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BACKGROUND STUDY POPULATION OUTCOME MEASURES

- RAS mutations are found in a wide range of human cancers, including lung, colon and pancreatic cancers;  FIT-001 is a first-in-human, multicenter, open-label, phase 1a/b dose escalation/expansion clinical trial Objectives Endpoints
approximately 30% of human tumors express a mutation in a RAS gene."? (KO-2806-001; NCT06026410) (Figure 1). :
» HRAS, unlike NRAS and KRAS, is completely dependent on the post-translational modification farnesylation . Approximately 270 patients will be enrolled in phases 1a and 1b across 50 sites globally. Primary
for dpwnejream activity, making it particularly sensitive to .fa.rnestyl .transferase |.nh|b|tors (FTls).2?  Phase 1a (dose escalation) consists of three arms with specific eligibility criteria shown in the table below. Safety
 Clinical trials (NCT02383927, NCT03719690) of the FTlI tipifarnib in patients with HRAS-mutant (-m) head and _ " 1 ; ; - | |
neck squamous cell carcinoma (HNSCC) with high-variant allele frequency mutations (20% or higher) had an * Based on emerging data from phase 1a, up to two PD cohorts may be explored for each of the monotherapy, »  Evaluate safety and tolerability of KO-2806 as » Incidence and severity of treatment-emergent AEs,
objective response rate (ORR) of 52.6% or 30%, and favorable long-term outcomes. ccRCC combination and NSCLC combination. monotherapy_and In combination in patients with iIncidence of SAEs, dose-limiting tO.XICItI.eS, abnormal
« KO-2806 is a next-generation FTI with increased potency and improved pharmacokinetic (PK) properties — In each cohort, 6 to 12 patients may be enrolled; taking paired fresh tumor biopsies at screening and on advanced solid tumors (phase 1a) laboratory parameters, abnormal vital signs and
. - . . . . _ .  Determine MTD/HPDD and/or OBAD of KO-2806 as abnormal ECG results
compared with current FTls; in preclinical studies, KO-2806 enhanced the antitumor activity of: day 21 will be mandatory. . L . . . .
t e Ki Nhibit neludi a finib. in cl I ' cell . RCC I line-derived e _ _ _ _ monotherapy and in combination (phase 1a) * Incidence of dose interruptions, reductions and
— lyrosine Kinase Inniol OFS., INCluU |.ng cabozantinib, In clear ce 6rena cell carcinoma (cc ) cell line-derive  As of March 9, 2024, arms 1 and 2 are recruiting; the first patient dose for arm 3 is expected by mid-2024. . Define RP2D of KO-2806 in combination (phase 1b) discontinuations due to AEs
xenograft (CDX) and patient-derived xenograit (PDX) models - - In phase 1b (dose expansion), patients will receive the recommended phase 2 dose (RP2D) of KO-2806 with _
— KRAS inhibitors in KRAS-m CDX and PDX models, including adagrasib in non-small cell lung cancer - cabozantinib (in ccRCC) or adagrasib (in NSCLC), or will be randomized if two potential RP2Ds are identified Efficacy
(NSCLC), and MRTX1133 in colorectal cancer (CRC) and pancreatic ductal adenocarcinoma (PDAC)." for combination therapy. . Evaluate antitumor activity of KO-2806 in combination | » ORR per RECIST (version 1.1)
»  Other combination arms may also be considered. in patients with advanced solid tumors (phase 1b)

OBJECTIVE

Secondary?

* To assess the safety, tolerability, PK, pharmacodynamics (PD) and preliminary antitumor activity of KO-2806, KEY ELIGIBILITY CRITE RIA Safety
as a monotherapy and in combination, in adult patients with advanced solid tumors. » Evaluate safety and tolerability of KO-2806 in » Incidence and severity of treatment-emergent AEs,
Arm 1 Arm 2 Arm 3 combination in patients with advanced solid tumors incidence of SAEs, dose-limiting toxicities, abnormal
FIGURE 1. OVERALL STUDY DESIGN monotherapy ccRCC combination NSCLC combination (phase 1b) laboratory parameters, abnormal vital signs and
(KO-2806 and (KO-2806 and abnormal ECG results
KO-2806 monotherapy KO-2806 combination KO-2806 combination? cabozantinib) adagrasib) * |Incidence of dose interruptions, reductions and
(phase 1a dose escalation) (phase 1a dose escalation) (phase 1b dose expansion) : : o discontinuations due to AEs
Key Inclusion criteria
Efficacy
Monotherapy? ccRCC combination? Age > 18 years
(KO-2806 and « Evaluate preliminary antitumor activity of KO-2806  ORR, DCR, DoR, PFS per RECIST (version 1.1) per
cabozantinib) ccRCC combination Diagnosis of Histologically or cytologically confirmed advanced solid tumor as monotherapy or in combination in patients with Investigator assessment and OS
(KO-2806 and cabozantinib) advanced solid tumor advanced solid tumors (phase 1a)
Disease severity . Measurable disease per RECIST (version 1.1) « Further evaluate the antitumor activity of KO-2806 in - DCR, DoR, PFS per RECIST (version 1.1) per
or . Karnofsky Performance Status Scale score of = 70 with no clinically significant combination in patients with advanced solid tumors Investigator assessment and OS
deterioration in the previous 2 weeks (phase 1b)

* Acceptable endocrine, hematologic, liver and renal functions

Including PD cohorts RP2D-2 B o _ _ _
(6-12 patients each)° ~ Arm-specific criteria HRAS mutation and/or Must have received at least Must have received at least

) > MU _ | | | | « Characterize PK of KO-2806 as monotherapy and in « Systemic plasma concentration of KO-2806 and the
| s 5 amplification (any solid tumor one prior systemic therapy one prior systemic therapy combination (phase 1a and 1b) combination agent
'(gi'?g'ggﬁ'z:t?;g%ﬁ?b T type); HRAS overexpression | with an immunotherapy for KRAS-G12C-m locally . PK parameters, including AUC,__, C__, T. . t,and CL/F
IS (HNSCC only); KRAS, NRAS | for locally advanced or advanced or metastatic _
! g’; NSCLC combination? and/or HRAS mutation and/or | metastatic ccRCC NSCLC Other objectives
E o (KO-2806 and gﬁgg'ﬁfg}r}smsﬂfc o 4/  Evaluate effect of food on the PK of KO-2806 as monotherapy
:I: = adagrasib) NSCLC combination o I')f"cat'on g;z éon anadror - Evaluate relationship between plasma concentrations and QTc intervals for KO-2806 and adagrasib as
= g (KO-2806 and adagrasib) plification ( ) monothergpy ar_1d KO-2806 and adagrasib in combination
or °Not a comprehensive list.
Prior or ongoing * Prior treatment with an FTl or HRAS inhibitor
treatment/conditions « Major surgery in the previous 28 days or still recovering from prior surgery
| « Spinal cord compression, leptomeningeal disease or clinically active CNS metastases CONCLUS'ONS
Including PD cohorts «  Active or prior documented autoimmune or inflammatory disorders in the previous 5 years

(6—12 patients each)P DLZ3

- (with exceptions) | | -  This study is exploring the safety and preliminary antitumor activity of KO-2806 for
« Inability to swallow, impairment of Gl function or Gl disease that may significantly alter the . . . _ R . .
absorption of the trial drugs patients with advanced solid tumors; the results will inform the design of future trials.
ZI\EAaCZ"ld'V'dual Patt'e”t ‘;V'" recelve one Oftt?e Pr']at””ed dbf_)se levels of KO-2806. » Inadequate cardiac and/or vascular function, including mean QTcF = 470 ms, presence of e The data will also allow evaluation of the safety and preliminary antitumor activity
anaatory pretreatment and on-treatment rresn tumor DIOPSIES. - . . = o= = - = - = = n = =
°KO-2806 combination dose level will start one level lower than the recommended monotherapy dose. ?)(itfj]te c;orongry synlc.jrome In_thtehpaSt 6 _rnontgs or class Il or greater congestive heart failure of KO-2806 administered in combination with cabozantinib in ccRCC or adag rasib In
dPati - i - : i i ' i ifi ¢ er invasive malignancy in the previous ears 5 . .
Patients will receive the RP2D of KO-2806 or will be randomized if two potential RP2Ds are identified. g y P y N SC LC, an d other p otentlal C Ombl nations.
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