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1/2G EGFR  TKI +T790M mutation

(DT or LT)

3G EGFR TKI

(Osimertinib)

Resistant mutations

Classic drivers 

L858R or Del19 +C797S mutation

(DC or LC)

Atypical drivers 

compound mutations
1/2/3G EGFR  TKI

EGFR-driven NSCLC

• In Asia, more than 50% of NSCLC patients have EGFR activating mutations.

• T790M and C797S are acquired resistant mutations against 1/2G EGFR TKI and 3G EGFR TKI, respectively.

• An unmet need remains for well-tolerated and brain-permeable oral therapies with clinical benefit against common and 

uncommon EGFR driver mutations.

• VRN110755, a Novel class of EGFR TKIs with high potency against common, uncommon, and acquired resistance 

mutations, along with high brain permeability.  



Key Eligibility Criteria Key EndpointsDose Escalation (3+3) and Backfill

• Aged ≥ 18

• ECOG PS 0-1

• Advanced NSCLC with 

EGFR common or 

uncommon driver mutations

• Failed standard treatment

• Active brain metastasis 

allowed

• Safety and tolerability 

• Pharmacokinetics 

• Anti-tumor responses 

VRN110755 Phase 1 Dose Escalation Study
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Steady state Ctrough of VRN110755

VRN110755 human PK was well translated from preclinical studies, showing a dose-proportional increase in AUC and Ctrough

Pharmacokinetics of VRN110755



1

0.1

1

10

100

Unbound Ctrough

VRN11 160 mg

VRN11 80 mg

7% (1/16)
 G1 diarrhea

U
n

b
o

u
n

d
 I
C

5
0
 (

n
M

)

VRN110755

1

0.1

1

10

100

U
n

b
o

u
n

d
 I
C

5
0
 (

n
M

)

Unbound  Ctrough

Osimertinib 80 mg

Any grade diarrhea, 50%

G3  AE, 42% (FLAURA)

Osimertinib

9x

29x

L858R

L858R

Target engagement from 40 mg

20mg ≥G3 AE, 29%(AURA)
Jänne PA, Yang JC, et al. N Engl J Med. 2015;372(18):1689-1699

Classical mutations

+ C797S resistant mutation

Atypical (uncommon) mutations

80 and 160mg dosed patients (n=16)

Mean duration: 10 weeks

(2~27 weeks, as of 2025.06)



Target selectivity and fewer off-target kinases
Kinome profiles showed that VRN110755 is highly selective to the ERBB family, without significant off-target kinase. 

Fewer off-target mediated AEs are expected.

VRN110755

Gefitinib Erlotinib Afatinib Poziotinib

LazertinibOsimertinib BLU-945BI-4020Brigatinib



VRN110755 is non-covalent, but has a long target residency, 

unlike prior 1G non-covalent inhibitors, promising high potency In vitro

In vitro to clinic translation, potency and efficacy  



High potency against common, uncommon and resistant EGFR mutants 

In vitro

In vitro to clinic translation, potency and efficacy  
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Osimertinib VRN110755

Mouse

Kpuu brain

0.31 0.4 ~ 0.6
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Kpuu brain
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Clinic

In vitro to clinic translation, potency and efficacy  



Primary efficacy populationClinic

In vitro to clinic translation, potency and efficacy  



3 patients with T790M positive at baseline (80/160mg)

All patients showed shrinkage of the target lesion tumor,  

One patient showed >10% tumor shrinkage

Clinic

In vitro to clinic translation, potency and efficacy  



Key Eligibility Criteria Key EndpointsDose Escalation (3+3) and Backfill

• Aged ≥ 18

• ECOG PS 0-1

• Advanced NSCLC with 

EGFR common or 

uncommon driver mutations

• Failed standard treatment

• Active brain metastasis 

allowed

• Safety and tolerability 

• Pharmacokinetics 

• Anti-tumor responses 

Recommended doses will be selected for the expansion/extension 

studies with efficacy populations and combination studies with 

chemotherapies.  

VRN110755 Phase 1 Dose Escalation Study
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VRN101099, HER2 covalent inhibitor 
Phase 1a, dose escalation with HER2+ or HER2m solid tumor



VRN101099, HER2 covalent inhibitor 
Phase 1a, dose escalation with HER2+ or HER2m solid tumor



VRN101099, HER2 covalent inhibitor 
Phase 1a, dose escalation with HER2+ or HER2m solid tumor
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VRN101099, unbound PK

80 mg QD patient  A

80 mg QD patient  B

pHER2 IC90

VRN101099, HER2 covalent inhibitor 
Phase 1a, dose escalation with HER2+ or HER2m solid tumor

≥G3 TRAE(LLE, etc.), 17% 

Any TRAE, 92%

First Cohort, 80mg (n=3)

Efficacy

✓ A patient with HER2-S310F(Pancreas), 
> 27% tumor size reduction

✓ A patient with HER2 IHC2+(Gastric), 
Tumor growth inhibition

Safety No TRAE
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