survival EO1001 vs lapatinib

GBM12

Intracranial 
EGFR+ Untreated; erlotinib p>.05 survival E01001 vs. erlotinib

U87 

Intracranial 

EGFRvIII 

transfected
Untreated; erlotinib

Superior activity compared to 

erlotinib

EO1001 treatment inhibited intracranial tumor growth and significantly 

prolonged survival in orthotopic EGFRvIII-driven glioblastoma xenograft 

models compared with vehicle-treated controls.

EO1001 significantly inhibited intracranial GBM12 (EGFR+) tumor 

growth and prolonged survival compared with both untreated controls 

and lapatinib-treated animals.
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