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Item 7.01 Regulation FD Disclosure.

ORIC Pharmaceuticals, Inc. (the “Company”) intends to present an updated corporate presentation (the “Corporate Presentation”) at the 43rd Annual
J.P. Morgan Healthcare Conference on January 13, 2025. A copy of the Corporate Presentation is furnished as Exhibit 99.1 hereto and is incorporated
herein by reference.

All of the information furnished in this Item 7.01 and Item 9.01 (including Exhibit 99.1) shall not be deemed to be “filed” for purposes of Section 18 of
the Securities Exchange Act of 1934, as amended (the “Exchange Act”), or otherwise subject to the liabilities of that section, nor shall it be deemed
incorporated by reference into any filing under the Securities Act of 1933, as amended, or the Exchange Act, except as shall be expressly set forth by
specific reference in such a filing.

Item 9.01 Financial Statements and Exhibits.
(d) Exhibits.

Exhibit

Number Description

99.1 Corporate Presentation

104 Cover Page Interactive Data File (embedded within the Inline XBRL document)
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Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the
undersigned hereunto duly authorized.
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Date: January 13, 2025 By: /s/ Christian Kuhlen

Christian Kuhlen, M.D., J.D.
General Counsel
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Forward-Looking Statements

This presentation contains forward-looking statements that involve substantial risks and uncerl.alrmes All slalements other than statements of historical facts contained In this presentation, including statements regarding
ORIC Pharmaceuticals, Ine's (FORICT, “we”, "us™ of "our”) futire financial itian, results of strateqgy and plans, and objectives of management for future i aswell as

regarding industry frends, are forward-looking statements. In some cases, you can identify [Dm'ard-loukingsl.alamsms by terminology such as “anticipate,” “believe,” “continue,” “could,” “estimate,” “expect,” Sintend,”
“may,” “plan,” *potentially,” “predict,” “should,” “will" or the negative of these terms. or other similar expressions. Forward-looking statements contained in this presentation also include, but are not limited to, statements.
regarding: our devalop plans and timalines; the potential advantages of our product candidates and programs; plans for the clinical trials and development of ORIC-114 and ORIC-844; ORIC-114 and ORIC-844
clinical cutcomes, which may materially changes as patient enrollment continues or more patient data becomas available; the expected timing of reporting data from cur clinical trials; our anticipated milestones and
clinical updates; and the pericd aver which we estimale our existing cash and investiments will be sufficient to fund our current operating plan,

We have based these forward-looking statements largely on our current expectations and projections about future events and trends that we believe may affect our financial condition, resulis of operations, business
sirategy and financial needs, These forward-looking slalements are subject 1o a number of risks, uncerainties and assumptions, including, among olber things: the timing of the iniliaion, progress and resulls of our
preclinical studies and dlinical trials; risks associated with the prucess of discovering, developing and commercializing drugs that are safe and effective for use in humans and operating as an early clinical stage company;
negative impacts of health emergencies, economic i ity or | X conflicts on our operations, including clinical trials; the potential for current or fulure clinical trials of product candidates 1o differ from
prechinical, initial, interim, mllmmaﬂ' of expecled resulls: our abilily 1o advance product candidates inlo, and successfully complete, clinical irials; the liming or likelihood of regulalory filings and approvals; changes in cur
plans to develop and commencialize cur product candidates; our estimates of the number of patients whe suffer from the diseases we are targating and the number nlpaliama that may enroll in our clinical frials; the
commereializing of our product candidates, if approved, our ability to successfully manufacture and supply our product candidates for clinical trials and for | use, if app d; ial benefits and eosts of
sirategic arrangements, licensing andfor collaborations; the risk of the occurrence of any event, change or other circumstance that could give rise to the termination of our license oroollabolalm agresments; our
estimates regarding expenses, future revenue, capital requirements and needs for financing and our ability to obiain capital; the sulﬁuennyulour aexisting eash and investments to fund our future operating EXPENSES | and

capital expenditure requirements; our ability to retain the continued service of our key personnel and 1o identity, hire and retain the irmp son of our busi model and g
plans for owr business and product candidates; the scope of protection we are able to establish and maintain for intellectual pmperty rng‘hl',s, prnti.ldcandldahes and our pipeline; our ability to contract with thind-party
contract research organ. 8, liers and manuf: and their ability to perform  the pricing, andr of our product Lif d; devel ts: redating to our

competitors and our industry, including competing product candidates and therapies; regulatery developments in the United States and foreign counlries; general economic and market cenditions; and the ather risks,
uncertainties and assumptions discussad in the public filings we have made and will make with the Securities and Exchange Commission ("SEC”). These risks are not exhaustive. New risk factors emerge from time to
timse and it is not possible for our management to predict all risk factors, ner can we assess the impact of all faclors on cur business or the exlent 1o which any facler, or combination of factors, may cause actual resulls to
differ materially from those contained in, or implied by, any forward-looking statements. You should not rely upon forward-looking statements as predictions of future events. Althcugh we believe that the expectations
reflected in the forward-looking statements are reasonable, we cannot guarantee future results, levels of aclivity, perfarmance or achievements.

This preseniation also contains estimates and other statistical data made by independent partias and by us relating to market size and other data about our industry. This data involves a number of assumptions and
limitations, and you are cautioned not to give undue weight to such data and estimates. In addition, projections, assumptions and estimates of our future performance and the future performance of the markets in which
wit opetale ane necessarily subject 16 a high degree of uncertainty and risk.

Excepl as required by law, we undertake no obligation to update any staterments in this presentation fer any reason after the date of this presentation,

We have filed Current Reports on Form 8-K, Quarterly Reporis on Form 10-G, Annual Reports on Form 10-K, and other documenis with the SEC. You should read these documents for more complete information about
ug. You may cbiain these docurmnents for free by visiling EDGAR on the SEC website al www see gov,

This presentation discusses our product candidates that are under preclinical or clinical study, and which have not yet been approved for marketing by the U.S, Food and Drug Adminisiration, No representation is made
a5 1o the safety or effectiveness of our product candedates for the therapeutic use for which they are being studied.
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ORIC Pharmaceuticals: Dedicated to Overcoming Resistance In Cancer

Lead Programs Advancing toward Pivotal Studies

Dual Engine for Pipeline Expansion

Experienced Management Team

+ Potential best-in-class TKI targeting NSCLC with EGFR exon 20,
HER2 exon 20, and EGFR atypical mutations

+ Potential best-in-class PRC2 inhibitor targeting mCRPC

+ Pipeline built from internal R&D and external business development
« Targeting one new IND candidate every 18 months

« Heritage of discovering, developing, and commercializing oncology therapies
at Ignyta, Medivation, Aragon, Pharmacyclics, and Genentech

Strong Financial Position

= Cash and investments of $282 million expected to fund company into late 2026 (1}

Anticipated Data Milestones

+ ORIC-114 (NSCLC):
— 1H25: 2L EGFR exon 20 and 2L+ HERZ2 exon 20
— 2H25: 2L+ EGFR atypical
— 1H26: 1L EGFR exon 20

— Mid-2026: 1L EGFR exon 20 combination with SC amivantamab and 1L EGFR atypical
+ ORIC-944 (MCRPC):

— 4Q25/ 1H26: Combination with AR inhibitors

CrIC

Two potential best-in-class programs expected to enter pivotal studies in 2H25 (ORIC-114) and early 2026 (ORIC-944)

(1) Unaudited balance as of Seplember 30, 2024



Executive Team with Expertise in Building Leading Oncology Companies

Jacob Chacko, MD

Previously CFO at Ignyta (acquired by Roche), raised >$500m in capital

ignyta  TPG

Chief Exscutive Officer TPG Capital (completed $10bn of aggregate acquisitions) and McKinsey & Company
Board member of 40 Malecular and Board Chair of Bright Peak; .
previously Turning Point, Bonti, RentPath, EnvisionRx, Par Pharma, IMS and Quintiles McKmsey&Company
Leri Friedman, PhD Previously Head of Translational Oncolegy at Genentech; advanced >20 drug candidates into development
Chief Scientific Officer Director of Signal Transduction at Exelixis. Genentmh -
Board member of NextRNA Therapeutics EXELI)(IS

Pratik Multani, MD
Chief Medical Officer

Previously CMO of Ignyta; lad development and regulatory for ROZLYTREK (entrectinib)
CMO of Fate; previously at IDEC, Salmedix, Dana Farber and MGH
Board member of Erasca and Chimerix

ignyta

B DANA-FARBER

Matt Panuwat
Chief Business Officer

Previously SVP of Business Development at Prothena, established Celgene collaboration for up to $2.2bn
Head of Business Development at Medivation (acquired by Pfizer)
Glebal Healtheare Investment Banking at Merrill Lynch

Fa)
Fprothena peme
3':,\6 M EDIVATION

Dominic Piscitelli
Chief Financial Officer

Previously CFO at AnaptysBio, raised >$500m in capital
WP of Finance, Strategy and IR at Medivation and 0S| Pharmaceuticals
Board member of Alterome Therapeutics and Celyad Oncology

Amptysiiiov 9‘:’6 M EDIVATION
[os1) pharmaceuticals

Christian Kuhlen, MD Previously General Counsel at Synthorx (acquired by Sanofi), completed $151 million IPO X
General Counsel General Counsel at Ignyta and Genaplix Syhth@é' | | g nyta
00 E'Y
Edna Chlr.m Maneval, PhD Previously SVP at Ignyta; clinical lead for ROZLYTREK, led transition team through global filings lgnyta SERAGON
EVP Clinical Development VP of Clinical Development at Seragon and Aragen, clinical lead for ERLEADA (apalutamide) ARA{‘(J“:IMHH.
ﬁ-./ e i

Keith Lui Previously SVP of Business Development, Commercial and Medical Affairs at DURECT [ A Y-
; ) ) - armacyclics

SVP Commercial & Medical Affairs Led commercial sirategy and launch-readiness at Pharmacyglics, Genentech, Prothena, and Oncopeptides Gj U fGCt {E _Ew__

Genentech

CRrIC



Clinical Pipeline Focused on Advancement of ORIC-114 and

ORIC-944

Discovery / Clinical Anticipated
Program Indication IND Enabling Phase 1/2 Pivotal f Phase 3 Collaboration Data Milestones
PRODUCT CANDIDATES
« 1L combination with SC amivantamab Mid-2026
EG:‘;%T_%"“Z,“ « 1L monotherapy Johnson&Johnson 1H26
* 2L monotherapy 1H25
ORIC-114 Atypical EGFR * 1L monotherapy Mid-2026
EGFR/HER2 inhibitor NSCLC * 2L+ monotherapy 2H25
HER2 exon 20
NSCLC 2L+ monotherapy 1H25
» Combination with apalutamide Johnson&Johnson 4025/ 1H286
ORIC'Q“ Prostate Cancer
PRC2 inhibitor
= Combination with darolutamide 4025/ 1H26

DISCOVERY RESEARCH PROGRAMS

-. j Solid tumors
resistance mechanisms

t ] R | ( (1) Glinical collaboration with Joberson & Johnson 1o evalusate ORIC-114 plus subcutanecus ($G) amaantamab in patients with first-ine NSGLE with EGFR sxon 20 insemon mutations.

o



Substantial Progress in 2024: Well Positioned to Build Value in 2025 and Beyond

2024 Accomplishments and Next Steps

v Completed dose escalation, selected provisional RP2Ds, and initiated multiple dose expansion cohorts

ORIC-114 v Executed clinical supply agreement with JNJ to evaluate ORIC-114 in combination with
EGFR/HER2 inhibiter SC amivantamab in 1L NSCLC EGFR exon 20

v Presented data further supporting potential best-in-class profile of ORIC-114 versus competitors

v Phase 1b single agent data demonstrated potential best-in-class drug properties and favorable safety,
supporting advancement into combination development in prostate cancer

ORIC-944 ¥ Executed clinical supply agreements with JNJ and Bayer to evaluate ORIC-844 in combination with

PRC2 inhibitor apalutamide and darolutamide in mCRPC and initiated combination cohorts mid-2024

¥ Presented data demonstrating potential best-in-class drug properties and data supporting mechanistic
rationale for combination with AR inhibitors

v Raised $125 million from healthcare specialist funds, extending cash runway into late 2026
v Expanded leadership team with appointment of SVP of Commercial and Medical Affairs

Two potential best-in-class programs expected fo enter pivotal studies in 2H25 (ORIC-114) and early 2026 (ORIC-944)

CRrIC 6
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ORIC-114
Brain Penetrant EGFR/HER2 Inhibito:




ORIC-114: Potential Best-in-Class TKI to Overcome Limitations of Approved and
Investigational Agents for EGFR and HER2 Mutated NSCLC

? KEY LIMITATIONS of approved and investigational agents

+ Lack of CNS activity in populations with high rate of CNS metastases leads to suboptimal clinical outcomes
+ Tolerability issues with high rates of treatment discontinuations due to on- and off-target toxicity

@ ORIC-114 may address these limitations

+ Selectively targets EGFR and HER2 with high potency against exon 20 insertion and atypical mutations
+ Multiple confirmed responses observed in heavily pretreated NSCLC patients with EGFR and HER2 exon 20

+ Demonstrated CNS activity including first ever confirmed CNS complete response in an EGFR exon 20 patient with
untreated brain metastases

+ Well-tolerated with mostly Grade 1-2 TRAEs, low rates and severity of on-target rash and diarrhea, and minimal off-
target toxicities

STATUS of development
+ Enrolling three cohorts in 2L NSCLC: EGFR exon 20, HERZ exon 20, and EGFR alypical mutations

+ Initiating three cohorts in 1L NSCLC: EGFR atypical, EGFR exon 20 monotherapy and in combination with SC amivantamab
{in collaboration with Johnson & Johnson) (1)

+ Six Phase 1b data readouts expected through mid-2026

ORIC-114 is a potential best-in-class therapy for NSCLC with excellent selectivity and brain penetrance that has demonstrated

promising clinical proof-of-concept in heavily pretreated patients with active CNS metastases

O R | 1 {1) Chinscal collaboration with Joberson & Johrson 1o evalisate ORIC-114 plus subcutanecus (SC) amsantama in 1L NSCLE patients with EGFR exon 20 8



ORIC-114 Selectively Targets EGFR and HER2 with High Potency Against EGFR
Exon 20 Insertion, HER2 Exon 20 Insertion and EGFR Atypical Mutations

Kinome Selectivity Comparison

ORIC-114 Firmonertinib Zipalertinib Lazertinib BDTX-1535

. &
JoF
b

ORIC-114 Firmonertinib Zipalertinib Lazertinib BDTX-1535

ORIC-114 has demonstrated an exquisitely clean kinome panel, mitigating the potential for off-target toxicities

"y Rl Source: Junttita et al. ESMO (2023) and ORIC data on fie
Nobe: Kinase binding piefles Scross 458 kinases a1 1 1M assassed using KINCMEscan. Red circins indicate kinases impactsd wikin 10% of control. Table raports the numbse of off-target (ron-EGFR/MERZ) wikdybe kinases inhibited B0% of mes



ORIC-114 Demonstrates Potent In Vivo Activity in EGFR Exon 20 Insertion Models

In Vivo Efficacy — NSCLC EGFR Exon 20 Insertion Models
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ORIC-114 demonstrates potent tumor regression in multiple NSCLC EGFR exon 20 insertion models
without significant body weight loss

( ‘,R“ Source: Junttita et al. AACR (2021)
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Drugs Lacking CNS Activity Often Have Worse Clinical Outcomes in NSCLC

Case Study on NSCLC Targeted Therapy without CNS Activity: Mobocertinib

* In mobocertinib’s phase 1/2 trial, ~35% of
patients had CNS metastases at baseline

. i . Patients WITHOUT a1
« Patients with CNS metastases at baseline CNS Metastases at Baseline '

had markedly worse outcomes

— Brain was the first site of progression in
68% of patients with CNS metastases at
baseline and in 38% of all patients

Patients WITH
— ORR was 25% in patients with CNS CNS Metastases at Baseline
metastases at baseline compared to 43%
in all patients

0.0 2.0 4.0 6.0 8.0 10.0
Median Progression Free Survival (Months)

Approximately 35% of EGFR exon 20 NSCLC patients have CNS metastases at baseline and the brain is a frequent site of

progression in patients with and without CNS metastases at baseline, leading to shorter PFS with therapies lacking CNS activity

t ] Rl ( Source: Janme et al. AS00 (2019) and Ramabngam et al, ASCO (Z021). 1



Superior Brain Penetration of ORIC-114 Differentiates from Comparator Exon 20
Targeted Agents

ORIC-114 Properties Allowed ORIC-114 Exhibits High Ratio of Free (Unbound)
Optimization of Brain Exposure Brain/Plasma Exposure in Mice

+ Minimal pump engagement 104

— Key pumps that limit brain penetration, PGP and
BCRP drug transporters, have minimal impact on

H
ORIC-114 in cell assays © o
+ Suitable physicochemical properties % : {
— LogP, LogD, TPSA, MW, HBD/HBA, pKa é o : }
* High free unbound exposure in brain tissue E 001 : }
— Mouse Kp,uu 0.5 § : |
— Dog Kp,uu 1.5 0001 : £

T T T
ORIC-114  Mebocertinib  CLN-081 BOTX-189  Osimertinib

Extensive preclinical profiling demonstrates superior CNS properties of ORIC-114 versus competitors;

Excellent free brain exposure across species for ORIC-114 as exhibited by Kp,uu

{ 3 Rl ( Source: Junttila et al, AMCR (2021), Junttin of 8 AACR-NCI-EORTC (2021) and ORIC datnon file, * Brain sxposures wens Eeiow quantification kmit



First-In-Human Phase 1b Study of ORIC-114

Phase 1b, Multicenter, Open-Label Study

. Dose Expansion (Part Il) Accelerated Approval
DD S LT All Patients +/- CNS mets Cohorts (Ph 2)

/ Key Eligibility \

+ Advanced solid tumors
— EGFR exon 20
— HERZ exon 20
— HER2+
— EGFR atypical

+ Active CNS
metastases allowed

+ Prior EGFR exon 20

treatment allowed
- /

-

RP2D 1
ORIC-114
IZ:) + Single agent EGFR atypical mutated
- i3+3 design NSCLC +/-CNS
+ Oral QD/BID daily dosin
y 9 Candidate RP2D 2

Lirfece HER2 ex20 NSCLC +/- GNS
elected

Screening / Enroliment

Primary endpoints: Part |: Safety and candidate RP2Ds; Part |I: Dose expansion (RP2D selection) and ORR (per RECIST v1.1)
Key secondary endpoints: Part |: PK; Part II: Safety; DOR, CBR and PFS, including intracranial ORR/PFS

L

Initial safety, PK/PD, and preliminary antitumor data from dose escalation (part I) presented at ESMO 2023

ORIC oo

a5 o ientier: NCTOS3 15700, Derse sxpaes

may mclude QD and BID &

denting. RP20, mcommended Phase




ORIC-114 Phase 1 Patient Disposition and Baseline Characteristics

Patient Disposition and Baseline Characteristics

EGFR Ex20 Total

(n=21) ()

50 patients were freated with Age, years, median (range) 63/(21,80) £6/(43,63) 83/(25,56)

increasing doses of ORIC-114 Females, n (%) 10 {48) 11 (46) 3(80) 24 (48)
ECOG performance score, n (%)

+ Of the NSCLC patients with 0 1(5) 10 (42) 3(60) 14 (28)
SEAROEAY 1 20 (95) 14 (58) 2 (40) 36 (72)
— 21 prior EGFR ex20: 81% Non-smoker, n (%) 12 (57) 16 (68) 3 (80) 31(62)
— 2 prior EGFR ex20: 19% x lines ofﬂ-nerular::s. median (min, max) 2(1,86) 2(0.7) 4(1.7) 2(0.7)
— CNS mets at baseline: 86% Chematherapy 21(100) 23 (96) 5(100) 49 (98)

EGFR targeted agents 18 (86) 1(4) - 19 (38)

+ Of the NSCLC patients with [ EGFR exon 20 targeted agents 17 81) | 3 _ 17 (34)
HER2 exon 20 Amivantamab 15(71) - - 15 (30)
— 21 prior HER2 agent: 30% Mobocertinib 4{19) = = 4(8)

. Other {CLN-081, BLU-451) 2{10) - - 2(4)
— CNS mets at baseline: 38% HER? targelsd agents m 7 (30) 3(60) 10 (20)
| CNS metastases at baseline, n (%) 18 (86) | 9(38) 1(20) 28 (56)

Phase 1b enrolled heavily pretreated patients with exceptionally high rates of prior exon 20 targeted therapy
and CNS metastases at baseline




ORIC-114 Has Been Generally Well Tolerated Despite More Heavily-Pretreated
Patients and Less Stringent Enrollment Criteria for Prior Therapy and CNS Disease

Treatment Related Adverse Events Occurring in 210% of Patients

<45 mg TDD 45 - 60 mg TDD 275 mg TDD
{n=18) (n=23) (n=9)
« Well tolerated safety profile Preferred Term, n (%) Grl Gr2 Gr3 2Gré4 Grl Gr2 Gr3 2Grd Grl Gr2 Gr3 2Gr4 All Grades
with mostly Grade 1-2
TRAEs Rash* 6(33) 4(22) - - | 6(26) 6(26) - - 44d) 1(11) - - | 27(54)
. Minimal EGFR-wt related or Diarthea 2(11) 2(i1) - - | 7(30) 2(9) 2(9) - |2(22) 2(22) 1(11) - | 20(40)
other toxicities Stomatitis 4(22) 2(11) - - l2(8) 2(9) 1(4) - | 2(22) 2(22) - - 15 (30)
*+ Low rates and severity of Paronychia 1(6) 2(11) - - 407 a(i7) - - 2(22) 1(11) - - | 14(28)
rash and diarrhea — 2011) - - - 4T 2(9) 1{) - 1@ (1) - - | 1122
— No Grade 23 rash Mausea 16) - = = 2@ 2@ - = [1(1) 101 1(11) - 8 (16)
— Low rate of Grade 3 Decreased appetite - 1 - - 5(22) 1(4) - - - - - - 7 (14)
diarrhea (6%)
Vomiting 2(11) - = - 20 - - — Ay 1@y 1) - 7 (14)
= Infrequent dose reduction )
and discontinuations ErzolREiEe 2(18) 3(13) 3(33) 8 (16)
Dose Discontinuations 1(9) 1(4) = 2(4)

ORIC-114 was well tolerated with mainly Grade 1 and 2 adverse events and little evidence of off-target toxicities

( ‘,Rl{ Nete: All 4ala i of Bhe data cul-oll on September 26, 2023. * Rash incluses e follewing bems: der, Sefrastis, dormvaitis Denslon, sc2oms, hind dormatiss, ond rsh. TOD, tetsl daly dose. TRAE. weatmen! relabed sdverse svent 15
5



EGFR Exon 20: Tumor Regressions Across Multiple Active ORIC-114 Doses

Preliminary Activity (NSCLC patients with EGFR exon 20 and treated E:it 245 mg TDD)

B0 »
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Bl om
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80 W comg
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t ] R | ( Wetec ANl dota s of B dats cul-ofl on September 26, 2023. ND: net dane, SIFR: Nen-CRMNon-FD (RECIST 1.1), Respersa-svaizabie: Doss kvel 245 mg TOD and ol keast one post-baseling lumer ssssssmont 16



Confirmed Complete Intracranial and Systemic Response in Patient with EGFR Exon 20 Mutated
NSCLC and Active CNS Metastases Progressed on Prior EGFR Exon 20 Targeted Therapy

+ Patient: 55F with EGFR exon 20 mutated NSCLC
* Prior therapy: Pemetrexed/cisplatin and amivantamab

« Metastases at baseline: Four active CNS non-target
lesions
— Previously untreated e P
— No prior surgery '

— No prior radiation

+ ORIC-114 dose: 75 mg QD End of Cycle 2: Complete Response

- Systemic response: Partial response after Cycle 1 :
(60% reduction in 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 PY A

- Duration of treatment: Cycle 9 (ongoing) ; s

- —

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

ORIC-114 demonstrated single agent clinical activity in a key cancer and molecular subtype (i.e., NSCLC and EGFR exon 20)
in a patient typically excluded from clinical trials (i.e., active brain metastases) and previously treated with EGFR exon 20 therapy

O Rl C Metec ANl dota s of B dats cul-all on Sepsembar 26, 2023



ORIC-114 Is the Only EGFR Exon 20 Inhibitor to Demonstrate a Systemic Complete
Response and CNS Complete Response, Despite More Challenging Patients

Comparison of Selected Eligibility Criteria, Baseline Characteristics, and Clinical Activity

- EGFR exon 20 inhibitor clinical . CLNOB1 S b Fumonertinb  BLU-IS1
studies typically EXCLUDE:

Trial Phase 1 Phase 1 Phase 2 Phase 1 Phase 1 Phase 1
— Prior EGFR exon 20 treatment ENROLLMENT
— Untreated CNS metastases Prior EGFR ex20i Allowed (% Mo No Mo Mo Yes Yes
+ ORIC-114 trial enrolled significantly % Priar EGFR ex20i 19 4% 3% MR 75% 81%

higher percentage of patients with
prinr EGFR exon 20 treatment and Untreated CNS Mets Allowed No Mo Mo Mo Yes Yes
baseline CNS metastases

% Baseline CNS Mets 22% 38% 32% 34% 58% 86%
+ Despite more challenging patients, SR R
ORIC-114 demonstrated:
Systemic Complete Response Yes Mo Mo Mo Na Yes

— Systemic complete response
CNS Complete Response in

— CNS complete response in Unireated CNS Mets @ Mo - o o ki Yes
untreated CNS metastases ORR in EGFR ex20i Naive ~40% ~41% ~61% 42% TBD TBD
— Respon ses posl—a mivantamab Post-Amivantamab Response MNA No Yes HNo No g:!:; ?::l;i::‘:d

Even while allowing patients with prior exon 20 treatment and untreated brain metastases, ORIC-114 is the only EGFR exon 20

inhibitor to demonstrate a confirmed complete systemic response and confirmed complete CNS response

- Nobec All data s of B dats cul-oll on September 28, 2023 Sowce: Park ef sl ) Clin Oncol (2021), Zhou o1 al. JAMA Oncology (021), Piolrowsi et 81 J Clin Oncol (2023), Han ot 8l WCLC (2023), Wang et al. ASCO (20231 and Nguyen o1 8l ASCOD
t ] R | ( [F023). (1) Asnevantaenub profisited prce EGFR exon 20 restment in dese sxparsion. CLN-D81 allowd prior EGFR axon 20 Uestment selectvely Suring deceienti Blraten de iation enly. () Troatmeet Nty ko beain melasiases nol 18
deschosed for BLU-AS1




HER2 Exon 20: Tumor Regressions Across Multiple Active ORIC-114 Doses

Preliminary Activity (NSCLC patients with HER2 exon 20 and treated a;t 245 mg TDD)
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In Addition to EGFR Exon 20, ORIC-114 Also Demonstrates Excellent Preclinical
Activity Against Atypical Mutations in EGFR, Revealing an Additional Opportunity

ORIC-114 In Vitro and In Vivo Activity in Atypical EGFR Mutations

ORIC-114 Demonstrates Superior In Vitro Potency ORIC-114 Induces Complete Tumor Regressions In Vivo

2500 " 3000+
s :
Atypical B ORIC-114 (2.5 mglkg)
Mutations ®
ORIC-114 Afatinib Firmmi 1} 2500
2000 T ° )
G719C 8x 4x 2% — E 2000 ®
E- GT19S 9x 4x 1x % 1500 % .
& Lm4Ts Ix 1x 1x £ ‘fé 1500
[
L747P 2x 1% 2x % 1000+ =
g B 1000+
L858R L718Y 31x 13x 1x £ E
B LeseRL7sQ 7x 1x 0.1x 500 F s
£ 4
§ del19 GT96S 5x 5% 0.5x TGI107% 5110 CRs
del19 L792H 3x 1% 0.09x 0 - T T 0-
o0 3 6 9 12 15 18 21 Vehicle ORIC-114

Days On Study

ORIC-114 is a promising therapy for NSCLC patients with atypical mutations in EGFR, based on promising preclinical activity

and the emerging clinical profile in patients with EGFR and HER2 exon 20 insertion mutations

y Source: Junttita et al, ESH
tumar velumes. at day 21, Ma

w: Loft graph, B3 cels stably sxpressing EGF P of
e by i, N Bty veuight bk elssarved!, Complatis respanse, CR, defs
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ORIC Entered into a Clinical Collaboration with Johnson & Johnson to Evaluate
ORIC-114 Plus Amivantamab in 1L NSCLC Patients with EGFR Exon 20

CRrIC Johnson&dJohnson

+ ORIC-114 plus SC amivantamab to be evaluated in 1L NSCLC with EGFR exon 20 insertions
Collaboration — Phase 1b combination study initiation expected in 1Q25

Overview « ORIC to conduct the initial study and Johnson & Johnson to provide SC amivantamab

* QORIC retains development and commercialization rights to ORIC-114

¥ Potential for deeper and more durable clinical activity than either agent alone
— ORIC-114 provides CNS exposure to treat and/or prevent brain metastases

Combination — Amivantamab provides activity against potential TKI resistance mechanisms (e.g., cMET, C797S)
Rationale — Combination may provide more potent and comprehensive coverage across exon 20 insertions

v Proof of concept established with lazertinib plus amivantamab in classical EGFR mutations ()

¥ Chemotherapy free regimen

ORIC and Johnson & Johnson are evaluating the potential of ORIC-114 plus SC amivantamab in 1L NSCLC with EGFR exon 20;

initial data from the combination trial expected in mid-2026

O Rl C {1) Crea et il N Engl J Med (2024) 21



ORIC-114 Planned Next Steps and Potential Registrational Path(s)

2025

+ EGFR exon 20 inhibitor-naive
Phase 1b . ) :
Cohorts EGFR atypical mutations

* HER2 exon 20

EGFR exon 20, naive to prior exon 20

Multiple Potential
NDA Filings in 2027
for 2L Approvals

2L NSCLC
Strategy

quentif'il Phas? 2 EGFR atypical mutations
Registrational Trials

HERZ2 exon 20

* EGFR exon 20 monotherapy

putneaylls « EGFR exon 20 combo with SC amivantamab
Cohorts
* EGFR atypical monotherapy

Multiple Potential

Potential Phase 3 EGFR exon 20 (mono or combo) NDA Filings in 2028

| for 1L A I
e EGFR atypical monotherapy o pprovals

1L NSCLC

Updated Phase 1b data expected in 1H 2025 with the potential initiation of multiple accelerated registrational cohorts expected in

2H 2025; potential for ORIC-114 1L registrational trial(s) initiation in 2026



ORIC-114 Is Pursuing a Significant Commercial Opportunity Across Multiple Patient
Populations that Do Not Have CNS Active Agents Approved or in Late-Stage Development

Estimated US Prevalence of Exon 20 Insertions (% of NSCLC)

14.0%
ORIC-114
12.5%
Target Population:
o 120% 4 7%+ of NSCLC
=1 .
& 1
S f 1
£ 80%
1]
-
Q
2 6.0%
: !
# 4.4%
=
£ 40%
E
E 21%
- - | -
0.0%
EGFR Exon 20 HER2 Exon 20 Atypical EGFR RET ALK Classical EGFR
Approved Agents with 3 - . .
CNS Activity: x X X Selpercatinib Alectinib Osimertinib
Worldwide Annualized
2024 Estimated Sales: - - - $365m (+44% Yo'r) ~%1,700m (+2% Yo¥) $6,500m (+12% YoY)

The commercial opportunity for ORIC-114 may represent over 7% of NSCLC (>13,000 patients) in the US annually

"% Source: American Cancer Seciety Cancer Facts & Figures 2024, Gainor ot al, Clin
Mature (2021} Lilly, Racts, and AstraZenecs comeraln filngs. Meote! Werlwida ai

car Res | rsch ot 8l L {2077, Riosan ot 8l Clin Cancer Res. (2021). H
.

(2 WICLC (2078, Le o &l WCLC (2024) and Robichaus ol al
o 2024 erstimated sals eafculalod usng reperiod 10-3024 sales and sfusled e
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ORIC-944
Allosteric PRC2 Inhibitor




ORIC-944: Potential Best-In-Class PRC2 Inhibitor to Overcome Limitations of
Early Generation PRC2 Inhibitors for Prostate Cancer

? KEY LIMITATIONS of approved and investigational agents

+ Poor in vitro and in vivo potency across preclinical prostate cancer models for early generation PRC2 inhibitors
+ Inadequate clinical drug exposures due to short half-life and/or CYP autoinduction
+ Suboptimal tolerability potentially from variability in pharmacokinetic profiles

@ ORIC-944 may address these limitations

+ Selectively targets PRC2 through the allosteric inhibition of the EED subunit
+ Superior in vitro and in vive activity observed across preclinical prostate cancer models
+ Synergistic activity with AR Inhibitors demonstrated across preclinical prostate cancer models
+ Phase 1b single agent data demonstrated strong drug properties and well tolerated profile
- Clinical half-life of ~20 hours and no signs of CYP autoinduction
— Robust target engagement with once-daily dosing
— Primarily Grade 1-2 TRAEs

@ STATUS of development

+ Initiated combination studies with AR inhibitors mid-2024

+ Established clinical trial cellaboration and supply agreements with Bayer and Johnson & Johnson
+ Presented initial Phase 1b data for ORIC-944 in combination with apalutamide

* Phase 1b combination data with AR inhibitors expected 4Q25 / 1H26

ORIC-944 is a potential best-in-class therapy for combination development with AR inhibitors in prostate cancer

with superior drug properties, an excellent PK profile, robust PD activity, and favorable safety profile to date

CRrIC
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PRC2 Plays Pivotal Role in Transcriptional Regulation and Cancer

PRC2 Function PRC2 Background

PRC2

+ Two druggable subunits:
— EED: responsible for histone binding; target of ORIC-944

— EZH2: responsible for histone methylation; target of first-

FED generation inhibitors
+ Dysregulation of PRC2 linked to several cancers
Tri-methylation — Decreased expression of target genes associated with poor
of H3K27 prognosis in prostate cancer ()

= First-generation inhibitors, designed to inhibit EZH2, have
demonstrated promising clinical activity

v, — Approved for epithelioid sarcoma and follicular lymphoma

. . ) Tumarigenesis . L.
Gene silencing Cell fate / differentiation — Emerging potential in prostate cancer

PRC2 is a validated oncogenic target across several cancers with promising therapeutic potential in prostate cancer

t ‘,R“ Mete: EZH1, anhancs of zeste homelog 1. EZHZ. enhance of 2este homelog 7. EED. embryonic scisdorm developemant. SUZ1Z, suppressor of 2este 12, HIKZT, histere H3 0t lysing 27 (1) ¥u ot al, Canear Res. (2007)



EED and EZH2 Inhibition Provides Equivalent Activity in Prostate Cancer Models

Equivalent Transcriptional Changes Observed Over the Long-term, EED Inhibition May Improve Upon EZH2
Upon Initial Inhibition by EED and EZH2 with Respect to Resistance

R? = 0.88 i + ORIC-944 allosterically inhibits PRC2 by targeting EED

[=}
L
-]
v
-]

» Allosteric inhibition of PRC2 through EED may address
limitations of EZH2 inhibitors

— Active against EZH2 resistant PRC2 mutants (")

— Prevent acquired resistance through secondary
mutations in EZH2 )

Mevrometostat vs. DMSO
1
‘_.5 o
o

— Inhibit compensatory bypass activity of EZH1 ©)

ORIC-944 vs. DMSO

ORIC-944 and mevrometostat treatment result in equivalent transcriptional changes in prostate cancer cells;
ORIC-944 may have long term advantages with respect to long-term resistance
O R | C Source: Friedman e al AACR (2024) and ORIC data on file. (1) O ef al Nat Chesm Bicl (2017). (2) Bisserier ot al. Blood (2018) {3) Shen et al. Mol Cell (2008) and Monma e al. Cancer Sci (2017).

Mote: LMCaP prostate cels treated for T days with sither EED inhibiter or EZH2 inhibfar ve DMS0. Transcriptional affects determined by RNA ssquencing. Each dot reprasants a gena's differentisl expression {l-statistics) by treatmant 27



PRC2 Epigenetic Dysregulation Plays a Key Mechanistic Role During the
Progressive Reprogramming of Prostate Cancers Treated with AR Inhibitors

AR Independent Prostate Cancer

« Prostate cancer cells
evade therapies by
cellular reprogramming to
an AR independent state

+ PRC2 inhibition can
reverse this process, such
that prostate cancer cells
regain AR dependency

Castration sensitive Castration resistant Heterogeneous Lineage change

AR-directed therapeutics

+ Mechanistic rationale
- supports combination of
abiars PRC2 inhibitors with AR
. Luminal-like: Hormone dependent inhibitors
- Pluripotent
’ Hormone independent

Therapeutic potential of PRC2 inhibitors in prostate cancer is maximized in combination with AR inhibitors

( ] Rl ( Seures: My ol 8l Seiance (2017). Dardenne ot al, Canenr Coll (2016), Danies ol 1. Not Cell Biol (2021), Mouruzi ot sl Ma1 Cormerun [2022), and Gool o 1. Seein Cancer Bio (2022)



ORIC-944: A Rationally Designed Next-Generation PRC2 Inhibitor

PRC2 Inhibitor Landscape in Prostate Cancer B Potential Best-in-Class
CPI-1205 Tazemetostat Mevrometostat
Key Features (1% gen) (1% gen) (2™ gen)
Superior potency vs.
Cellular Potency Cellular Potency 1# gen programs across

prostate cancer models

Improved single agent and
In Vivo Activity In Vivo Activity combination activity across
prostate cancer models

Strong Drug
Properties
(PK. solubility, no CYP aulsinduction)

Strong Drug Higher and more consistent
Properties clinical exposures

Sustained target coverage

Long Clinical Long Clinical 2
- nd QD d
Half-Life Half-Life (;ah%ur haltfe)
Development Status Discontinued Discontinued Phase 3 trials engoing Phase 1b ongoing

ORIC-944 is a potential best-in-class PRC2 inhibitor that addresses the limitations of earlier generation PRC2 inhibitors

% Rl Source: Friedman el 8l AACR (2024), Vaswani e el Choey (2016), Mitw: racliey ot 8. AACR-EORTC-NCI (2018]. Schweizer ol al. ESMO (2
Mete: Diug Properties inclade sticrplion, CYP profile snd matabelism, phamscokinelic (PK) and sclubiity profle. Tazemetostsl i apeeoved fof falicular ymphoena &

ma et al. Lancet (2018), and Harb
pithalicsd sarcema, but developmant in prostale cai

f haks baen eliscontinued 29




ORIC-944 Demonstrates Superior In Vitro Potency vs. First-Gen PRC2 Inhibitors

In Vitro Potency in Prostate Cancer Cells

LNCaP CWR22PC
(AR-Positive Cells) (AR-Positive Cells)

—&— CPI-1205
—— Tazemetostat
—¥— Mevrometostat
—&k— ORIC-944

1.5= —8— CPI-1205 1.5
—— Tazemetostat
—¥— Mevrometostat

4 —&— ORIC-944 @
10 10
= =

E £

=

3 =i

H 2

g 0.5 5 0.5

0.0 e —  — 0.0 T T
0.01 1 100 10000 0.01 1 100 10000

Concentration (nM) Concentration (nM)

ORIC-944 demonstrates potency in AR+ prostate cancer cell lines comparable to mevrometostat
and superior to tazemetostat and CPI-1205

ORIC =




ORIC-944 Single-Agent Activity in Preclinical Prostate Cancer Model Compares
Favorably to Previously Reported Data from Epizyme with Tazemetostat

Review of Published Preclinical Data: Prostate Cancer In Vivo Efficacy

ORIC-944 In Vivo Efficacy by ORIC Tazemetostat In Vivo Efficacy by Epizyme

10004

25004
== Enza 161 -29%
~ 20001
_ 750 Vehicle E “= Vehicle TGIO0%
i £
E Enzalutamide é 1500 =i Taz + Enza TGl -4%
E
5 500
3 $ ] & Taz 161 43% ‘
E g
# 500
2504 ORIC-944
1 T6186% 4l
n § 10 15 20 25 30 35 40 45
0 T T 1
0 10 20 a0 Days after Inoculation
Days After Treatment

Dosing

ORIC-944 single agent activity appears superior to data reported by Epizyme with tazemetostat
in an enzalutamide-resistant in vivo prostate cancer model

5 R | C Source: Daemen ef 3l AACR Poster (2021) and Motwani et al. AACR-EQRTC-HCE Poster (2018). Mole: 23wl prostate cancer mouse model. Enzalutamide dose used was 30 mgfig O in both studies. Dose used for ORIC-S44 was 200 mgfg
C0 and 125 mg/kg BID for tazematostat. Taz, tazemetostal. Enza, enzakutamide £y



ORIC-944 Synergizes with AR Inhibitors in Preclinical Prostate Cancer Models

Combination Potential of PRC2 and AR Inhibition

Preclinical Synergy Assessment Synergy Score Results

10 and above =
= Synergy observed with ORIC-944 combination with Synergy ORIC-944 PF-1497 Synergistic

N . e Analysis + enzalutamide + enzalutamide
enzalutamide in preclinical prostate cancer model
— Cellular growth assay over 14 days o
IS5
— Dose-ranging concentrations of enzalutamide and
PRC2 inhibitor, alone and in combination

— Synergy scoring via multiple models Loswe

+ Synergy also demonstrated with ORIC-944 in
transcriptional based analysis, in combination with
other AR inhibitors, and in additional prostate cancer HSA
cell lines

Synergy Score Interpretation

-10 and below =
Antagonistic

ORIC-944 synergizes with AR inhibitors in prostate cancer models, providing rationale for clinical development

@] Rl ( Seuren: Datn i C4-2 prestate carsr ealls shewn




Pfizer Phase 1 Data Clinically Validates Synergy of PRC2 Inhibitor and AR Inhibitor

in Prostate Cancer

Updated mevrometostat Phase 1 Data in Prostate Cancer (Pfizer Oncology Innovation Day)

" it e . ¥ 5 ‘B the st i I,
Compelling Activity in Heavily Pre-Treated Patients With mCRPC Supports p I:::r?n‘;nto ?n?t;:;g:‘:gn:w:; ;are
Phase 3 Program studies in metastatic CRPC later

Phase 1 Dose Escalation in 2L+ mCRPC (N=47)' this y‘ear"’

EZH2i + XTANDI EZH2i+ XTANDI T . . " .
p.:.m.t.n,_ Net2 Post-X r:,,,:‘;;..'_* 35 [As with Xtandi], there's nothing
e i Brereie stopping us from building another

(95% Ck: 6.2, NE) (95% Cl: 4.2, NE) wall of data now with an EZH2
"‘“"l::;:;;’m"“” “‘“"‘D;:f;_fm"“"“ inhibitor on top as appi?rggp;i:ug;sey

Median number of prior anti-cances theraples = 3 [range 1, 8) Chfef Deva-'opman! Oﬁ-’ber

Most common TRAE ware disrrhaa (42.6%), dysgeusia (42.6%), 36 mo
and anemia |36
P - “It's really the totality of the data
Garodio &3 TR womm roported in 7.0% of pt that's driving our conviction to
Discontinuation due to TRAE: /47 (8.3%) move to Phase 3"

Dana Kennedy,

* Historical control of post-abi median rPFS = 4.8 months? Therapeutic Area Development Head

T goc AR for Genitourinary Cancer

a*. &nm-mu.nmﬁmwnq '\'Crwirz:-‘ "-;:':_““ ., a K j

Durable antitumor activity was observed in both Xtandi naive and experienced patients with mCRPC,
both of which are notably longer than historical controls

@] Rl ( Source: Prizer Oncalogy knnavation Day call on Febnuary 20, 2024

a3



ORIC-944 Increases Progression-Free Survival in Combination with AR Inhibitor
in Prostate Cancer Xenograft Tumors

Progression-Free Survival in Prostate Cancer In Vivo Model

g 100 1 -~ Vehicle
S i~ -#- Darolutamide
2
Mevrometostat
= L ——
& )
E ) | + Darolutamide
50 [ .1 ORIC-944
"é l l ~* 4 Darolutamide
o
n
w
2
[=2]
g
o

0 I T | 1
0 10 20 30 40
Days Post Treatment

Vehicle Darolutamide Mevrometostat + ORIC-944 +
Darolutamide Darolutamide

Median survival (days) Not reached

ORIC-944 combination with darolutamide improves progression-free survival in a treatment refractory setting in vivo

@] R | ( Note: ©4-2 model grown in castrated mice, Darohrtnmide 50 mgkg BID. mevicmtostal 100 g BID, and ORIC-334 100 mgikg OO, Mo drug-related tolerbdy ssues. Frogression event 107 siher lmar wolume >E00 mm3. of mordity



First-In-Human Phase 1b Study of ORIC-944 in Metastatic Prostate Cancer

Phase 1b, Multicenter, Open-Label Study

Single Agent Dose Escalation Single Agent Objectives

Key Eligibility
« Metastatic prostate
cancer

« Progressed:
— 21 AR inhibitor(s)
— £2 chemo regimens

« ECOG 0-1

. /

Screening / Enrollment

ORIC-944

» Single agent

* i3+3 design

= Oral once daily dosing

U Strong drug properties
[ Long half-life
[ Dose proportional exposures
[ No CYP autoinduction

U Robust target engagement

4 Well tolerated

Phase 1b designed to confirm ORIC-944 differentiated single agent profile and to position

ORIC-944 as a potential best-in-class PRC2 inhibitor for combination development in prostate cancer

CRrIC



ORIC-944 Has Demonstrated a Potential Best-in-Class Pharmacokinetic Profile

Preliminary Phase 1b Pharmacokinetic Data

Clinical Half-Life Comparison LCA ELCENEVE]

o + Excellent pharmacokinetic profile observed to date

~20 hours

20 — Increased exposure with dose level

— Low inter-patient variability

= No signs of CYP autoinduction that is observed with
first-generation PRC2 inhibitors

» Clinical half-life of ~20 hours is superior to other
PRC2 inhibitors and supports QD dosing

Clinical Half-life (hours)

3 hours
« Exposures at 2600 mg QD exceed target Cmin that

provides 90% TGl in preclinical in vivo prostate
Tazemetostat Mewrometostat ORIC-944 cancer models

Lack of CYP
Autoinduction = 4 v

"\ Note: Al data as of €
Source: Tazemet




ORIC-944 Has Demonstrated Robust and Consistent Target Engagement

Preliminary Phase 1b Pharmacodynamic Data

Inhibition of PRC2 Activity
1% 'me3 Reduction in Monocytes) Key Ta keaways

Once Daily Desing (QD)

0 — sl s s + Robust target engagement demonstrated with once-
daily monotherapy dosing
25 + Maximal decrease (275%) in H3K27me3 in monocytes

from peripheral blood samples achieved across multiple
dose levels, starting as low as 200 mg QD

{Mean + SEM)
o
T

+ Low inter-patient variability observed

% Change from Baseline
of H3K2Tme3/H3 at C1D15

-3 O R S L....[

= b Ll L

-100-

ORIC-944 has demonstrated promising pharmacodynamic data, indicating strong target engagement

( 5 !l ( : Hote: Al data as of December 10, 2003 % HAK2Tmel inhibion in monocytes Bom Phase 1b patents shown on plol. Samples colected af cycle 1 dary 15, o al cycle 1 day 22 for 7 patients a2 400 mg OD. HAKITmed, timethylation of fysine 27 of

histona H3, a



ORIC-944 Has Been Generally Well-Tolerated to Date

Treatment-Related Adverse Events Occurring in 210% of Patients in Single Agent Dose Escalation

Dose Level (QD) 100 mg (N=3) 200 mg (N=4) 400 mg (N=3) 600 mg(N=3) 700 mg(N=3) 800 mg(N=3) 900 mg(N=6) Total (N=25)

Preferred Term, n (%) All Grade Grade 3 All Grade Grade3 All Grade Grade3 All Grade Grade3 All Grade Grade3 All Grade Grade3 All Grade Grade3 All Grade Grade3

Diarrthea - - - - 2(B7) - 2 (67) - 1(33) - 3(100) - 2(33) = 10 (40) -
Fatigue - - 1(25) - 1(33) - 2 (67) - - - 1(33) - 3(50) - &(32) =
Decreased appetite 1(33) - 1(25) - 1(33) - 2 (87) = - - 2(67) - 107 - &(3z) -
Nausea - - @ - 1@ - 2067 - - - - L A CL
Anemia 1(33) - - - - - = = - - 2(67)  1(33)  2(33) 2(33)  5(20) 3{12)
Platelet count decreased - - - - 1(33) - 1(33) = = - - - 3(50) 2033 | 5(20) 2(8)
::E;;:gd cell count _ _ _ _ _ _ 1(33) = . - - - 2(33) 1{17) 3(12) 1(4)
Blood creatinine increased - - 1(25) - 1(33) - - - - - - - 1an - 3112 -
Dizziness - - 1{25) - - - 1({33) - - = - - 1{(17) - 3z -
Vomiting - - - - - - 2 (67) - - - - - 1{17) - 3(12) -
Optimal single
agent dose

ORIC-944 single agent was well-tolerated up to 900 mg QD, well beyond efficacious dose projections and maximal PD activity

( ) Rl { Note: ANl data s of December 10, 2024, Severty grade accorsing to NCI CTCAE v5.0. No Grade 4 or Grade 5 events neparted .
38



ORIC-944 Advanced into Combination Development with AR Inhibitors

Phase 1b, Multicenter, Open-Label Study (in collaboration with Johnson & Johnson and Bayer)

ORIC-944 Combination Dose Escalation ORIC-944 Combination Dose Optimization

4 )

\ line of chemotherapy /

Key Eligibility
« Patients with mCRPC

+ Previously treated with an
ARPI (e.g., abiraterone,
enzalutamide, apalutamide
or darolutamide)

* May have received up to 1

. S

ORIC-944 (QD) +
apalutamide (240 mg QD)

-

‘.

~

ORIC-944 (QD) +
darolutamide (600 mg BID)

Candidate
RP2Ds

S

Selected

Prior abiraterone

Prior AR inhibitor
(enzalutamide,
apalutamide or
darolutamide)

ORIC-944 + apalutamide

ORIC-944 + darclutamide

ORIC-944 + apalutamide

ORIC-944 + darolutamide

Primary endpoints: Safety and recommended Phase 2 dose

Key secondary endpoints: rPFS, ORR, DOR
Exploratory endpoints: H3K27 trimethylation, PRC2 target gene expression, PSA, and genomics

Initiated combinations of ORIC-944 with apalutamide and with darolutamide in mid-2024

Rl‘ Wote: ChnicalTriats o identifier: NCTOS4 1341, RP2D, reccrenendad

Phas 2 dersa. (PFS, eadiographie: prograsson &

i survival ORR, objetv esporms iy, DOR, dursten of raspense, PEA. pOLtMe-spocie antigon




ORIC-944 Plus Apalutamide Has Demonstrated Preliminary Clinical Activity in
Patients with mCRPC During Initial Dose Escalation Cohorts

Phase 1b PSA Response Data of ORIC-944 Plus Apalutamide (in collaboration with Johnson & Johnson)

40 q

20

20

40

Bast Percentage Change in PSA from Baseline

ORIC-944 Dase
B soomgap
B soomgap

-60 A
-80 1
-100
+ Abiraterone = Abiraterone + Abiraterone + - Abiraterone + + Abiraterone + Abiraterone
Prior theraples: » Docetaxel Abemaciclib Abemaciclib  + Docetaxel + Docetaxel
N « KLKZ CAR-T + Radium223+ - Cabozantinib+ * Pembrolizumab
Nivelumab Atezalizumab

« Clinical activity observed in initial cohorts (n=6)

— Confirmed PSA50 response in 3 patients
— Confirmed PSAS0 response in 2 patients
— All PSA responses maintained 212 weeks

— Durable confirmed PSA90 response up to 38
weeks (ongoing)

+ Once daily oral regimen generally well tolerated

— Primarily Grade 1 and Grade 2 TRAEs
consistent with PRC2 and AR inhibition

— One Grade 3 TRAE of fatigue ("}

— First two dose cohorts cleared without DLT;
dose escalation ongoing

— No discontinuations due to safety

« Exploration of ORIC-944 plus darolutamide with

first cohort complete and second cohort enrolling

— Preliminary clinical activity consistent with
ORIC-944 and apalutamide combination

PSA responses observed with the combination of ORIC-944 and apalutamide in heavily pretreated mCRPC patients;

updated combination data expected in 4Q25/ 1H26

Hote: Dats &3 of Decenber 10, 2024, All FSA responses confirmed. ANl patients trnabed with 240 mg QD of apalutamide. Priof therapies sxciade androgen depravaton theeapy. Treatmen] rolaled adverss svents (TRAEL) include aey advarss even! aiiribused

-
O R | i to-ither ORIC-044 of spaiotamide. (1) Grade 3 TRAE of fatigue cbaarad in orm pationt, wha rmaing on Peatmend without desy modiication. FAtigue is & keswn severss svent of andregen recaplor pattway rafars 1o ol

ncetate, DLT, dose lmsting toocity

40



Key Takeaways




Clinical Pipeline Focused on Advancement of ORIC-114 and

ORIC-944

Discovery / Clinical Anticipated
Program Indication IND Enabling Phase 1/2 Pivotal f Phase 3 Collaboration Data Milestones
PRODUCT CANDIDATES
« 1L combination with SC amivantamab Mid-2026
EG:‘;%T_%"I.Z,'“ * 1L monotherapy Johnson&Johnson 1H26
* 2L monotherapy 1H25
ORIC-114 Atypical EGFR * 1L monotherapy Mid-2026
EGFR/HER2 inhibitor NSCLC * 2L+ monotherapy 2H25
HER2 exon 20
NSCLC 2L+ monotherapy 1H25
+ Combination with apalutamide Johnson&Johnson 4025/ 1H26
ORIC'Q“ Prostate Cancer
PRC2 inhibitor
= Combination with darolutamide 4025/ 1H26

DISCOVERY RESEARCH PROGRAMS

-. j Solid tumors
resistance mechanisms

t ] R | ( (1) Glinical collaboration with Joberson & Johnson 1o evalusate ORIC-114 plus subcutanecus ($G) amaantamab in patients with first-ine NSGLE with EGFR sxon 20 insemon mutations.




ORIC Pharmaceuticals: Dedicated to Overcoming Resistance In Cancer

Lead Programs Advancing toward Pivotal Studies

Dual Engine for Pipeline Expansion

Experienced Management Team

+ Potential best-in-class TKI targeting NSCLC with EGFR exon 20,
HER2 exon 20, and EGFR atypical mutations

+ Potential best-in-class PRC2 inhibitor targeting mCRPC

+ Pipeline built from internal R&D and external business development
+ Targeting one new IND candidate every 18 months

« Heritage of discovering, developing, and commercializing oncology therapies
at Ignyta, Medivation, Aragon, Pharmacyclics, and Genentech

Strong Financial Position

= Cash and investments of $282 million expected to fund company into late 2026 (1}

Anticipated Data Milestones

+ ORIC-114 (NSCLC):
— 1H25: 2L EGFR exon 20 and 2L+ HERZ2 exon 20
— 2H25: 2L+ EGFR atypical
— 1H26: 1L EGFR exon 20

— Mid-2026: 1L EGFR exon 20 combination with SC amivantamab and 1L EGFR atypical
+ ORIC-944 (MCRPC):

— 4Q25/ 1H26: Combination with AR inhibitors

CrIC

Two potential best-in-class programs expected to enter pivotal studies in 2H25 (ORIC-114) and early 2026 (ORIC-944)

(1) Unaudited balance as of Seplember 30, 2024



