Phase 1b study of ompenaclid (RGX-202-01), a first-in-class oral inhibitor of the creatine transporter SLC6AS8, in combination with
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FOLFIRI and bevacizumab in RAS-mutated second-line advanced/metastatic colorectal cancer — updated results
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e RAS-mutated (RAS-mut) tumors are present in up to 45% e Clinical data indicate that ompenaclid = 2400 mg twice Efficacy e Preferential activity in RAS-mut vs WT is consistent with e Ompenaclid + SOC increased mPFS and mOS in
of patients with metastatic colorectal cancer (NCRC).1 daily (BID) provides robust and maximal Figure 2. Best response in all evaluable patients (n_43) preclinical and Phase 1 data. RAS-mut vs WT mCRC.
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e Ompenaclid (RGX-202-01) is an oral SLC6AS inhibitor that P oo b . 1 (%) (41) (22) o0 RAi\/rTm:st3 ;%%g:ggths
reduces intracellular phosphocreatine (PCr) and e In RAS-mut mCRC, 2"d-line FOLFIRI/bevacizumab SD, n (%) 20 (59) 6 (67) o 70
adenosine triphosphate (ATP) pools, inducing tumor cell (BEV) has an overall response rate (ORR) of ~15%, o R —— PD, n (%) 0 (0) 1(11) % 60
apopt05|s (Flgure 1)'3 medlan progreSSI()n-free SUI’VIVal (mPFS) Of ~5-6 % I Patients were evaluable for RECIST 1.1 response if they completed at least one treatment cycle § S
months and median overall survival (mOS) of ~11-18 % 20 and had at least one follow-up scan for RECIST assessment. o 40
e In animal models, ompenaclid plus 5-fluorouracil (5-FU) 8 . * 30
o o ) i months.6 e S . N | PR 55 enrolled patients: 46 RAS-mut mCRC (34 evaluable and 12 not evaluable
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mut mCRC. -80 N Prior BEV (WT) PFS analysis included all patients enrolled (n=55). PFS data are not yet final as of the cut-off
. - - - date 4 Jun 2024 due to continuing patient follow-up and the limited number of PD events.
Figure 1. Ompenaclid mechanism of action - Safety
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Key eligibility criteria Table 1. Baseline characteristics o Data cut-off 4 Jun 2024.
e« RAS-mut advanced/mCRC: wild type (WT) patients were RAS Status RAS-mut WT e ° . . o’ > e The most common Grade < 2 TEAEs were diarrhea e The only Grade 5 TEAE was 1 patient with an
’ - - I S S S S S : : :
also initially enrolled. (n=46) (n=9) ) (56%) and nausea (51%). intestinal perforation, deemed related to BEV.
Median age, years (range) 58 (31-82) 63 (32-85) o © _ _
o Measurable disease by Response Evaluation Criteria in White 36 (78) 6 (67) . . e The mos.t frequent Grade = 3 TEAEs were neutropenia e At the evaluated dose levels, ompenaclid added to
Oncology Group (ECOG) < 1. Race, n (%) ) 1 0 O .
Asian @ . . — ot Conclusion
e Demonstrated progression with an oxaliplatin-based Not reported / other 1 @ 2 (22) 8
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c9me Sex, n (%) Male 27 89 ° 7 e Ompenaclid plus FOLFIRI/BEV provided Preferential activity in patients with RAS-mut
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| o . 1 23 (50) 5 (56) B —— | Ongoing s Prior BEV (WT) Treatment with ompenaclid resulted in clinical
~ Patients were e"g'ble_'f they had recurrence within > 2 metastatic organ sites, n (%) 38 (83) 9 (100) — i =» Ongoing for clinical benefi benefit, with durable ORR and PFS exceeding Ompenaclid represents a novel approach to
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adjuvant therapy and no treatment for advanced/mCRC. A pies, Other or other. Disease status confirmed by RECIST 1.1. _ :
n (%) Bevacizumab 30 (65) 8 (89) © N high unmet medical need.
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Adequate organ function. _ _ : e ] _ _ _ _
other anti-angiogenic combinations in 2"d-line An ongoing randomized Phase 2 blinded

patients with mCRC. placebo-controlled trial will further explore the
safety and efficacy of the combination of
ompenaclid with FOLFIRI/BEV in 2nd-line RAS-
mut mCRC.

Study treatment

e All patients received ompenaclid (2400 or 3000 mg BID) in combination with FOLFIRI/BEV: Ompenaclid has activity in RAS-mut mCRC

— BEV intravenous (V) 5 mg/kg, followed by irinotecan 180 mg/m?2 IV concurrently with folinic acid 400 mg/m? IV, followed regardless of the specific mutation.®

by 5-FU 2400 mg/m? IV over 46 hours on Days 1 and 15 of each 28-day cycle.
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