Abstract

Novel Strategy for RAS-Pathway Targeting: Initial Results from a Phase 1b/2 Clinical Trial of the Oral HDAC Inhibitor Bocodepsin
(OKI-179) Combined with Binimetinib in Patients with RAS-Pathway-Mutated Solid Tumors and NRAS-Mutated Melanoma
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Phase 1b/2 Best Response by RECIST 1.1:
NRAS-mutated Melanoma

Introduction

 Many preclinical translational studies have demonstrated that
combined inhibition of HDAC3 and RAS-pathway in RAS-
pathway-mutated cancers leads to a nhovel mechanism of cell
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Time on Treatment
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meaningful

« The combination of the oral HDAC inhibitor bocodepsin plus binimetinib exploits a novel
Most common TRAE were as expected based on side-effect profile of binimetinib and bocodepsin alone mechanism for targeting RAS-pathway mutated cancers

Interim StUdy Resu |tS No Grade 4/5 TRAEs were reported

As of the Safety Data Cutoff of July 6, 27 patients were enrolled across both
Phase Tb and Phase 2

« Bocodepsin was tolerated in combination with binimetinib in Phase 1 at both dose levels, with

i i . DLT ob d
Patients with Dose Holds & Reductions for AEs 2 o ODREnE

Phase 1b dose ranging:  AEs were consistent with the effect of either bocodepsin or binimetinib alone
Phase 1b

« No DLT observed in either Cohort 1 or Cohort 2
« RP2D is 300 mg bocodepsin PO daily 4 days on/3 days off (4:3) +
binimetinib, 45 mg PO BID

Phase 2 « 300 mg bocodepsin (PO, QD, 4 days on/3 off) + binimetinib 45 mg BID PO was the

Cohort 2 recommended dose to advance to Phase 2

(Boco 300 mg/
Bini 45 mg)

Cohort1
(Boco 200 mg/
Bini 45 mg)
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Phase 2 (n=13 ongoing)

Cohort 2 (n=6) T —— n=8 n=6 =  Binimetinib along had an ORR of 16% in patients who received prior ICl therapy in the
Bocodepsin 300 mg 43 Binimetinib 45 mg bid Bocodepsin Dose held 3 (38%) 5 (83%) 5 (38%) N EM.O phase 3 :[r|a| o
Binimetinib 45 mg bid Dose reduced - 2 (33%) 3 (23%)  The Nautilus study is continuing to enroll
Cohort1 (n=8) Binimetinib Dose held 3 (38%) 5 (83%) 7 (54%)  These data support continued development of bocodepsin in combination with
Dose reduced 2 (25%) 2 (33%) 5 (38%) binimetinib in NRAS melanoma and other indications, such as KRAS-mutated CRC and

Bocodepsin 200 mg 4:3
P g NSCLC

Binimetinib 45 mg bid

AEs are generally manageable with supportive care or dose interruptions/reductions

TMaertens et al. Cancer Discovery (2019), 9, 526-45 2 Safety data cutoff of July 6, 2023. Clinical activity data cutoff for patients with tumor assessment scan is Sept 26, 2023. > Dummer et al Lancet Oncol. 2017 Apr;18(4):435-445
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