ORIC-101 Overcomes Glucocorticoid Receptor-Mediated Chemoresistance In

QR' C Pancreatic Cancer Models

Jessica D. Sun, Haiying Zhou, Wayne Kong, Natalie Yuen, Frank Duong, Shravani Barkund, Aleksandr Pankov, Dan McWeeney, Qiuping Ye, Omar Kabbarah, Lori S. Friedman,
Anneleen Daemen, Melissa R. Junttila
ORIC Pharmaceuticals, South San Francisco, CA 94080

BACKGROUND 3. ORIC-101 reverses GR-driven growth 5. ORIC-101 inhibits GR-mediated pathways

and potentiates chemotherapy iImplicated in drug resistance
Chemotherapy remains the main treatment option for patients with o —
advanced and metastatic pancreatic ductal adenocarcinoma (PDAC), PDAC cell lines PDAC xenografts PDAC xenografts
the most common type of pancreatic cancer. _ e _ _
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ORIC-101 is a potent, selective, orally bioavailable small molecule GR - I Days post treatment o
antagonist with a more favorable cytochrome P450 inhibition profile than other * Veh, vehicle * Tumor growth inhibition (TGI): vs. Cort + PTX
o . . . . . . ) * Dex, dexamethasone * PFS: Progression Free Survival, defined as tumor volume

clinical compounds, making it particularly suitable for combination with taxanes. - Chemo: paclitaxel (PTX) + gemcitabine <500 mm?3

* ORIC-101 (101), 150 mg/kg, QD x 21, PO » Data are presented as mean £ SEM

. « PTX: 15 mg/kg, Q3D x 5, IP * *p<0.05, t-test; #p<0.05, Log-rank test . .
ORIC-101 (Ster0|dal)  Cortisol (Cort), 100 mg/L in drinking water, ad lib Vimentin

GR antagonism IC, = 7.3 nM (EMT)
AR agonism ICg, > 5000 nM

Dex protects PDAC cells from chemotherapeutics in vitro, which is
reversed by ORIC-101

PR antagonism IC5, = 22 nM

ORIC-101 sensitizes PDAC xenografts to PTX

CYP3A4 IC, = 1.6 pM Pimonidazole

CYP2C8/CYP2CY ICy, > 10 UM Rew et al., 2018 4. ORIC-101 blocks GR transcriptional (Hypoxia)

activity
ORIC-101 reverses GR-driven EMT-like phenotype

2. GR Is widely expressed in PDAC models o _ _
— ORIC-101 attenuates hypoxia in tumor microenvironment
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: RN + Data are presented as mean + SEM * ORIC-101 comprehensively inhibits glucocorticoid pathways to overcome
therapeutic resistance in pan-cancer models AACR 2020 Poster #4120

ORIC-101 inhibits FKBP5 and GILZ in a dose-dependent _ _ _
manner in vivo * ORIC-101 overcomes resistance to diverse chemotherapeutics across cancer

types AACR 2020 Poster #4121
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