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Major Oncogenic Mutations for NSCLC(EGFR exon20 insertion)

80%

Uncommon
20%
First-Line Therapy Subsequent Therapy

Amivantamab +Chemotherapy s Chemotherapy

Chemotherapy mmm)p Amivantamab

v H|AM|ZH Q2K & EGFR Exon20 ins =3 #H 0| 27 2HX} 3~4%
v EGFRExon20ins S HHO| K| A% 2 2~3x ¥

v 2021.05, Amivantamab 2Xt X| 2 X| 7+£50l

v’ 2024.03, Amivantamab+Chemotherapy 1X} X| 2X| &€l
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VRNO7(ORIC-114). 2X} X| 2 M| 2MQ| 2 &

Efficacy in 2nd Line EGFR Exon20 Insertion NSCLC

&OvoroNOI VRNO7
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1. Heavily treated 2tX} CHA S-St

VRNO07(ORIC-114). ESMO 2023

v EGFR Exon20

Baseline

End of Cycle 2: Complete Response

—

:.v. \\

-

Baseline (1 out of 4 lesions shown) End of Cycle 1: Complete Response

v HER2 Exon20

s

End of Cycle 2: Partial Response

)
Baseline

EX: ESM02023

25l & HIO|E

Patient: 55F with EGFR exon 20 mutated NSCLC

Prior therapy: Pemetrexed/cisplatin and amivantamab

CNS metastases at baseline: Four active CNS non-target
lesions

- Previously untreated

- No prior surgery

= No prior radiation
ORIC-114 dose: 75 mg QD

Systemic response: Partial response after Cycle 1 (60%
reduction of all target and non-target lesions) followed by
complete response at the end of Cycle 2 (100% reduction of
all target and non-target lesions), subsequently confirmed

CNS response: Complete response after Cycle 1 (100%
reduction of all 4 CNS lesions), confirmed after Cycle 2

Grade 22 treatment-related AEs: Grade 2 mucositis and
paronychia

Duration of treatment: Cycle 9 (ongoing)

Patient: 67M with HER2 exon 20 mutated NSCLC

Prior therapy: Pemetrexed/cisplatin, ipilimumab/
nivolumab/carboplatin, and pemetrexed/carboplatin/pembrolizumab

ORIC-114 dose: 30 mg BID

Systemic response: Partial response after Cycle 1 (100% reduction
of all target lesions; non-target lesions non-CR/non-PD), confirmed at
the end of Cycle 2 (100% reduction of all target lesions)

Grade 22 treatment-related AEs: Grade 2 rash and nausea
Duration of treatment: Cycle 3 (ongoing)

‘/Chemotherapy,
Amivantamab X| & 0| F2| ZHX}

VY Cycle 2, HAI 9FF B
b s

Cycle 1, CNS =
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2. Amivantamab 0| 22| X| &2 1§ H0{E g QA 00| E

VRNO07(ORIC-114). ESMO 2023

VRNO7(ORIC-114) X138 Atzt EGFR Exon20 ins NSCLC 2X} X|2X| 24t G|O|E{ H|

60_ . 75mg

Dose Escalation

(]
* & 40— 0 2% ARRIVENT Q izal Pharma cull?nan
[0] Q BBED oncoLoay
N . 20 S 5 Q
™ £ 7 & Furmonertinib| Sunvozertinib | Zipalertinib
[ & ¥ ¥ A
(2] —_—
%, Sixl| Dose optimization ZI3H s 0 with ol 306
‘D g 0
S (80mg,120mg) ki prior exon20 (7% EGFR) (amivaramab) 4%
& - EGFR(%)
3]
w 2
©
Safety N =32 e CR 0l 0l oy
: 9
» Time 2
© 46%
o
O ORR 46% (investigator) 41%
2
%) on
. 2| ""‘1 07H ‘% 2|
Unconfirmed ORR PFS 7718 1270

Heavily treated 2HX} Cf &
v With prior Exon20 EGFR 81%

38)

67%(2/3)

§+HF:-.L v" Chemo — Ami — (Mobo or Blu-451 5) eR
=TT v X7 SR 2RO A R E k| H0| 2Rt Prior EGFR R . N

exon 20 therapy
With Prior Exon20 EGFR 81%

86%

v Amivantamab 0| 22| X| & &1} =9l

v 74 OFE | 2Kt X| 2H| 2 M2 243t
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Z7%: 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 $31-S37, November 2019. | DOI: 10.4103/ijc.lJC_455_19

NSCLC x|H0| T4 &

Indian Journal of

CANCER

Management of CNS metastases in patients with EGFR mutation-
positive NSCLC

Shetty, Vijith; Babu, Suresh’

Central nervous system (CNS) metastases are a major
complication associated with non-small cell lung
cancer (NSCLC) and are seen in >30% of patients.!"?!

About 25% of patients with NSCLC have CNS metastases
at initial presentation, whereas 80% of patients develop it

(within 2 years of NSCLC diagnosis.”)| The rising incidence
of CNS metastases in NSCLC is probably due to better
control of extracranial disease and increase in detection rates
of asymptomatic CNS metastases with improved magnetic
resonance imaging techniques.*/ This review compares
the efficacy and safety of various available options in the
management of NSCLC with CNS metastases.

240% 0| 2| k|0 2tx} F X ZITHUSHM
0|0 k70| Q! = 28X} 25% O] 4,

Ct 2t O|LY0j] 80% ZHX} | K 0] wkAd
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EGFR EHX| =2 k|2 FatE

£QIEl X| 27| CH] £2 = @EHE 118 2 7HE] VRNO7(ORIC-114)

7|& EGFR TKIs2| k|22 Fal8 EGFR x| 2H|Q| k|- &5 118 (Kp,uu, Brain/ Mouse, Rat)

Preclinical Comparison of the Blood-brain barrier Permeability of Osimertinib with Other
EGFR TKls

Nicola Coklough, Kan Chen, Peler Jomnsirom, Nicole Strimaier, Yumei Yan, Gail L Wigley, Magnus Schou, Richard Goodwn, Katarina Vamas, Saly J. Adua, Mingh Zhao,
Don X. Nguyen, Gareth Magiennon, Peter Barion, James Alinson, Lin Zhang, Annika Janefeki, Joanne Wison, Aaron Smilh, AKIN(D Takano, Ryosuke Arakana,

WMikhail Kondrashov, Jonas Maimquis!, Evgeny Revunov, Ana Vazquez-Romero, Mohammad Mahdi Moein. Aert D. Windhorst, Natasha A Karp, M. Raymond V. Finkay, = Mouse B Rat
Richard A Viard, James W.T. Yates. Paul D. Smith, Lars Farde, Zack Cheng, and Damren A E. Cross

100.0%

DOL: 10, 1158/1078-0432 CCR-19-1671 Publshed January 2021 ) G srsssmes

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. prrnenness,
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| | eclaza
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%
AZ5104 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%| lressa
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 Egs. (3) and (4).
NV—no value determined—compound detected at only one or two time points.
Fraction unbound in plasma fuplasma and fraction unbound in brain fubrain average of n = 3; (SD) Taroeva |ressa Gllot"f Tagrisso VRN07
Erlotinib Gefitinib Afatinib Osimertinib

Z7%: Nicola Colclough et al. Clin Cancer Res 1 January 2021; 27 (1): 189-201. VORONOI _ 11
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3. Active | M 0| ZHX}of| L3t X| 2 B AIE StoIsH

| Mgy W

Active brain metastases - EGFR X| 2H| & 4 %| %
7|Z EGFR &} EXX|=2H Yo A

Patient Selection

Key inclusion criteria included presence on tissue biopsy of 21 of the
two common EGFR mutations associated with TKI sensitivity
(ex19del, LB58R) and treatment-naive for locally advanced or

metastatic NSCLC| Key exclusion criteria included symptomatic and|
[unstable brain metastases|(patients with asymptomatic and stable

brain metastases were eligible if radiation therapy or surgery was
completed and no steroids were received for >2 weeks before
random assignment).

VRNO7(ORIC-114), Patient Population

* Any advanced solid tumor with locally documented:
- EGFR exon 20 insertion mutation
- HERZ2 exon 20 insertion mutation
- HER2 ampilification or overexpression
- Atypical EGFR mutation (NSCLC only)

* Prior chemotherapy

+ All other prior therapies allowed, including prior exon
20 targeted therapies

* RECIST v1.1 measurable disease

+ Patients with CNS metastases allowed, including
asymptomatic untreated CNS metastases

+ ECOG 0-1

- Active k| 0| 2tX} oo Ak SHX} B

-

X|Ho|
Bt (%)

VRNO7 86
ORIC-114

(active &)

Amivantamab 22

Mobocertinib 35

Furmonertinib 29

Sunvozertinib 32
58
BLUSST oo =
. - 38
Zipalertinib (only stable)

ZX: DOI: 10.1200/JC0O.23.00515 Journal of Clinical Oncology 41, no. 26 (September 10, 2023) 4208-4217., AACR2022, ESMO2023

Z| = @l e HlofE

« - - -
Baseline (1 out of 4 lesions st

Y emem

End of Cycle 1: Complete Response

+ CNS metastases at baseline: Four active CNS non-target

lesions

- Previously untreated
- No prior surgery

- No prior radiation

* CNS response: Complete response after Cycle 1 (100%

reduction of all 4 CNS lesions), confirmed after Cycle 2

E|Ho| &%} 138 T 58T m5 =
v CR1YH
v PR/SD7H

Active | 0| SFX}0| A CR Af2f| Z| == =0l
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Off-target Toxicity

Off-target Example

() ATP Binding pocket

Off-target Toxicity

- YA ITME oY 2

Sunitinib-induced cardiotoxicity is mediated by off-
target inhibition of AMP-activated protein kinase

Kinase wild type
\
@
7 kinase A Family
r eee i
wild
H / , kinase B Family
Off-target & ' |\ 7 wild
- H
‘::: vv. Kkinase Z Family
wild
Z

ZEX: Freepik(Lifestylernemory)
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VRNO7(ORIC-114). Selectivity

H| A M ZH 2 EGFR Exon20 insertion EFZl X| 25| Ab2

Poziotinib Mobocertinib
S-core(10) S-core(10)
VRNO7(ORIC-114)

(1 M, top 10%)

BDTX-189 Zipalertinib

S-core(10) S-core(10)

Percent Control
S ®
> |/ 0.1%
o, @ 01~1%
) / ® 1~5%
> ° o
“'-'"’”‘t::x// 5~10%

X AACR2022 VORONOI _ 15
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4. Off-target S/40| gl= x| x9|

VRNO07(ORIC-114). Off-target Toxicity

Clinical trial. Off-target Toxicity datar=+s

214 H|O|Ef

Grade >3 5%t

SEL
N Total Off-target Toxicity
Amivantamab’ o o o o " . -
(Monotherapy) 114 35% IRR 3%, decreased lymphocytes 8%, dyspnea 2%, Interstitial lung disease, ocular toxicity
Amivantamab o 2 TG - R Ao
+ Chemotherapy 130 72% IRR 5%, Neutropenia 45%, Thrombocytopenia 15%, Anemia 12%, Leukopenia 20%
. Blood Creatine phosphokinase increased 17.3%, Lipase increased 1.9%, anemia 5.8%, Lipase
0]
Sunvozertinib 104 39% 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(AST increased) 4%
N i
- ORIC-114 e !
i (VRNO?) &Y 19% X ]
e O O [
ZX: Keunchil Park et al, JCO 39, 3391-3402(2021), FDA RYBTRVANT Label 2ESMO2023, 3A. Passaro et al, Annals of Oncology, Volume 35, Issue 1,2024., ASCO2023, SWCLC2023, VORONOI 16

6Zofia Piotrowska et al,, JCO 41, 4218-4225(2023). *Q & &2 O|49| 2% [|0|H
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VRNO7(ORIC-114), EGFR Exon20 Ins. H| 2 M| =1t 2k} X| 2 H| 7|CH

EGFR Exon20 Ins. H| 2 M| Z 5| 2K} X| 2X| 2A{2] 7}54 =l

- L

Heavily treated 2K} Ci & 5 ot 2t 2t5fj(cr) & 4 Hf| O] E

[ ==

Amivantamab =& X2 X|2 1tE HoE g A A §0|H

1 e L

Active k| O] 2txtof Ciet X[ & 20t =HQlst == A4 H|oH

Off-target /30| gl Z|x2| A4 §|0|E
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VRNO7(ORIC-114). 1X} X| 2X| A|H2 2 =%

Treatment-naive 2tX} CHAF 2HEF AT E TA|

ORrIC

ORIC Pharmaceuticals Announces First Patients Dosed Across Three Expansion Cohorts in Phase
1b Trial of ORIC-114 in Patients with Mutated NSCLC

April 15, 2024 at 4:15 PM EDT

Initiated multiple Phase 1b expansion cohorts to determine the RP2D of ORIC-114 in NSCLC patients with EGFR exon 20, HER2 exon 20, or EGFR

Additionally, the company initiated an extension cohort to
evaluate ORIC-114 for the treatment of patients with first-line,
treatment-naive EGFR exon 20 NSCLC

717 siage oncology company focUsed on developing (reatments thal address mechanisms of (herapeutic resistance, today announced the completion of |~

the dose escalation portion of the Phase 1b trial of ORIC-114 in patients with advanced solid tumors with EGFR and HER2 exon 20 alterations or
HER?2 amplifications. Based upon these data, ORIC selected the two provisional recommended Phase 2 dose (RP2D) levels of ORIC-114 at 80 mg
and 120 mg QD, which are being further evaluated in three dose expansion cohorts for dose optimization and final RP2D selection. These expansion
cohorts have now been initiated in patients with non-small cell lung cancer (NSCLC) with EGFR exon 20 (EGFR exon 20 inhibitor naive), HER2 exon
20, or EGFR atypical mutations. The company also announced the initiation of an extension cohort for the treatment of patients with first-line,
treatment-naive EGFR exon 20 NSCLC.

VRNO7(ORIC-114)

EGFR V769_D770insASV
6;3000- Vehicle

E ORIC-114 (2 mg/kg QD)

'TE' ORIC-114 (4 mg/kg QD) Body Weight
E 20004 .

©

> 2

g 2

E 1000+ o

= ®

c

g G

s 0 a 110% TG

0 10 20 30 Days After Treatment
Days After Treatment

EGFR Exon20 insertion E}Z!l X| 2| H|O|E{ H|11

D770delinsGY

Tumor Volume (mm3)

ORR 73%, PFS 11m
Grade 23 AEs 75%
EGFR V769_D770insASV
1500 = Vehicle - 20—
- Furmonertinib (15 mg/kg) §
12501 | Furmonertinib (30 mafke) S 104
1000 -+ Furmonertinib (50 mg/kg) E
7501 £ oA
500 'g
250- < -10-
3
7T D 2
0 5 10 15 °
Days post dosin
Y Ph.1b(N =28)
ORR 79%, PFS 11m
Grade 23 AEs 13~29%

Tumor volume (mm?)
o>
(=3
o

—— \/ehicle
----- ©®---+ |gG1 30 mg/kg
g Amivantamab 30 mg/kg

g & T B M
Day after treatment

Ph.3(Ami+chemo vs chemo, N = 308)

Z7%: ORIC, AACR2021, IASLC2022, WCLC2023, ESMO2023, Jiyeon Yun et al,, Cancer Discov 1 August 2020; 10 (8): 1194-1209
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Tumor volume (mm?®)

1,000
900
800
700
600
500
400
300
200
100

H773_V774insH
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~~~~~ @+ 1gG1 30 mg/kg
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& 7 B
Day after treatment
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T
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VRNO07(ORIC-114). Planned Next Steps

2026
Completion
of Phase 1/2 study
2025 (estimated)

EGFR exon20 insertion
(EGFR exon20 inhibitor naive)

Phase 1b
Dose HER2 exon20 insertion

optimization _

EGFR atypical

EGFR exon20 insertion

(EGFR exon20 inhibitor naive)

NDA Filings

for Accelerated
Approvals

HER2 exon20 insertion

EGFR atypical

Phase 1b
Dose
extension

Treatment-naive EGFR Exon20

insertion

VORONOI _ 19
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VRNO7(ORIC-114). M-27}2| "7} H}E njo| =2}l 7}X| of| &

2026
Completion
of Phase 1/2 study
(estimated)

-~ Development milestone : Sales milestone . ok oo
A <l
CrIC 11 580074 Sty . 491 50000} Sty V Total milestone 2§ 7,90021 &l
| v ¥Zt Royalty! 4009 ~500H & 7 (x25'H)
i Royalty > X2 1=H 0|Y FH 7k

v EZ3H i E oY 72 2,000

=2 Y Peak sales'2] 20% 71’8

'

fo.
= . v B8t B OIUAE 0|4 72 4,002
. 22 Peak sales'2| 2l 71
| Royal
: yaty V @7t Royalty 1402 %7 (x25'3)
: > 2F 3,400 = 75
oll2| SHANe| mto| =2l HItE Soll 7
Market share 30% 7}’d, EGFR exon20 ins. 1X} X|2X| A% O|z=g
Z7K: 1) Peak Sales(Cantor Fitzgerald Research (2024.02)), Net Sales to Gross Sales 85% 7}, Royalty H|&: high single 7t VORONOI _ 20
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VRNO7(ORIC-114). Reference Deal

1. Cullinan Oncology(CGEM) — Taiho Pharmaceutical Deal:
v/ 2022'H, Cullinan Oncology©| Taiho Parmaceutical0il 7|=0[T ot 22t 1/24F THA 2| Zipalertinib(CLN-081/TAS6417)
v A%f=E 29 7,500 He] + OFLAE 19 3,000 HR|=E, T 49 5007 222 Af A2

(O] = Sales®| 50% % Y&/5= Mgt 22 E H2| 100%)

2. Blueprint Medicines(BPMC) — Lengo Therapeutics 215

v Y THA(ND ready asset)2| BLU-451(LNG-451) =2}

v A3 29 50008 22| + 517} o) OUAE 29 15002 Z2{2, & 49 6,5002F 22| F2
v 2024E JiE ST

3. Arrivent Biopharma(AVBP) 20244 NASDAQ 47%:
v A 34 =01 Furmonertinib(EGFR/HER2 Exon20 ins EFZ HIAMZH @ X| 2 X|)S HIEIC 2 A%
v ST YA AZESH 740 Sy

ZX: Cantor Fitzgerald Research (2024.02) VORONOI _ 21
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Major Oncogenic Mutations for NSCLC

Del19/C797S

80%

L858R/C797S

Y

Uncommon
20%

+—>

G719X  L861Q S768I

[ VRN11 EF 20|

e ]
.o ’
---------------------- ~ L 8 B &N &N & _§B B & &8 N § §N N §N_ § § § § N _§ § N J
\'t
m First-Line Therapy Subsequent Therapy
Del19, L858R Tagrisso ~ Wmp-1| X0| X}, 0|EE |2 42 =X
G719X,L861Q, S768I Gilotrif, Tagrisso sy 1| 0| gtX}, 0|5 X 0|8 49 =X
Del19/C797S, L858R/C797S S0 X| 2 H| £X4

v' EGFRDel19, L858R EAHHHO| A|ZF 2 102 0|4

v' EGFR uncommon =% 0|(G719X, L861Q, S768I) A| & 2 2~3% &
I v/ EGFRC797S S HO| A& 2 222 0|4
v H|2SMZH S 2HAt S f 0| 4 H|E 30~40% Ol &
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VRNO7 & VRN11. in-vivo & Clinical trial

VRNO7(ORIC-114) VRN11

"’E 8007 vehicle
£ ORIC-114 (2mglkg QD)
EGOO- ORIC-114 (4mglkg QD)
=
% 4004
2 200
5 120% TG
2 o 27% TGI
0 10 20
Days After Treatment
Body Weight
20
% 10
£
g2 o0
[X]
<-10
-20

Days After Treatment

Dose Escalation
A

ZEX: AACR2021

PR 3/15
CR1M15
SD 4/15

DOR 53.3%

25001
—_ —e— Vehicle
L —e— Erlotinib (50 mpk) QD
E 20004 VRN110755 (3 r:pk)QD
- ~s— VRN110755 (10 mpk) QD
E 15004 -« VRN110755 (30 mpk) QD
32
< 1000 Erlotinib 50mpk
]
E 500+ -
= CR CR CR
0 T T & d 1
o M 10 15 |3 mpk || 10 mpk|| 30mpk
Days after treatment
x1 x3 x10
o 20 l,I_l’Ei
E 15P:_—H‘—*_——*—'—’ 3 mpk || 10 mpk || 30mpk
% 104 N J J
o
o
m 54
0 T T 1
0 5 10 15
Days after treatment
Dose Escalation
Ph.1 Cohort
Efficacy dose
o
20245 38

21X} EOF A/}
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VRN11. Competitive landscape

27 EGFR C797s0]| Cligh X| = |7t £ xliTt 712, B’ 2f= CHH| Flo{t 25 =l

BAI BYE B'Al B'2f=

= 3000 - 3.000 )

»

% 2500+ aeon 10mpk
VRN11 2 2000-

2,000

1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1 5—:
| . Es00 E ; 20mpk
I Lo P impk ...
1 1 g
! 2500- ! 5 1000 // E
| I— 1 g 3mpk 1.000
I = 1
I E ' 5 o0 10mpk
= 2000+ . £ | e . 30mok o
1 St 1 |E 0 T T T T T T P ﬁggp&k
@ 1 0 3 6 9 12 15 18 N e ______ % 2emiceTR
: g 1500+ : Days after the start of treatment e I . 2 %
: =) : Day after the start of treatment
= 1000
1 1 = A o=
: ‘g‘ . QA QYE B'Al B"Y%E
! E 500+ ! A
! ! ! 800 400
1 1
1 0 T e T o | (I = 350~
: 0 5 10 15 : g 600 E’ 300
! Days after treatment ] g =
1 1 =2 4004 g @
1 T 15mpk 2 150
1 5 £ -
: -+ Vehicle : g 200+ & i
| —s— Erlotinib (50 mpk) QD . — 60mpk 1
1 1 0 S S : S
. —+ VRN110755 (3 mpk) QD | 01— ¥ T T r T T 1 3 5 7 9 1 13 15 17 19 21 23 25 27 20 31
1 —e— VRN110755 (10 mpk) QD 1 0 4 7 11 14 18 21 Day after treatment
: —e~ VRN110755 (30 mpk) QD : Days after administration(d)
1 1

EX: AACR2021, AACR2022, ESM0O2021, AACR-NCI-EORTC2023 VORONOI _ 25



Investor Relations 2024

OISl X| 2 H| CHH| &2 k| HEA
O|S HIEIO 2 B k| HO| TX} ZEBH

EGFR X| 2X|2| k|- &2tE E1l2 (Kp,uu, Brain/ Mouse, Rat) =£|Z0|, 148} H0| EXIE Zesl= Z 2% Q1 QAr M

100%0| 4}

® Mouse & Rat

Del19, L858R, C797S, uncommon =X tH0|
L E'c:; %Etﬁmlg E'é‘l-'é‘l-
EGFR %W o} EAHHO|7t A= NSCLC

PA =

Include
Brain metastasis(BM)
and Leptomeningeal metastasis(LM) patients
- untreated and asymptomatic patients
- treated and controlled” patients

Tarceva Iressa Gilotrif ~ Tagrisso =~ VRNO7 VRN11 controlled : | F10| 2 QI8+ ZA+2 steroid 10mg/daily2 =X 7Hs St SHXt
Erlotinib Gefitinib Afatinib Osimertinib

T T

Z7%: Nicola Colclough et al. Clin Cancer Res 1 January 2021; 27 (1): 189-201.
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VRNO7 vs VRN11. Active CNS Metastases

VRNO72 E56l Active brain metastases ZtXI0| A 2| 25 21! 3! VRN110j|A{2] X| & 21} 7|CH

VRNO7(ORIC-114)

8 510
g Vehicle QD
i H‘W' ORIC-114
In-vivo tc 1.5 mg/kg QD
Data £5101 ORIC-114
3 Jt::. 1.5 mg/kg BID
2~ ORIC-114
s 3 mg/kg QD
! T T T T T 1
Days After Treatment
Ef2A EGFR Exon20 Ins.
BM Patients Inclusion of patients with active brain metastases
. . ™0l B Kp =
Clinical trial |H0| 2kXtn =13
Data CR1
PR/SD7

EX: AACR2022

VRN11

Vehicle

Total flux [Photon/s]

0 5 10 15 20 25
Days after treatment

EGFR del19, EGFR L858R
EGFR del19/C797S, EGFR L858R/C797S
EGFR uncommon mutation

Inclusion of patients with active brain metastases

20235108 2t= Q4 14/ IND 52/
2024 501 & LBt Q414 IND 52/

Osimertinib (12.5 mpk)
VRN110755 (5 mpk)
VRN110755 (10 mpk)
VRN110755 (20 mpk)
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VRN11. Selectivity

Xl EGFR C797S0]| CH$t X| 2 H|7t £ X3t 712 H|, A% 2= CHH| MEld 24X 29
0| £ HIEI2 2 Off-target £2H20| 8i= 4= 7|Cl

r- === =-="="="="="=""="=""="=-""="=""="="========= 1
= =
: : TAI BE CAI TS
1 ! S-core(10) 0.24 S-core(10) 0.51
| |
| |
| VRN11 1
1 S-core(10) = 0.01 1
| |
I I ‘,
| | |
| | N
o |
| I /|
I STE |
| |
I o I
! CK1 !
| . |
| | o e
I ) I BIAl B2t E BAI B =
\ e " S-core(10) 0.13 S-core(10) 0.32
" I =
1 OTHER AGC 1
| |
| |
I I
| 1 R o i
| i | = }
5 . of
| | O | Percent Control
I ! s ®
1 4 CAMK | ; 4 0.1%
| h I S 0.1~1%
. % . . (]
I 1 e ® 1-5%
| I ® 5-10%
B - S S S S S S S RS S S R B S B R B B B BN S S S B S S e -l

241, ; ) .
ZX: Eurofins DiscoverX Kinomescan, 1 uM concentration VORONOI _ 28
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VRNO7 & VRN11. On-target WT EGFR sparing

Highly potent against EGFR mutation

. EIMEINS

EGFR Mutant
i EGFR §
i ~ Exon20 | On-target
: Insertion | =)

EHI(EGFR)E HH|ot= == sl

VRNO7

IC50 (nM)
= NN W b U1 O
O O O O O o o

BN EGFR WT [ EGFR A763_V764insFQEA

£%: AACR-NCI-EORTC, WCLC2023

[ EGFR A763_Y764insFHEA
EGFR D770_N771insNPG
EGFR N771_P772insH

I EGFR A767_S768insTLA

EGFR wild type EGFR Mutant

4 N e T ¥
EGFR i EGFR

o C797 i (:_)7975 i

EXOI‘IZO On-target ! i

78 | s

\ j I\ ____________________________ /‘

--------------------- v

70
60
50
40
30
20

IC50 (nM)

I Ba/F3 EGFR WT I EGFR Dell9 N EGFR G719A

I HaCaT

N EGFR L858R I EGFR G719C
N EGFR DC [ EGFR G719S
[ EGFR LC EGFR L861Q

EGFR E709K

‘

Ba/F3 EGFR cell lines
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VRNO7 & VRN11. Toxicity

VRN11, On-target/Off-target

2x20| &

|

Clinical trial. On-target Toxicity data

EGFR

re

Grade >3 %2

E%: ESM0O2023, ASCO2023, AACR-NCI-EORTC2023, Ramalingam SS, et al,; FLAURA Investigators. N Engl J Med. 2020 Jan 2;382(1):41-50. doi: 10.1056/NE/Moa1913662. Epub 2019 Nov 21.
28 8% 04 £

& ol

E =
= Total(%) On-target Toxicity
Del19 . 34~82% | g
L858R Tagrisso (FLAURA) Diarrhea(&2Ah 3%
Del19 39% HFX| o, . M A o
L858R Leclaza (Laser301) Rash(Z %) 1.1%, Diarrhea(2AH 2.3%
o <EGFR> Paronych|a(ﬁ.:— =.—r-r|°") 11%, Rash(Z%!) 15%, Diarrhea “Ab 2%, Dermatitis
&?gg +Ii_al(3:|r23/€;nt M A7R?P/E)S " acneiform(0{ EE & T2 A) 8%, Stomatitis(7-LH ) 1%, Pruritus(’t24&3) 0.5%
Y <MET> Hypoalbumlnemla(x‘l LEOIHZF) 5%, Peripheral edema(E X ££F) 2%
Exon20 Ins. Sunvozertinib 39% Diarrhea(2 A 8%, Rash(ZZl) 1%, Paronychia(E 2 E&T9 &) 2%
EGER CT97S BDTX-1535 509" Diarrhea(2Ah) <20%, Rash(Z %) <20%, Stomatitis(T-LH &) <5%, Paronychia(=Z &3 &)
<5%
5 H
i Exon20 Ins SRl 19%" Diarrhea(&Ah 9% , St titis(TELH &), 3%, Pruritis(?21-235) 3% i
: (VRNO7) 6 iarrhea % , Stomatitis 6, Pruritis =3) 3% :
: !
i EGFR C797S VRN11 i
1 1

VORONOI _
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VRN11. NSCLC A| &2

H| M| Z 5| QF FOf0f| A SHHO|E = RIS A|E 2 dd
H| A M| Z5H o] SHHO|E 2tX} = 72(%)
EGFR C797S
254 30.24 1~20 40) 45.3~46.3

EGFR

L858R & Del19

8, 0= tiH| SE01 37i=(2! 5, 2)2| EGFR SHHO| LUS0| 1.6724H 0| =5 (B2 48%, U= 45%, 2= 43% - OI= 26%, F& 15%)

ﬂ
H| &M ZH ko] S HHOI'E of= AME7HK] 3 o= 84|

Target Mutant EGFR C797S EGFR Exon20 ins. RET fusion “

& 2= Gavreto (Blueprint Medicines) Rozlytrek (Ignyta)
SAX K| 2%
1% A= R ISR ITES N e e Retevmo (Loxo Oncology) Xalkori (Pfizer)
INES;
P j,ﬂm - 25% 0|4 3@ 0[4 1529 0[4 129 0|4
Peak Sales - - 0.8Z&l(E, Gavreto) / 1Z=-H(E, Retevmo) 0.3ZR(E)/0.7ZR(17)
. - . Blueprint Medicines-Lengo Blueprint Medicines > Roche Ignyta-Roche
Reference I_lB(ll,JfE'lTﬁl\lﬂedlges ;?4 5 rLLng_l Therapeutics a2, (B=HRl) 71=01H of 2 24k, oF 22/ 7| el
Deal of 7330004 o =0 Qe thA|, 7| g ol Eli Lilly-Loxo Oncology Turning Point Therapeutic-BMS
’ = o 5,300 Yatodd, 7| gl 2 oxdl Aa/24, A BT 7| Yol
Blueprint Medicines . .
: L : Takeda Blueprint Medicines BMS
V2N
HEAY CIE] Tlan%r;guF;harmaceuncal Blueprint Medicines Loxo Oncology Roche

ZX : (1) Mol Cancer Ther. 2013 Feb;12(2):220-9. doi: 10.1158/1535-7163.MCT-12-0620. Epub 2013 Jan 31. (2) J Hematol Oncol 14, 50 (2021). (3) Clin Cancer Res. 2012 Sep 15;18(18):4910-8. doi: 10.1158/1078-0432.CCR-12-0912. Epub 2012
Jul 3. (4) Mol Cancer. 2018 Feb 19;17(1):29.doi: 10.1186/s12943-018-0778-0.

*EGFR Frequency: Am J Cancer Res. 2015 Aug 15;5(9):2892-911. eCollection 2015 *KRAS Frequency: Cancer Treat Rev.2021 May;96:102179. doi: 10.1016/j.ctrv.2021.102179. Epub 2021 Mar 19 *ROS1 Frequency: J Clin Oncol. 2015;33(9):992-

999. doi:10.1200/JC0O.2014.58.3302

- : - N EEES) 519 Q0 oy |ES TR
Peak Sales: Globaldata, $1 = #1,247(\22|=2H571 20239 18 LY OjOf7|EE & VORONOI _ 31
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VRN11. Planned Next Steps
EGFR E¢HO| X| 2 X|0f| EXH5}= Creh 2hxt=tof T e oY

Dose escalation Dose expansion Dose extension
Phase 1a Phase 1b/2a Phase 2b/3

EGFR del19/C797S, L858R/C797S o
7hs 59

EGFR del19, L858R |50 (Active) 2}
¢ ’ 1% 715 S¢

EGFR Uncommon

&Sl

EGFR del19, L858R Head-to-Head
ey ol HILE ES 5O

EGFR Uncommon Head-to-Head
i, H1as S50

o A4 14 IND 521 0%,
-CHZH 1a/1b IND H|Z U £9Q1 et3

EGFR & 5L/ H2H EGFR 29 ©|Y, EGFR k| 0| HY S

C}2FSt EGFR £0°| X|23M 7|

-2 0= L4 IND HIE o™
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