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VRNO7. Heavily treated tXt CH & ot 2t

VRNO7(ORIC-114). ESMO 2023

v EGFR Exon20

EE

‘\\_

I.v. \‘

Baseline (1 out of 4 lesions shown)

EX: ESM02023

End of Cycle 1: Complete Response

rt

H5l(CR) &< Cl| O] E

» Patient: 55F with EGFR exon 20 mutated NSCLC

+ 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%

_____________________________________________________________________

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

* Duration of treatment: Cycle 9 (ongoing)

v' Chemotherapy, Amivantamab X| £ 0|$ 2| &x}
v Cycle 1, CNS 27 sl

v’ Cycle 2, 41 2HH 25
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ZX: FDA website, Globaldata, Neuro-Oncology, Brain metastasis ESMO 2019
Shetty, Vijith; Babu, Suresh. Indian Journal of Cancer 56(Suppl 1):p S31-537, November 2019. | DOI: 10.4103/ijc.JC_455_19

NSCLC &|H0o| HME

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.

>40% 0| &Q| &r| Ho| &X} F XS TITh o HA
0]0] k| 0| QU= Xt 25% O] 4,

ZITh2'E O|L{ o]l 80% EHX} k| F10] 2t/
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EGFR B8 X|&2H| |
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SQlE X|=H| ciH] =2 k[gardy £utES 71l VRNO7(ORIC-114) & VRN11

7|Z EGFR TKis2| |25 EqLE EGFR X|2X4|Q| k|- 2HH E1Z (Kp,uu, Brain/ Mouse, Rat)
Preclinical Comparison of the Blood-brain barrier Permeability of Osimertinib with Other
EGFR TKIs 100%,0 | Aol-

Nicola Coiclough, Kan Chen. Peter Johnstrom, Nicoe Strttmatier. Yumei Yan. Gail L. Wrigley. Magnus Schou. Richard Goodwin, Katarina Varnas, Sally J. Adua, Minghul Zhao,
Don X. Nguyen. Gareth Maglennon. Peter Barton. James Atkinson, Lin Zhang, Annika Janefeldt. Joanne Wilson, Aaron Smilh, AKihiro Takano, Ryosuke Arakawa,

Miknas Kondrashov, Jonas Maimquist, Evgeny Revunov, Ana Vazquez-Romero, Mohammad Mahdi Moein, Albert . Windnorst, Natasna A Karp, M. Raymond V. Finiay, ] M ouse = R at
RICNarg A Ward. James VT Yates, Paul D. SmIm, Lars Faroe, Zack Cheng, and Damen A E. Cross

DOI: 10,1158/1076-0432 CCR-19-1871 Published January 2021 |8 Shem wrreves

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. ~  zeeseesseeseeeeeees °o_
Drug Brain Kp CSF Kp fuplasma % fubrain % Brain Kpuu : CSF Kpuu 8
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% 2
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 R
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% 8\:
Olmutinib 0.12 NV 1.18 (0.59) 0.117 (0.016) 1.2% NV oNo §
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 N
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) T T
with Kpuu determined by factoring in tissue binding to Kp using Egs. (3) and (4). o 2. :
NV—no value determined—compound detected at only one or two time points. Dmg Z:ﬁeia I;?Si Gag(:tr:)f Tag:r:S(; VRN07 VRN1 1
Fraction unbound in plasma fuplasma and fraction unbound in brain fubrain average of n = 3; (SD) n 9 nf nf osimertini
Target D/L D/IL D/L D/IL Exon20 ins. D/L
uncommon DTLT DC/ILC
uncommon uncommon

ZX: Nicola Colclough, et al. Clin Cancer Res 1 January 2021; 27 (1): 189-201. VORONOI 7
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VRNO7. Active | F0| 2Xtoj| Cliet X| 2 2315 =HQlsh x| 4 0| 0| E

EGFR X|2X| &

7|Z EGFR H|& EXX|=H| A 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
- HER2 exon 20 insertion mutation
— HER2 amplification 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 x| H0| gtx} z= oot 4 gtxt 2

QI AF x| X Active brain metastases CR Al QI

X|Ho|
Bt (%)

VRNO7 86
ORIC-114

(active &)

Amivantamab 22

Mobocertinib 35

Furmonertinib 29

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

Baseline (1 out of 4 lesions st

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| 2 X113 & £ 8E =5 =9l
v CR1YH
v PR/SD7H

Active x|0| 2HX}Of|A| 2tTH 26l (CR) Af| ]

Z%: DOI: 10.1200/JC0.23.00515 Journal of Clinical Oncology 41, no. 26 (September 10, 2023) 4208-4217, AACR2022, ESMO2023

VORONOI _ 8
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VRNO7 & VRN11. Active CNS Metastases

VRNO7& Sl Active brain metastases X0 AM 2| &5 =0l
VRN110jA{2| X| = =1} 7|CH

In-vivo
Data

EFA

BM Patients

Clinical trial
Data

ZEX: AACR2022
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VRNO7(ORIC-114)

Vehicle QD
ORIC-114

1.5 mg/kg QD
ORIC-114

1.5 mg/kg BID
ORIC-114

3 mg/kg QD

.

Days After Treatment

EGFR Exon20 Ins.

Inclusion of patients with active brain metastases

|0 2t n=13
CR1
PR/SD7

)
c
o
"5 Vehicle
=
o Osimertinib (12.5 mpk)
5 VRN110755 (5 mpk)
E VRN110755 (10 mpk)
.g VRN110755 (20 mpk)
|—
1X104 T T T T 1
0 5 10 15 20 25
Days after treatment

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

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

20235108 2t= /414 IND 52/
2024 501 & LBt /&1 4 IND 5 2/

*controlled : 'r| 7 0| 2 21t ZAMS: steroid 10mg/daily2 =& 7Hs ot 2HAt

VORONOI _ 9
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Selectivity

2% o2 Chu] M4 QET 29, 0|5 BIZOE Offtarget X8 Bt o2 7|1
e e e e e e e e e e e = === - ==
VRNO7(ORIC-114 TAI B = CAI TSE
(1 1M, top 10%) S-core(10) 0.24 S-core(10) 0.51

CAMK

VRN11

Score(10) = 0.01

BIAl B = BAl BY =
S-core(10) 0.13 S-core(10) 0.32

Percent Control
®
0.1%

@ 01~1%

® 1-5%

® 5-10%

ZX: Eurofins DiscoverX Kinomescan, 1 uM concentration VORONOI _ 11
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VRNO7. Off-target 430| gi= %|Zx 9]

VRNO7(ORIC-114). Off-target Toxicity

Clinical trial. Off-target Toxicity datar=+s

A ClolE

Grade >3 5%t

SEL
N Total Off-target Toxicity
&rglr\]/g;t:rrzs)t:) 114 35% IRR 3%, decreased lymphocytes 8%, dyspnea 2%, Interstitial lung disease, ocular toxicity
+%r22/;r;tg2;t;y 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
i ORIC-114 o i
] (VRNO?) i e ]
T e 1

EX: 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,

67ofia Piotrowska et al,, JCO 41, 4218-4225(2023). *Q& 2% 0|4o| £2t8 [|0|H

VORONOI _ 12
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VRNO7 & VRN11. On-target WT EGFR sparing

Highly potent against EGFR mutation

A AF EGFR
EGFR S0 EGFR wild type EGFR S Q10|
e ' ( N e \
i EGFR | EGFR i EGFR |
i | €797 | 2797 |
! Exon20 ! On- “"Exon20 - : :
i Mserfion | On__rtgl_get On ta_hllr_get i i
S 1 L ) v ;

- BI|GEUXEH(EGFR)E AH|St= ef= = Qlol H/dol= EGFR & RAEm R 2L, =Y 2T, £EHEFLIYE, 241 3)

VRNO7(ORIC-114) VRN11

70 n L _____
60 60 100~200x
= <= 50
= =0 =
40 £ 40
R 30 2 30
O 7o © 20
0 ase
0 — e p— 0 P —
BN EGFR WT N EGFR A763_V764insFQEA EEN Ba/F3 EGFR WT I EGFR Dell9 I EGFR G719A
[ EGFR A763_Y764insFHEA I HaCaT I EGFR L858R W EGFR G719C
EGFR D770_N771insNPG N EGFR DC [ EGFR G719S
EGFR N771_P772insH W EGFRLC EGFR L861Q
I EGFR A767_S768insTLA EGFR E709K

Ba/F3 EGFR cell lines
ZX: AACR-NCI-EORTC, WCLC2023 VORONOI _ 13
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VRNO7 & VRN11. On-target Toxicity

VRN11, On-target/Off-target F+%}-80| 2HQIk|X| 55 222 7|C|

Clinical trial. On-target Toxicity data

"28 8 0|40l 222 tfo|g

E;Cf.f:.[‘ STEL
- Total(%) On-target Toxicity

Del19 . 34~42% . S 2

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 +|£_el(3:|r23/2nt M A7R?P/E)S N acneiform(0{ EE & |2 A) 8%, Stomatitis(T-LH ) 1%, Pruritus(’21&
Y ( )| <MET> Hypoalbumlnemla(x‘lo*‘:' I Z) 5%, Peripheral edema(
Exon20 Ins. Sunvozertinib 39% Diarrhea(& A 8%, Rash(ZZl) 1%, Paronychia(E& &
H M A 0, HEX| 0, LA [¢) A HE %:I

C797S BDTX-1535 50%" I3|5a(;0rhea(e b <20%, Rash(ZZl) <20%, Stomatitis(T-Li &) <5%, Paronychia(=' { &)
s H
i ORIC-114 - " o . i
I Exon20 Ins (VRNO7) 19% Diarrhea(& A 9% , Stomatitis(T-LH E), 3%, Pruritis(Zt2123) 3% !
1 1
1 1
I Del9 i
I L858R VRN11 :
L C797S :

EX: 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/NEJMoa1913662. Epub 2019 Nov 21. VORONOI _

14
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VRNO7 & VRN11. in-vivo & Clinical trial

VRNO7(ORIC-114) VRN11

«ESOO- Vehicle 25001 —— Vehicle
E ORIC-114 (2Zmg/kg QD) N —e Erlotinib (50 mpk) QD
-600- ORIC-114 (4mg/kg QD) E 20004 VRN110755 (3 mpk) QD
g el —s- VRN110755 (10 mpk) QD
% E 15004 -« VRN110755 (30 mpk) QD
> 400 3 .
E = 1000+ Erlotinib 50mpk
o
= 200 E 5004 - N
& 120% TGI = ! CR CR CR
27% TGI 0 T - Ll ~—
2 o H M 10 15 | 3mpk| [10mpk| [30mpk
0 10 20 Days after treatment
Days After Treatment x1 x3 x10
5 2] 1
Body Weight E 15_“:__’"_1‘———*—'—" 3mpk| [10mpk | |30mpk
E\ 104 N J
o
o
m 5+
o T T 1
0 5 10 15
Days After Treatment Days after treatment
Dose Escalation Dose Escalation
A
PR 3/15 § Pf?.1 Cohort
® Efficacy dose
CR 115 < 202417 38/
SD 4/15 1 iy
5- = I[ T = / =
©
DOR 53.3% é
1]

EK: AACR2021 VORONOI _ 15
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VRN11. PFS =M X|

HEHMX|E2X MCHE SXISHAI=T|7F H| w123 VRN11 estimated PFS(1st line)***
60
v EGFR, ALK; mPFS
42.5
40 (Estimated)
1M 304
EGFR  Gefitinib 3l o 30 (Bstmated)
Erlotinib Osimertinib e
1 i S g o
1 i S 25
. . . KLvoranNnol F _ 21.4
BBBEME 1-8% 21% 100% 154
10 -
9.7
ALK1 1M|CH 3MICH 5-
@ Crizotinib Lorlatinib _ 8.2
: >
. 0 10 20 30 40 50
m 10.9m 60.2m~NR
PFS(months
BBBEIIE 1~3% 75~77% ( )
) Erlotinib B osimertinibessr) [l VRNt

- Osimertinib(del19) - Osimertinib(uncommon) - VRN11

"Douillard JY, et al. Br J Cancer 2014;110:55-62, Rosell R, et al. Lancet Oncol 2012;13:239-246, Soria JC, et al. N Engl J Med 2018;378:113-125

2Solomon BJ, et al. N Engl J Med 2014;371:2167-2177, Solomon BJ, et al. JCO 0, JCO.24.00581
3Toyoaki Hida, Transl Lung Cancer Res. 2023 Aug 30;12(8):1822-1825, “Jonathan N. Priantti, et al. JCO 42, 8642-8642(2024), *in-house VORONOI _ 16
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EGFR H| & M| ZL|2HNSCLC) A& 12

Major Oncogenic Mutations for NSCLC
EGFR Mutations

FE, 0= ChH| S=0} 370=2(85, )2l EGFR S¢H0| 2lE0] 1.6~24l 0| ==
(B 48%, YL 45%, 5t=2 43% - O|= 26%, 2 15%)

Uncommon

VRNO7 EfZll SHHO| A& 12

First-Line Therapy
Amivantamab +Chemotherapy

Subsequent Therapy

Chemotherapy

80%

1X}
Eopabult

L858R

H ‘
y

1,2MICH EGFR TKI

ST 35 Lo

Del19
IC797S

2k}
EHO|

[E

L858R
[T790M

L858R
IC797S

3MICH EGFR TKI

20%

G719X

S768l

L861Q

P VRNt ER E0ieo| Il VRNO7(ORIC-114) EFZ SQ1HH0|

Chemotherapy

# Amivantamab

v H|AM|ZHQ &K} F EGFR Exon20ins £ Q1 H#H0| 2.9 &} 3~4%
v EGFRExon20ins £ HO| MM A% 2 2~3% ¢
v’ 2021.05, Amivantamab 2X} X| 2| 7}&5 9l

1O -

v 2024.03, Amivantamab+Chemotherapy 1X} X| 2 | & ©

¢l

VRN11 E}ZI EHHO| A& 2

Mutations First-Line Therapy

Subsequent Therapy

k| Fo| 2t

Del19, L858R Tagrisso O&Z o2 29 =X
= — T T
G719X, L861Q, L . | Mo| kx},
S768I Gilotrif, Tagrisso mmmp O|== 0|2 29 =
Del19/C797S, ~0 =
L858R/C797S S X =H 7

v EGFR Del19, L858R S Q10| A|Z 73 1052 0|At

v EGFR uncommon = ¢10|(G719X, L861Q, S7681) A| & 72 2~3% %)
v EGFRC797S EQIH0| A|XH 732 258 O[ A

v H|AMZEH S 2HX} F k| TO| L H|E 30~40% O &f

VORONOI _ 18
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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
optimization

HER2 exon20 insertion

EGFR atypical

EGFR exon20 insertion

(EGFR exon20 inhibitor naive)
NDA Filings

HER2 exon20 insertion for Accelerated

_ Approvals

EGFR atypical

Phase 1b
Dose
extension

Treatment-naive EGFR Exon20

insertion

ZX: ORIC VORONOI _ 19
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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}
o ’ 1% 715 S¢

EGFR Uncommon

&Sl

EGFR del19, L858R Head-to-Head
ey o HIE B3] 5O

EGFR Uncommon Head-to-Head
i, H1as S 52

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™

VORONOI _ 20
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