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Major Oncogenic Mutations for NSCLC(EGFR exon20 insertion)

Exon20 insertion90%ɢ

2 ₱

Del19/T790M Del19/C797S

L858R/T790M L858R/C797S

VRN11 ľ₱
VRN07 ľ₱

HER2Exon20Ins. 90% 

KRAS

ALK

ROS1

BRAF

RET

ERBB2(HER2)

, Ȍᾋ ℮ 3»Ȍ( , , ) EGFR ₱ 1.6~2 Ḇ ( Ȍ48%, 45%, Ȍ43% - Ȍ26%, 15%)

Exon

20 Ins.

Uncommon

20%
G719X L861Q S768I

Del19

L858R

EGFR

1 ₱

First-Line Therapy Subsequent Therapy

Amivantamab +Chemotherapy Chemotherapy

Chemotherapy Amivantamab

EGFR Exon20 ins ₱ 3~4%

EGFR Exon20 ins ₱ ɻ 2~3

2021.05, Amivantamab 2 ~

2024.03, Amivantamab+Chemotherapy 1

80%

NSCLC
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VRN07(ORIC-114). Efficacy

Efficacy in 2nd Line EGFR Exon20 Insertion NSCLC

Phase N

with 

prior exon20 

EGFR(%)

Ṁ

(%)
CR PR ORR PFS ſ

VRN07

ORIC-114
1a 21 81%

86%

(active )
1+ʰ 3+ʰ 27+% n/a

Untreated/ 

Active Ṁ

Amivantamab 1 81 1% 22% 3 29 40% 8.3»

Mobocertinib 1/2 114 0% 35% 0 32 28% 7.3»

Furmonertinib 1b 26
n/a

(7% EGFR)
29% 0 12 46% 7»

Sunvozertinib 2 97
3%

(amivantamab )
32% 0 59

46%

(investigator)

~10»

( )

BLU-451 1 48 75%
58%

(CNS disease)
- - - - » ά

Zipalertinib 2
79

100mg BID 39
4%

38%

(only stable)
0 16 41% 12»

: Cantor Fitzgerald Research (2024.02)
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Patient Vignettes of ESMO2023 

VRN07(ORIC-114). ESMO 2023

EGFR Exon20

HER2 Exon20

Active Ṁ
CR 

3

Ɵ ₩ή

: ESMO2023
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ᾋ ȏ

Heavily treated ᾋ
With prior Exon20 EGFR81% 

Chemo ɠ Ami ɠ (Mobo or Blu-451 )

ˏ Ṁ 86%

VRN07(ORIC-114). ESMO 2023

Post- Amivantamab. /♃»ץ ἦ
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Unconfirmed ORR 

67%(2/3)

*
2 ľ

ORR 30~40%

Safety N = 32

E
ff
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a
c
y
 N

 =
 3

2

Time

Dose Escalation

Dose optimization 

(80mg,120mg)  

Amivantamab ᾋ
2 ~ἦ

EGFR Exon20Ins.Ṁ
1 ~ἦ

: ESMO2023
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Ṁ ᾋ

EGFR Ṁ Ɵ ƛ

Ṁ Ɵ ƛ ן

Ṁ

Blood

Brain

Blood -

Brain Barrier

NSCLC Ṁ

Č40% Ṁ ά

Ṁ ἑ 25% , 

ά2ᶅ ץ 80% Ṁ

Ṁ ī ╜ἑ , 

Ṁ- Ɵ (Blood-Brain Barrier, BBB)

ƛ ˏ

: FDA website, Globaldata, Neuro-Oncology, Brain metastasis ESMO 2019

Shetty, Vijith; Babu, Suresh1. Management of CNS metastases in patients with EGFR mutation-positive NSCLC. Indian Journal of Cancer 56(Suppl 1):p S31-S37, November 2019. | DOI: 10.4103/ijc.IJC_455_19
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╠ ᾋ Ḇ Ṁ Ɵ ƛ ~ VRN07(ORIC-114)

Table 2.

Summary of healthy rat brain and CSF distribution constants, Kp and Kpuu,

plus brain and plasma binding, fuplasma and fubrain, for 16 EGFR-TKIs.

Drug Brain Kp CSF Kp fuplasma % fubrain % Brain Kpuu CSF Kpuu

Osimertinib 6.09 0.0047 1.66 (0.22) 0.057 (0.012) 21.0% 29.0% Tagrisso

Icotinib 0.17 0.051 8.38 (0.15) 6.06 (0.77) 12.0% 61.0%

Lazertinib 1.17 ND 1.70 (0.35) 0.126 (0.018) 8.7% ND

Avitiniba 0.12 NV 0.87 (0.06) 0.623 (0.066) 8.6% NV

Erlotinib 0.14 0.034 8.77 (0.19) 5.18 (0.55) 8.4% 39.0% Tarceva

Poziotinib 0.07 0.00068 1.10 (0.30) 0.912 (0.092) 6.0% 6.2%

Naquotinib 0.24 0.014 6.98 (1.61) 0.974 (0.192) 3.4% 20.0%

Dacomitinibb 0.76 0.0085 4.04 (0.27) 0.157 (0.023) 3.0% 21.0%

Tesevatinib 0.99 0.0042 3.39 (0.50) 0.087 (0.008) 2.5% 12.0%

AZ'5104 0.32 0.0056 5.64 (0.22) 0.335 (0.064) 1.9% 9.9%

Olmutinib 0.12 NV 1.18 (0.59) 0.117 (0.016) 1.2% NV

Gefitinib 0.12 0.0074 4.38 (0.82) 0.341 (0.070) 0.9% 17.0% Iressa

Rociletinib 0.008 NV 2.10 (0.61) 1.98 (0.07) 0.8% NV

Afatinib 0.2 0.024 9.48 (0.75) 0.297 (0.031) 0.6% 26.0% Gilotrif

Nazartinibc 0.041 0.0071 8.94 (0.72) 1.00 (0.10) 0.5% 7.9%

Note: 

Kp determined from AUC brain/plasma and AUC CSF/plasma ratios using 6 rats per compound with one terminal sample per time point (Eq. 2) 

with Kpuu determined by factoring in tissue binding to Kp using Eqs. (3) and (4). 

NVðno value determinedðcompound detected at only one or two time points. 

Fraction unbound in plasma fuplasma and fraction unbound in brain fubrain average of n = 3; (SD)

Leclaza

ˏ EGFRTKIs Ṁ Ɵ ƛ EGFR Ṁ- Ɵ ƛ (Kp,uu , Brain/ Mouse, Rat) 

EGFR Ṁ Ɵ ƛ

: Nicola Colclough etal. Clin Cancer Res 1 January 2021; 27 (1): 189®201. 
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VRN07(ORIC-114), Complete response after Cycle 1(100% reduction of all 4 CNS lesions)

Active brain metastases ®EGFR 

ˏ EGFR ţ

VRN07(ORIC- 114), Patient Population

άţ Ṁ ἦ

Ṁ 13 8 ἦ
CR 1

PR / SD 7

1a Ṁ ἦ

Active Ṁ CR 

: DOI: 10.1200/JCO.23.00515 Journal of Clinical Oncology 41, no. 26 (September 10, 2023) 4208-4217., AACR2022, ESMO2023

ĄActive Ṁ
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VRN07(ORIC-114). treatment -naïve ᾋ »

: ORIC, AACR2021, IASLC2022

Additionally, the company initiated an extension cohort 

to evaluate ORIC-114 for the treatment of patients with 

first -line, treatment -naïve EGFR exon 20 NSCLC 

EGFR Exon20 insertion ľ   ǯ
EGFR V769_D770insASV

Furmonertinib VRN07

Ph.1b, N = 28

ORR 79%, PFS 11m
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Off- target Example

kinase A Family 

wild

kinase Z Family 

wild

Χ

Χ kinase B Family 

wild

Χ

EGFR wild type

Off- target Toxicity

Ɵ ἑSunitinib AMPK ₪ ᶽ

Kinase A

Kinase Z

KinaseB

EGFR

Kinase wild type 

Off -target ȋ

ATP Binding pocket

PPP
ATP

AMPK

Off -target Toxicity 
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VRN07(ORIC-114). Selectivity

Percent Control

0%

0.1%

0.1~1%

1~5%

5~10%

VRN07(ORIC-114)

Zipalertinib

S-core(10)

BDTX-189

S-core(10) 

Poziotinib

S-core(10) 

(1 µM, top 10%) 

£ Kinase ŏ ׁ ᴅ

EGFR Exon20 insertion ľ

Off -target toxicity (%): 0

Mobocertinib

S-core(10) 

: AACR2022
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VRN07(ORIC-114). Off -target Toxicity

GradeÖ3 

N Total Off-target Toxicity

Amivantamab
1

(Monotherapy)
114 35% IRR 3%, decreased lymphocytes 8%, dyspnea 2%, Interstitial lung disease, ocular toxicity

Amivantamab

+  Chemotherapy
130 72% IRR 5%, Neutropenia 45%, Thrombocytopenia 15%, Anemia 12%, Leukopenia 20%

Sunvozertinib 104 39%
Blood Creatine phosphokinase increased 17.3%,Lipaseincreased1.9%, anemia 5.8%, Lipase 

increased 1.9%

Furmonertinib 28 29% Anemia 4%, Electrocardiogram QT prolonged 7%, liver toxicity(ALT increased) 4%

Zipalertinib 73 53% Anemia 9.6%, liver toxicity(ASTincreased) 4%

ORIC-114

(VRN07)
32 19% * X

VRN07, ╠Off -target ₪ ἑ

: 
1
Keunchil Park et al., JCO 39, 3391-3402(2021), FDA RYBTRVANT Label 

2
ESMO2023, 

3
A. Passaroet al., Annals of Oncology, Volume 35, Issue 1,2024., 

4
ASCO2023, 

5
WCLC2023, 

6
Zofia Piotrowskaet al., JCO 41, 4218-4225(2023).

*  

Clinical trial. Off - target Toxicity data 1,2,3,4,5,6
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VRN07(ORIC-114). Planned Next Steps

EGFRexon20 insertion

(EGFRexon20 inhibitor naïve)

HER2 exon20 insertion

EGFRatypical 

2026

Completion 

of Phase 1/2 study

(estimated)2025

NDA Filings 

for Accelerated 

Approvals

EGFRexon20 insertion

(EGFRexon20 inhibitor naïve)

HER2 exon20 insertion

EGFRatypical 

Phase 1b 

Dose 

optimization

Phase 2

Treatment -naïve EGFR Exon20 

insertion 

Phae1b 

Dose 

extension 
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VRN07(ORIC-114). ~ ~ ~

2026

Completion 

of Phase 1/2 study

(estimated)

Development milestone

1 5,800 ή
Sales milestone

4 5,000 ή

Royalty

Milestone 

Royalty

Total milestone 7,900

2 5,000

£Royalty
1
400 ~500 (x25ᶅ)

Č 1 ~ἦ

: 1) Peak Sales(Cantor Fitzgerald Research (2024.02)), Net Sales to Gross Sales 85%~ , Royalty : high single ~
$1 = 1,324( Ȍ »2024ᶅ1 ˏ ɿ

NDA 

Filings

ȫ 1 ~
Market share 30% ~ , EGFR exon20 ins. 1

£Royalty 140 (x25ᶅ)

Č 3,400 ~ἦ

ȫ ɻ 2,000

ʟ Peak sales
1

20% ~

ȫ ȫ ɻ 4,000

ʟ Peak sales
1

2 ~
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VRN07(ORIC-114). Reference Deal

: Cantor Fitzgerald Research (2024.02)

1. Cullinan Oncology(CGEM) ®Taiho Pharmaceutical Deal:

2022ᶅ, Cullinan Oncology Taiho Parmaceutical ˏ 1/2 άţ Zipalertinib(CLN-081/TAS6417)

ţ ʧ2 7,500 ή + 1 3,000 ή , 4 500 ή ţ ɻ

( ȌSales 50% / Ȍ ʟ ȫ 100%)

2. Blueprint Medicines(BPMC) ®Lengo Therapeutics :

άţ(IND ready asset) BLU-451(LNG-451)

ţ ʧ2 5,000 ή + ~, 2 1,500 ή , 4 6,500 ή ɻ

2024ᶅ» ά

3. Arrivent Biopharma(AVBP) 2024ᶅNASDAQ :

3 Furmonertinib(EGFR/HER2 Exon20 ins ľ )

ᾄ ~ 7 ή
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Exon20 insertion90%ɢ

Major Oncogenic Mutations for NSCLC

VRN07 ľ₱

KRAS

ALK

ROS1

BRAF

RET

ERBB2(HER2)

, Ȍᾋ ℮ 3»Ȍ( , , ) EGFR ₱ 1.6~2 Ḇ ( Ȍ48%, 45%, Ȍ43% - Ȍ26%, 15%)

80%

Uncommon

20%

Del19

L858R

G719X L861Q S768I

EGFR

Del19/C797S

L858R/C797S

VRN11 ľ₱

2 ₱

NSCLC

Exon

20 Ins.

1 ₱

Mutations First-Line Therapy Subsequent Therapy

Del19, L858R Tagrisso Ṁ , 

G719X, L861Q, S768I Gilotrif , Tagrisso Ṁ , 

Del19/C797S, L858R/C797S

EGFR Del19, L858R ₱ ɻ 10

EGFRuncommon ₱ (G719X, L861Q, S768I) ɻ 2~3

EGFRC797S₱ ɻ 2

Ṁ 30~40% 

Del19/T790M

L858R/T790M
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VRN07(ORIC-114) VRN11

VRN07 & VRN11. in-vivo & Clinical trial 

: AACR2021

PR  3/15

CR 1/15

SD 4/15

DOR 53.3%

E
ff
ic

a
c
y
 N

=
1
5

Time

Dose Escalation

E
ff
ic

a
c
y
 N

=
 1

8
~
2
1

Time

Dose Escalation

Ph.1 Cohort 

Efficacy dose

3 mpk 10 mpk 30mpk

x1 x3 x10

CR CR CR 

3 mpk 10 mpk 30mpk

Erlotinib 50mpk

2024ᶅ3
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VRN11. Competitive landscape

EGFR C797S ᾋ ~ ~  , Ŝ ᾋ ₩

B B

Q Q B` B``

B` B`

10mpk

20mpk

40mpk

: AACR2021, AACR2022, ESMO2021, AACR-NCI-EORTC2023

1mpk 

3mpk 
10mpk 

30mpk 

15mpk 

60mpk 

5mpk 
10mpk
30mpk 

VRN11

v
v
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╠ ᾋ Ḇ Ṁ Ɵ ƛ

Ṁ ţ

VRN11. EGFR Ṁ Ɵ ƛ

: Nicola Colclough etal. Clin Cancer Res 1 January 2021; 27 (1): 189®201. 
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Tarceva Iressa Gilotrif Tagrisso VRN07 VRN11

Mouse Rat

100%

Afatinib OsimertinibGefitinibErlotinib

EGFR Ṁ- Ɵ ƛ (Kp,uu , Brain/ Mouse, Rat) 

Include  

Brain metastasis(BM) 

and Leptomeningeal metastasis(LM) patients

- untreated and asymptomatic patients

- treated and controlled
*

patients

Ṁ , ἑƔň ţ

Del19, L858R, C797S, uncommon₱
ἑ ₱

EGFR ₱ ~ ἑNSCLC

controlled : Ṁ steroid 10mg/daily ~ἦ
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VRN07 Active brain metastases ȏ ἦ

VRN07 vs VRN11. Active CNS Metastases 

VRN07(ORIC-114) VRN11

In-vivo

Data

ľ EGFR Exon20 Ins.

EGFR del19, EGFR L858R 

EGFR del19/C797S, EGFR L858R/C797S 

EGFR uncommon mutation 

BM Patients Inclusion of patients with active brain metastases Inclusion of patients with active brain metastases

Clinical trial 

Data

Ṁ n =13

CR 1

PR / SD 7  

2023ᶅ10 Ȍ 1 IND 

2024ᶅ01 ᾋ 1 IND 

100% 

ƛ
77% 

ƛ

: AACR2022
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VRN11.Selectivity

EGFR C797S ᾋ ~ ~  , Ŝ ᾋ ₩

Percent Control

0%

0.1%

0.1~1%

1~5%

5~10%

VRN11

T B

S-core(10) 0.24

C T

S-core(10) 0.51

BI B

S-core(10) 0.13

B B

S-core(10) 0.32

S-core(10) = 0.01

: Eurofins DiscoverXKinomescan, 1 uM concentration


