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Major Oncogenic Mutations for NSCLC(EGFR exon20 insertion)

1%} ESitH0|

80%

Uncommon
20%
First-Line Therapy Subsequent Therapy
L

----------------- Amivantamab +Chemotherapy s Chemotherapy
Chemotherapy mmm)p Amivantamab

v HIAMIZH|QF §EX} 3 EGFR Exon20 ins SHHO| R EHXt 3~4%

v' EGFR Exon20 ins SHHO| ZH| AT} &2 2~3%3

v 2021.05, Amivantamab 2%} X|2H| 714591

v’ 2024.03, Amivantamab+Chemotherapy 1X} X|2| £2!
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VRNO7(ORIC-114). Efficacy

Efficacy in 2nd Line EGFR Exon20 Insertion NSCLC
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VRNO7(ORIC-114). ESMO 2023

Patient Vignettes of ESM02023

v" EGFR Exon20

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 J
Baseline End of Cycle 2: Complete Response - No prior radiation . _
s : - ORIC-114 dose: 75 mg QD Active | 0] 2EXtoflM
TR . . S + Systemic response: Partial response after Cycle 1 (60% CR AR == &0l

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)

A | ty
- : - < .'\A \:b%—.ﬂ

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

v" HER2 Exon20
» 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 3II:|_-|9_| §DI-O=I-' |§ Jél_ﬁH i_}x'.
+ Systemic response: Partial response after Cycle 1 (100% reduction Q} X E%H =13
L =

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

Baseline End of Cycle 2: Partial Response + Duration of treatment: Cycle 3 (ongoing)

EX{: ESM02023 VORONOI _ 7
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VRNO7(ORIC-114). ESMO 2023

Post— Amivantamab. ZIA /70 &5 &9l
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EGFR ZXX| =X L[HEEH Ful=

k|o| 2tXjol| CHet 0|5 E 2l =2 EX|
of=9| k[t Sl W2 olf NSCLC k|ZHo| H S

; Blood Indian Journal of
! o st ] | CANCER
| ... ‘) | Management of CNS metastases in patients with EGFR mutation-
| Blood. - ¢ positive NSCLC
: Brain Barrier | u "] I:] ‘ 3 Shetty, Vijith; Babu, Suresh’
; ‘. ‘) ] Central nervous system (CNS) metastases are a major
‘ Brain ‘ 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

o2 k|2 #2 0|k et

— =

OF=2 L |-SHxtH(Blood-Brain Barrier, BBBYS

57| ol2E 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.

" 107 —— EGFR mutant
s EGFR wil =
" B 240% 0|42 | H0| EHX} F XS TITH o HA]
8% 12 3 — y
- 0| &{ZI0|RU= £HX} 25% 04,
3 | : )
1 XICH 214 O|Lioll 80% ZHXF k}xi0| wral
gs 2
T Y B HY
| ) ] approval approval E™] mrees%cn=127(10610152)
‘ l o P=0008
0 T T T
SLLLEELELELELELF S . ‘I'imaf:omdiagnoszis(years) ?
ZX1: FDA website, Globaldata, Neuro-Oncology, Brain metastasis ESMO 2019 VORONOI _ 9

Shetty, Vijith; Babu, Suresh1. Management of CNS metastases in patients with EGFR mutation-positive NSCLC. Indian Journal of Cancer 56(Suppl 1):p $31-537, November 2019. | DOIL: 10.4103/jc.UC_455_19
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EGFR ZXX| =X L[HEEH Ful=

0

S2UE X|=H| ChH| =2 =IF2EH FokES 71 VRNO7(ORIC-114)

7|= EGFR TKlis2| k| 2Ee Enl= EGFR X|2H[2| k|-&2txtH Enk2 (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 117 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) Tarceva |ressa Gllotrlf TagriSSO VRN07
Erlotinib Gefitinib Afatinib Osimertinib

ZX: Nicola Colclough et al. Clin Cancer Res 1 January 2021; 27 (1): 189-201. VORONOI _ 10
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Active brain metastases — EGFR X|2X| = QAL X|=

VRNO7(ORIC-114), Complete response after Cycle 1(100% reduction of all 4 CNS lesions)

7|Z EGFR H|2} EHX|=A| 2 A YUY CHA0IML] X|H0] &5
Patient Selection 10+
Key inclusion criteria included presence on tissue biopsy of 21 of the 9 o
U Eomn) - H
two common EGFR mutations associated with TKI sensitivity &9 \éi]'gmn
(ex19del, LB58R) and treatment-naive for locally advanced or é % 1074 4 1.5 mg/kg QD
c -
metastatic NSCLC.|Key exclusion criteria included symptomatic and| ngﬁ_ Si;lr(‘:‘;!lz o
lunstable brain metastases|(patients with asymptomatic and stable 2L ORIC-114
0 Z1054 r o 3 mg/kg QD
i p——

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

-

] H 12 15 18

D;ys Aﬂe; Treatment
VRNO7(ORIC—114), Patient Population QlAl 1aAl0IAe] k|Z0] &K} &5

« Any advanced solid tumor with locally documented:
- EGFR exon 20 insertion mutation
- HERZ2 exon 20 insertion mutation
- HERZ2 amplification or overexpression
- Atypical EGFR mutation (NSCLC only)
* Prior chemotherapy [ -
« All other prior therapies allowed, including prior exon X “ § " e
20 targeted therapies Basallv;;ﬁ out oH]oslons ;ho:m) End of CycI:1: Complai:;;sponsa
+ RECIST v1.1 measurable disease _ _ _
+ Patients with CNS metastases allowed, including h:lI,_‘|O| s_i}Il- 13% % S 8|:|°=| §-§ gﬁ’_l

asymptomatic untreated CNS metastases v CR1d
« ECOG 01 v  PR/SD 7H

> Active &|F0| Ekx} 55 QAL SIX} B E!

ZX{: DOI: 10.1200/C0.23.00515 Journal of Clinical Oncology 41, no. 26 (September 10, 2023) 4208-4217., AACR2022, ESMO2023 VORONOI _ 11
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VRNO7(ORIC-114). treatment-naive &tX} LA 2HEF IS E JHA|

COrIC

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 cohoris to determine the RP2D of ORIC-114 in NSCLC patients with EGFR exon 20, HER2 exan 20, or EGFR
) alypical mutations

Addlitionally, the company initiated an extension cohort
to evaluate ORIC-114 for the treatment of patients with

first-line, treatment-naive EGFR exon 20 NSCLC

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.

“Following the positive dose escalation data reported at ESMO 2023, we are excited to announce the advancement of ORIC-114 into Phase 1b dose
expansion,” said Pratik Multani, M.D., chief medical officer of ORIC. “Encouraging findings from the Phase 1b dose escalation phase of the trial

demonstrated a potential best-in-class profile for ORIC-114, with notable systemic responses and CNS responses, as well as a favorable safety
profile, in heavily pre-treated patients. Based on these results, we have identified the two dose levels that we are now advancing into Phase 1b
expansion cohorts to determine the final RP2D for further development, including potential registrational cohorts. At the request of many of our
investigators and because of the lack of other CNS-active agents against EGFR exon 20, we are also extending our trial to include a cohort evaluating
first-line, treatment-naive NSCLC. We are hopeful that the expansion portion of the trial will validate and build upon the encouraging efficacy seen in
the dose escalation, and plan to report results in the first half of 2025."

The Phase 1b dose escalation part of the trial evaluated ORIC-114 in patients with advanced solid tumors with EGFR and HER2 exon 20 alterations or
HER2 amplifications. Patients previously treated with an exon 20 targeted agent were eligible, including patients with CNS metastases that were either
treated or untreated but asymptomatic. Nearly all other clinical trials with EGFR exon 20 inhibitors severely restricted the eligible patient population
and excluded patients with active or untreated brain metastases and patients previously treated with an EGFR exon 20 inhibitor. The primary
objectives were o determine the provisional RP2D, and additional objectives included characterization of the safety, tolerability, pharmacokinetic, and
preliminary antitumor activity.

The Phase 1b expansion portion of the Irial will evaluate the safety and efficacy of ORIC-114 at the provisional RP2D levels of 80 mg and 120 mg QD
in patients with mutated NSCLC, including EGFR exon 20 (EGFR exon 20 inhibitor naive), HER2 exon 20, and EGFR atypical mutations. The primary
objectives are to determine the RP2D, and additional objectives include assessment of efficacy in terms of objective response rate, duration of
response and progression-free survival, including intracranial activity, as well as further characterization of the safety profile of ORIC-114.

Tumor Volume (mm3)

Body weight change (%)
o
I

£x: ORIC, AACR2021, IASLC2022

EGFR Exon20 insertion EtZ!l X|=&| 4t HIOE] H|w
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Off-target Toxicity
Off—target Example
|
“
7 22539520802 kinase A Family
wild
kinase B Family
wild
| :
kinase Z Family
wild
Z

() ATP Binding pocket

Off—target Toxicity
- gpsl %WIE_I 03| SAE HEOZ k= Sunitinibe] AMPK M|Z QIS A=A =2

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

0
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VRNO7(ORIC-114). Selectivity

HIAMIZEH|2F EGFR Exon20 insertion EF X|2H| AR

Poziotinib Mobocertinib
S-core(10) S-core(10)
VRNO7(ORIC-114)
(1M, top 10%) i &

BDTX-189
Score(10) S-core(10)

Percent Control
Q®

0.1%

Y 0.1~1%

® 1-5%

® 5.10%

EX{: AACR2022 VORONOI _ 14
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VRNO7(ORIC-114). Off-target Toxicity

Grade >3 2%

of=d
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 130 72% IRR 5%, Neutropenia 45%, Thrombocytopenia 15%, Anemia 12%, Leukopenia 20%

+ Chemotherapy

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%
___________________________________________________________________________________________________________________ :
ORIC-114 e 1
(VRNO?) 32 19% X i
___________________________________________________________________________________________________________________ 1

ZX{: 'Keunchil Park et al., JCO 39, 3391-3402(2021), FDA RYBTRVANT Label 2ESM02023, 3A. Passaro et al., Annals of Oncology, Volume 35, Issue 1,2024., 4ASC02023, "WCLC2023, ®Zofia Piotrowska et al., JCO 41, 4218-4225(2023).
‘RE 8% 0149 B Ho|g

VORONOI _ 15
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VRNO7(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
HER2 exon20 insertion for Accelerated
Approvals

EGFR atypical

Phae 1b Treatment-naive EGFR Exon20

Dose insertion
extension

VORONOI _ 16
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VRNO7(ORIC-114). M27}0| =7} HIE! mo| =2}l 7}x| of| Ak

2026
Completion
of Phase 1/2 study
(estimated)

-, Development milestone : Sales milestone .
\ ok ol
@) R | C 194 5,800t 242 . 494 5,0000F 2424 v Total milestone 2F 7,90024%4
| V/ 47t Royalty! 40024~500242 705
i Royalty D EA 19 O|MFN 7K

* i )
' - v B33 I E ol 72 2,000
. Milestone S22 Peak sales'2| 20% 71
& | %

v S T OUAE O} 75 4,000212)
S22 Peak sales'2| 244> 715
v 7t Royalty 1404 =H(x251H)
= k3,400 FH 7=

! Royalty

a2l ZSHAN el mo|=ZaIRl HIIE Sall &1
Market share 30% 7}, EGFR exon20 ins. 1X} X|2X| A|&F O|= &t

ZX%{: 1) Peak Sales(Cantor Fitzgerald Research (2024.02)), Net Sales to Gross Sales 85% 71, Royalty H|Z: high single 714 VORONOI 17
$1 =¥ 324(M2l=2tE7H 2024 12 oholr |28 B B
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VRNO7(ORIC-114). Reference Deal

1. Cullinan Oncology(CGEM) — Taiho Pharmaceutical Deal:
v/ 2022, Cullinan Oncology0| Taiho Parmaceutical®i| 7 |&0|%18t A 1/24F EHA|2] Zipalertinib(CLN-081/TAS6417)
v 7AI2kE 2947,5008t 22| + DIUAE 19 3,0008t H2{=2, & 49 5008t Z2{o| Ao} 72

=2—1—

(O]=2 Sales2| 50% %! U=/S= A|2lst == #H2| 100%)

2. Blueprint Medicines(BPMC) — Lengo Therapeutics Q1

v UM EHA|(IND ready asset)2| BLU-451(LNG-451) & &t

v A2tz 22 5,0002 =2 + 517}, Tof 0fUAE 21,5008 2=, F 4 6,5008 H212| 2
v 2024 A Y SH

3. Arrivent Biopharma(AVBP) 20244 NASDAQ Atz
v QA 34 =91 Furmonertinib(EGFR/HER2 Exon20 ins EFZA HIANMIEZHQE X |2 A} HIE o= AR
v AL AIZEEY 748t e

ZX%{: Cantor Fitzgerald Research (2024.02) VORONOI _ 18
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Major Oncogenic Mutations for NSCLC

1X} =SHHO| >

Del19/C797S

80%

L858R/C797S

Y

Uncommon
20% I G719X  L861Q S768I Soiio)
e ]
So o’
---------------------- ‘ L 8 B &N &N & _§B B & &8 N § §N N §N_ § § § § N _§ § N J
\'t
First-Line Therapy Subsequent Therapy
Del19, L858R Tagrisso - '-| 0| £HX}, 0|SF o|2 £ ZX|
G719X, L861Q, 5768l Gilotrif, Tagrisso - =| F0| £tX}, 0|EZ 2|2 £ =X
Del19/C797S, L858R/C797S &2l X|=A| x|

v' EGFR Del19, L858R S¢IHO| A|E 2 103 Ol

v' EGFR uncommon =%H0|(G719X, L861Q, S768l) A|Z} 72 2~3% ¢
I v' EGFR C797S EIHO| A 22X 3 04
v/ HIAMEHQ 2K} F k| 20| L4 HIZ 30~40% O4}

VORONOI _ 20



Investor Relations 2024

VRNO7 & VRN11. in-vivo & Clinical trial

VRNO7(ORIC-114) VRN11

«‘E‘ 800 venicie 28000
E ORIC-114 (Zmglkg QD) o . E:Iol:n?b {50 mpk) QD
USOO' ORIC-114 (4mg/kg QD) E 20004 VRN110755 (3 mpk) QD
g - —e— VRN110755 (10 mpk) QD
% E 15004 -« VRN110755 (30 mpk) QD
S 4004 5 -
E > 1000 Erlotinib 50mpk
o
= 200+ E 500 - ~N -
& 120% TG F o] CR CR CR
27% TGI T Ll ~—
2 o- o M 10 1513 mpk || 10 mpk || 30mpk
0 10 20 Days after treatment
Days After Treatment x1 x3 x10
3 201 l,I_l’Ei
Body Weight g T = 30pk||10mpk|| 30mpk
% 104 N J J
o
o
o 5
0 T T 1
0 5 10 15
Days After Treatment Days after treatment
Dose Escalation Dose Escalation
A
PR 3/15 b Ph:1 Cohort
% CR1/15 K Efficacy dose
— o
< SD 4/15 1 202414 38/
g 2 B =0 A
=] ]
DOR 53.3% 5:_,
[iT]

»Time

Ex{: AACR2021 VORONOI _ 21
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VRN11. Competitive landscape

SI%H EGFR C79750ll CHEH X| 27 LRS! 7H20, 2% o8 CHH| MEtY o= 99

BAl B2fE BAl B'2fE

= 3000 - 3.000

w

% 2500 aeon 10mpk
VRN11 = 2000

2,000

1 1
| |
| |
1 1
1 1
1 1
I 1
| |
| |
1 1
| 1 5—:‘.
I I E T .
: : E151)!:! 5 1mpk gm‘m 20mpk
@ g
I l g
I 2500 | 5 1000 // g
(I | S 3mpk 1.000
= | 500 10mpk
I E 2000+ 1 E _— . 30mok
| — | |E 0 T T T T T T P ﬁgrpp
roa I 0 3 6 9 12 15 18 y - e mmieetr
: g 1500+ | Days after the start of treatment ot T T - o
! _O ! Day after the start of treatment
. = 1000+ |
| | \\
: 'g' : QAI'Q r'E Bkl' B‘o
' 5 500- A
1 1
! a2 4 I 800 -
| |
| 0 T s LB o/~ =
| 0 5 10 15 | g 600 - E
| Days after treatment . H
I I = 400+ g
: : 2 15mpk ; 5mpk
~
I —e Vehicle I £ 2004 g 10mpk
| —e Erlotinib (50 mpk) QD - 60mpk 30mpk
| |
| —+— VRN110755 (3 mpk) QD : ol . r . ' v T 13 5 7 9 11 131517 10 21 23 25 27 29 31
I —e VRN110755 (10 mpk) QD I 0o 4 7 11 14 18 21 Day after reatment
: —e VRN110755 (30 mpk) QD : Days after administration(d)
| |

Ex{: AACR2021, AACR2022, ESM02021, AACR-NCI-EORTC2023 VORONOI _ 22
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VRN11. EGFR EXX|2X| |giztxiH Enls

SQ1E X|=H| CHH| =2 k[ eEtH Eubs 210l
O|Z HIE 2 of | o[ 2tx} = alot 4 A7
EaE (Kp,uy, Brain/ Mouse, Rat)  k|X0|, 38} HMo| EXIE Ee6h= S2EQ! Q4 AA|
100%0|At
STHO|

EGFR X|2All0] b} SEra
Del19, L858R, C797S, uncommon
0|E =&ist

= Eol‘gﬁﬁ
EGFR 243t S AHO|7} 4= NSCLC

-k

® Mouse & Rat

Include

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

steroid 10mg/daily2 =& 7}56t X}

Tagrisso VRNO7 VRN11 i
9 controlled : =|™0|2 OISt ZAIS

Osimertinib

Tarceva Iressa Gilotrif
Erlotinib Gefitinib Afatinib

Zx]: 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 S35} Active brain metastases EtXFL0|A L] 2= =101

VRNO7(ORIC-114) VRN11

)
0 c
0 ~ 105 5]
50 Vehicle QD k]
29 407 ¥ ORIC-114 =T ~
In-vivo g g - 15 . /kg QD = vehicle
£g Smglkg Q 3 Osimertinib (12.5 mpk)
Data £ 510 ORIC-114 3
5c 1.5 mgikg BID b VRN110755 (5 mpk)
0 Zyps1 : : _ 1 ORIC-114 -g VRN110755 (10 mpk)
o S 3 mg/kg QD = VRN110755 (20 mpk)
ll‘ I I I I I I T L Ll T 1
' . 12 - ‘4 0 5 10 15 20 25
Days After Treatment Days after treatment

EGFR del19, EGFR L858R
E}Zl EGFR Exon20 Ins. 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

|Zo| 2Kt n =13

Clinical trial CR 1 20234 108 5tz /A TALHIND 52/
Data S 2024 012 CfaF /AL TALHIND 52/

Ex{: AACR2022 VORONOI _ 24
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VRN11. Selectivity

OIS ChiH| MEtY QI=X

SiXH EGFR C797S0]| st X|2X|7} EXlst 7 24|, 2™
= = = e e e e e === 1
|
|
|
|
" VRN11
1 S-core(10) =0.01
|
|
|
|
|
| STE
|
I »

1 > ok
| s * o
|

| > e

I A _R o

| %

I OTHER R AGC
I N e

1 .\v;:,..:. < Q! e

1 N %,

I WAN

| - NN

1 )

I L)

| b CAMK

| d

|

|

ZX: Eurofins DiscoverX Kinomescan, 1 uM concentration

TAI B2f=

S-core(10) 0.24

BIAl B&=
S-core(10) 0.13

OOI
T T

CAI T=E

S-core(10) 0.51

BAI B2f=
S-core(10) 0.32

Percent Control
Q®

0.1%

Y 0.1~1%

® 1-5%

® 5.10%
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VRNO7 & VRN11. On-target WT EGFR sparing

Highly potent against EGFR mutation

EGFR Mutant
EGFR i
oy oo
=

« BIOEHRIX+-EHM(EGFRIE HHloh= 2= = 2l

VRNO?

IC50 (nM)
w b U1 O
o O O O O

N
o

EGFR wild type EGFR Mutant
4 N e T ¥
EGFR i EGFR i

-~ (€797 i (7975
“Exon20 On-target ! :
= i
\\ / I\ ____________________________ 1‘

IC50 (nM)

=
o
|
|
1
I
|
1
1
I
|
1
1
I
|
1
1
I
|
1
1
I
E

BN EGFR WT [ EGFR A763_V764insFQEA

ZE7x{: AACR-NCI-EORTC, WCLC2023

[ EGFR A763_Y764insFHEA
EGFR D770_N771insNPG
EGFR N771_P772insH

I EGFR A767_S768insTLA

50
40
30
20
10

SrASHe EGFR 242 RAIS(IISLT

VRN11
""""""""""" 100~200x

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. On-target Toxicity

VRN11, On-target £2}20| 21| X| 242 A= 7|l

o

Clinical trial. On—target Toxicity data

HX2
EGFR v Grade >3 E=xi2
?__?_ —l':EO

= Total(%) On-target Toxicity
A o,
L858R Tagrisso (FLAURA) Diarrhea(AD 3%
Del 1 9 39 % HEX| o) A Ad 0,
L858R Leclaza (Laser301) Rash(&+%1) 1.1%, Diarrhea(AAD 2.3%
Del19 Ladl 759% <EGFR> Paronychia(&2EF2H) 11%, Rash(Zl) 15%, Diarrhea(&AD 2%, Dermatitis acneiform(0q
L8e58R Ratfra\z/ant MARE <°>s o | EBY LR 8%, StomatitisAL) 1%, Pruritus(7121S3) 0.5%
+Rybreva ( ) <MET> Hypoalbuminemia(M L2 IEZS) 5%, Peripheral edema(= £25) 2%

EGFR20 Ins. Sunvozertinib 39% Diarrhea(&dA}) 8%, Rash(tZl) 1%, Paronychia(&LUEF2|H) 2%

EGFR C797S BDTX-1535 50%* Diarrhea(&A}) <20%, Rash(&%l) <20%, Stomatitis(;1LH &) <5%, Paronychia@HEFAHH) <5%
s H
i . ORIC-114 o) * : . - i
I EGFR20ins. (VRNO7) 19% Diarrhea(&AP 9% , Stomatitis(2LHY), 3%, Pruritis(7 I242Z) 3% J
1 1
i i
1 1
i EGFR C797S VRN11 i
1 1

Ex|: ESM02023, ASC02023, AACR-NCI-EORTC2023, Ramalingam SS, et al.; FLAURA Investigators. N Engl J Med. 2020 Jan 2;382(1):41-50. doi: 10.1056/NEJM0a1913662. Epub 2019 Nov 21. *Q& 22 0|A9| HAI2 0|0 |E] VORONOI _ 27
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VRN11. NSCLC A |12

HIZAM|Z | 2 Z0Fofl M SHHOIE 4= ZH| AIE A2 Y

HI2MIZH o] S HHOIE 2t} = T=(%)

EGFR C797S

20 : 30.24 3.96(1 1~20 1

40 45.3~46.3

S, 0= the| SS0t 370=(8HE, 22| EGFR SCIH0| ZUE0] 1.6~2uH 0|4 =S (5= 48%, U= 45%, §t=F 43% - 0|= 26%, FE 15%)

EGFR EGFR RET

ROS1

L858R & Del19 Exon20ins. fusion

HIAMZHe| SEHHOIE A4S AZ7IX| K 0iE FHX]

utant

CHE k= Gavreto (Blueprint Medicines) Rozlytrek (Ignyta)
=
(718 AR RI=R| R e e S el Retevmo (Loxo Oncology) Xalkori (Pfizer)
Al XS 0JAt X2 0JA} X2 0JA} X2 0JA}
(iR 7 [t 230 2.5%8 0ld 32 ofY 1.5%9 01 1294 O
Peak Sales - - 0.8Z=&I(E, Gavreto) / 1Z=&I(E, Retevmo) 0.3=2(E)/0.7=RI(17)
. . . Blueprint Medicines-Lengo Blueprint Medicines - Roche Ignyta-Roche
Reference oD et 7 o) Therapeutics QIRAL (FZRIL) 7180[X o 252 QUADAL OF 2Z 2! 7[RfOks
Deal oF 7 300212 = TIUAM B, 71421 Eli Lilly-Loxo Oncology Turning Point Therapeutic-BMS
EEE o} 5,300249! QUMM 7[@I014 OF 9Z RS QIAN2A, OF 5158 7[21014
- . Eflu.e print el . Takeda Blueprint Medicines BMS
THELEAL Chia Tai Tianging Pharmaceutical . .-
Blueprint Medicines Loxo Oncology Roche
Group
25 : (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: 10.1186/512943-018-0778-0.
*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/.ctrv.2021.102179. Epub 2021 Mar 19 *ROS1 Frequency: J Clin Oncol. 2015;33(9):992-999.

doi:10.1200//C0O.2014.58.3302
- Peak Sales: Globaldata, $1 =¥#1,247(ME2|=St=S71 202313 1€ Q) ojol7 |28 TH VORONOI 28



Investor Relations 2024

VRN11. Planned Next Steps

ol

EGFR SEHO| X|=2H|0f| ZXi5H= Ciefet etxk=2of I of|

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

r

EGFR del19/C797S, L858R/C797S ..
® > Firstin class Drug
7 I\_J_.I\_ 20

[=J =

EGFR del19, L858R 1 |%0|(Active) BHxt

1zt 715 S¢

EGFR Uncommon

o T2 % 2%} X|=A| EHXt
20

iy

EGFR del19, L858R Head-to-Head
— H |J__|l_§ %3“ %IO_

EGFR Uncommon Head-to-Head

312 QA 1AFIND 21 01,

e b e e EGFR ZISLIFA T2, EGFR 2434 mie}, EGFR k20| H2HS
7 R O e

e - CI2FSHEGFR £20fe] x|&2M 7|C
- 815 02 QAL IND HiE 0l fes oI XI=E4 7|k
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