Abstract 9018: Phase | trial of the RAF/MEK clamp VS-6766 in combination with everolimus using intermittent dosing schedule
with expansion in NSCLC across multiple KRAS variants.
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* VS-6766 is a small molecule RAF/MEK clamp that reduces p-MEK and p-ERK (1). E“e;‘::,';““s Everolimus 5mg E"e;‘:r',';““s Total Total or more patients expansion cohort 11 60—

* There is cross talk between the RAS-RAF-MEK-ERK and PI3K-AKT-mTOR pathways and TRAE Schedulen | *M¢E | schedules ; %/4) ; f/“, ALT: alanine aminotransferase patients were 50— =»Continuingon == KRAS G12A
combination of VS-6766 + everolimus (mTOR inhibitor) induces synergistic inhibition Gl_["=3163_ [“=7]G3_ = 1f"=2°(];3_ 219;:_ a;(pc;_rtatehamizoiransfemse evaluable for efficacy; ‘0 — KRASGzy  — KRASGI12D
of viability in KRAS mutated NSCLC in preclinical models (2). G2 | e || G | & | aa [n=30] e P e 2 contirmed 9 — KRASG12C¢ ~ ~— KRASG13A

* KRAS mutations are present in a number of solid tumours including approximately a Rf‘hl : ° > - = S s oF 2 (17;’) G: grade responses with an Y — KRAS other

. . CK elevation — 1 3 2 11 1 18 (60%) 3 (10%) TRAE: Treatment Related Adverse Events ObJeCtIVG reSpOnSE 2 ____________________________________________
third of NSCLC adenocarcinoma. Mouth ulcers/Mucositis | 1 5 11 17(57%) | 0(0%) rate (ORR) 18% S
 There is a targeted therapeutic options approved for patients with KRAS G12C NSCLC Diarrhoea > 2 13(33%) | 0(0%) 95%Cl - 2.5 - 55 6 8
. . . Visual disturbance 6 7 13 (43%) 0 (0%) _ . ( 0 . . ) 14
but not for patients with other KRAS variants. — - - T TG T 2% * Atthe RP2D (n=20), the grade 3-4 drug related AEsin20or ., 1nhe median PFS for -
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Methods * Inthe dose escalation cohorts, 3 partial responses (PRs) were reported (2 KRAS G12D low grade serous ovarian cancer
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*  Schedule A: Once a week, 3 weeks on/1 week off, 28 day cycle, both drugs P BOINg * Atolerable intermittent dosing schedule targeting both the MAPK and PI13K
* Schedule B: Twice a week (Mon-Thu or Tue-Fri), 3 weeks on/1 week off, 28 day cycle, pathways has been established
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e 20 patients with KRAS mt NSCLC will be treated in the dose expansion cohort. population of KRAS mutated NSCLC may provide a possible non-chemotherapy
 Other inclus:,ion criteria were ECOG performance status 0-1 and measurable or alternative for the treatment of such patients
evaluable disease. e Future clinical trials of VS-6766 with everolimus are warranted in KRAS mt
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