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o Farnesylation, a post-translational modif_ig:ationZ atta_ches a farnesyl group to proteins, . Patients and treatment Antitumor activity (continued) Figure 5. Scans from a responder treated with KO-2806 8 mg
. aKr;Ch(s)irmnga:?ﬁm tfoiz:::eir:c?;z?:s lilogf\gl'tgs:égn:grfsczr:dplgﬁégr':'ecadi‘:ﬁgf;f:gfﬁ:&gf’%: * From Oct 18, 2023_to Aug 15, 2025, 31 patients with advanced, RAS-altered solid tumors were * In a subset of patients with advanced HRAS-m tumors who had clinical benefit, KO-2806
Iocglizeﬂion ar?dpactivit ir,1 - g9 th, s ’ , [€Q y enrolled across 9 sites in the US (Table 1) monotherapy demonstrated encouraging clinical activity with responses and/or durable
y In oncogenic pathways* | - As of the data cutoff date (Aug 15, 2025), 31 patients received KO-2806 monotherapy; 24 had disease control across 4 dose levels (Table 4)
* HRAS and RHEB depend solely on faresylation for function, whereas NRAS and KRAZE discontinued due to progressive disease (n = 20), adverse events (AEs; n = 2), or other reason — PRs were achieved in patients across tumor types: salivary, squamous cell carcinoma
can use alternative prenylation (eg, geranylgeranylation) when farnesylation is inhibited (n = 2; including symptomatic deterioration, use of prednisone > 12 mg during palliative radiation; (head and neck), and squamous cell carcinoma (vulva)

* HRAS-mutant (-m) tumors, which are highly reliant on farnesylation, are sensitive to n = 1 each)
farnesyltransferase inhibitors (FTls), with the FTI tipifarnib demonstrating encouraging
clinical activity in patients with HRAS-m tumors®®

* Durability of response and time on treatment are presented in Figure 3
Table 1. Demographics and baseline characteristics

« KO-2806 (darlifarnib), a next-generation FTI (Figure 1), offers enhanced potency’® and KO-2806 KO-2806 KO-2806 KO-2806 KO-2806 Table 4. Subset of response-evaluable? patients with HRAS-m tumors with
optimized pharmacokinetic (PK) properties that support once daily dosing 3mg(n=3) | Smg(n=95) | 8mg(n=12) |10 mg(n=10) | 15mg (n=1) clinical benefit®
_ Median age, years (range) 63 (61-74) 61 (53—-75) 57 (36—70) 54 (47—-76) 77 (717-77)
Figure 1. KO-2806 mechanism of action Male, n (%) 1(33) 3 (60) 8 (67) 9 (90) 1(100) Max. Tumor Time on
Race, n (%) Indication Shrinkage, % Treatment, mo
White 3 (100) 5 (100) 8 (67) 8 (80) 1 (100) 3 mg° Salivary® Q61R SD 0 21¢
Other 0 0 2 (17) 1(10) 0 5 mg Salivary Q61R PR 63 20"
Asian 0 0 2(17) 0 0 _
Black or African American 0 0 0 1(10) 0 Salivary Q61R SD 18 4 .
ici % SCC (HN)¢ G13V PR 61 3 Baseline » Week §
/ \ Ethnicity, n (%) 8 ( ) Apr 2025 cPR. TL SoD -60.3% Jul 2025
Hispanic or Latino 0 0 2 (17) 1 (10) 0 mg ] ’ o
- > . _ . SCC (vulva) K117N PR 56 2 from Baseline
Not Hispanic or Latino 3 (100) 5 (100) 10 (83) 8 (80) 1 (100)
i l NR 0 0 0 1(10) 0 Medullary thyroid G13R SD 0 6 cPR, confirmed partial response; SoD, sum of diameters; TL, target lesion.
Pri 0 i ) i ‘s :
m il r;rzsge;usmor e, n ) 1(33) 3 (60) 1(8) 3 (30) 0 R1 o juabl Saltllvatryh d =1 post-b Q?1R %8 of 13 t'SItD ith HRAS-m t = | b|11 * 70-year-old male patient with stage IVa head and * Initiated KO-2806 8 mg treatment in
aResponse-evaluable patients had = 1 post-baseline scan. *8 of 13 patients wi -m tumors were response-evaluable; : .
J@/ Rectum 1 (33) 1 (20) 2 (17) 2 (20) 0 1 patient did not have clinical benefit with KO-2806 monotherapy. ‘Dose was increased to KO-2806 5 mg at week 20. ¢On study neck SquUamous cell carcinoma (HNSCC) (Flgure 5) May 2025
( \ e Colon 0 0 1(8) 4 (40) 0 treatment as of Aug 15, 2025. ePatient progressed 13.9 mo after treatment initiation; as of Jun 18, 2025, patient remained on study — HRAS G13V, VAF: 61%?2 * Response:
KO-2806 nactive treatment (time from cycle 1 day 1 to most recent scan: 19.4 mo). 'Durable response. Unconfirmed PR as of data cutoff. _ _ - g . 0 _ 0 :
Head and neck® 1(33) 1(20) 2(17) 0 1(100) BOR, best overall response; HN, head and neck; m, mutant; max, maximum; mo, months; PR, partial response; SCC, squamous .PD L1 Cqmblned positive score: 60%* PR (60% tumor .Shnnkage at
Other 0 0 4 (33) 0 0 cell carcinoma; SD, stable disease. * Prior therapies: week 8 vs baseline)
Salivary gland? 0 0 1(8) 1(10) 0 — Marginal mandibulectomy + modified radical * As of data cutoff, patient remained
: i i treatment
Thyroid gland? 0 0 1(8) 0 0 . _ . ] ] neck dissection (Oct 2022) on
Karnofsky PS, n (%) Flg:_uret3t.) Tlrtrlheﬁlg;geatr?ent and durability of response in response-evaluable — Adjuvant radiotherapy (Jan to Feb 2023)
- 50-70 0 0 1 (8) 0 0 patients™ wi -M umors — 1L carboplatin + paclitaxel (CP) +
( HRAS ) : (HRAS) 80—100 3 (100) 5 (100) 11 (92) 10 (100) 1 (100) pembrolizumab (P) then P (Sep 2023
! Prior therapy lines®, n (%) 3 mg Salivary t to Jul 2024)
RHEB < | RHEB 0 0 1 (20) 0 0 0 .- — 2L CP + P (Sep to Dec 2024)
! 1 0 2 (40) 3 (25) 0 0 — 3L cetuximab + ficlatuzumab
((HRAS ) | FTase - [Frase | —{ ko-2806 | 2 2 (67 0 2(17 5 (50 1 (100) 5 mg Salivary N N . - (Feb 2025 to Apr 2025)
: =3 1(33) 2 (40) 7 (58) 5 (50) 0 . . . . . . o
RHEB : aSample collected in Jan 2024; patient received 3 treatment lines from time of biopsy to KO-2806 treatment initiation.
| HRAS alteration, n (%) 1(33) 2 (40) 8 (67) 1(10) 1(100) :
: 10 mg Salivary l *
aHRAS-m-driven tumors. *Prior therapy lines in the advanced/metastatic setting.
NR, not reported; PS, performance status. . .
Key considerations
AKT, protein kinase B; FTase, farnesyltransferase; MAPK, mitogen-activated protein kinase; mTORC1; mammalian target of T 8 mg Medullary thyroid l lA » Deep, early response in a 4L patient with advanced HRAS-m HNSCC
rapamycin complex 1; PI3K, phosphatidylinositol 3-kinase; RHEB, Ras homolog enriched in brain. Safety and t0|erablllty Indi Ini \Y
: ! : : * Indicates monotherapy clinical activity

 Treatment-emergent AEs were consistent with the mechanism of action of FTls (Table 2) 8 mg Salivary A

» Five patients had dose-limiting toxicities: 1 patient at 8 mg (lipase increased), 3 patients at 10 mg T Dose escalation

(platelet count decreased, anemia, and neutropenia, n = 1 each), and 1 patient at 15 mg 4 Dose reduction Pharmacokinetics
(platelet count decreased) 8 mg SCC (HN) .') B PD » KO-2806 demonstrated a linear, dose-proportional increase in exposure with doses up
 Treatment-related serious AEs occurred in 1 patient (8 mg): myalgia (grade 2), platelet count SD _ to 10 mg
. - _ - decreased (grade 2), and neutrophil count decreased (grade 4) 8 mg SCC (vulva) = : Ongoing
* We evaluated safety, tolerability, PK, and preliminary antitumor activity of KO-2806 monotherapy » Three patients discontinued per investigator decision for KO-2806-related toxicity (n = 1, grade 3 PR o
in patients with RAS-altered advanced solid tumors in the FIT-001 study (NCT06026410) malignant ascites and grade 3 acute kidney injury at 5 mg; n = 1, grade 3 tumor pain at 8 mg; 15 mg SCC (HN) A Progressive disease J C O N C L U S I O N S
n =1, grade 1 nausea and grade 2 anemia at 10 mg) -;-- "‘ISy'“rl‘ptOr‘I"a‘t'Clde"el'”O'fal’“o'“I
rb * The maximum tolerated dose was determined to be 10 mg 0O 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 9
L& M ETH O DS Table 2. Treatment-emergent adverse events (TEAEs) Weeks on Treatment . KO-?SOG_(darllfa_rn_lb) demonstrates a ma_nageable s_afety and tolerability
J °Response-evaluable patients had = 1 post-baseline scan. *8 of 13 patients with HRAS-m tumors were response-evaluable. prOfIIe with prEIImlnary PK data supportlng QD dOSIng
" (%) 3 ﬁ(;-(zr?(i%) 5 ﬁ(;-(Zr?(LGS) g rﬁngfgﬁ 2 | 10 ﬁ%—(ﬁ?gﬁ‘l 0) 15Krr(l)g-2(ﬁ0=6 1) HN, head and neck; m, mutant; PD, progressive disease; PR, partial response; SCC, squamous cell carcinoma; SD, stable disease. e Encou raging monotherapy- antitumor activity was OIbserved at mu|t|p|e
 FIT-001 is an ongoing first-in-human, multicenter, open-label, phase 1a/b Any-Grade TEAEs Ei : doses (KO-2806 3-10 mg) in advanced HRAS-m solid tumors, evidencing
dose-escalation/-expansion study of KO-2806 alone and in combination in patients with (2 25% of all patients) 3(100) 3 (100} 111(92) 1(100) igure 4. Scans from a responder treated with KO-2806 5 mg a broad therapeutic window
advanced solid tumors: | _ | _ Neutropenia 2(67) 2 (40) > (42) 7(70) 1 (100)  KO-2806 is currently being evaluated in combination with cabozantinib
— KO-2806 monotherapy for patients with RAS-altered solid tumors (Figure 2) ﬁnemla 31(13030) ?(28) g(ig) 1(18) 1 (:)00) (in renal cell carcinoma) and adagrasib (in KRAS-G12C-m non-small cell lung
. |1(50-22$06238 % 8, 10,|or 15 mg was orally administered once daily (QD) on Days 1-7 and Tsfosrizocytopema (o ) (o ) . 242; 4 240; 1 (100) cancer, colorectal cancer, or pancreatic duct adenocarcinoma) in the phase 1
— in -day cycles Fatique 0 3 (60) 1(8) 3 (30) 1(100) FIT-001 StUdy (NCT0602641 0)10
Figure 2. FIT-001 study design Grade 2 3 TEAEs 1 (100)

(2 5% of all patients)

Neutropenia 0 0 4 (33) 6 (60) 1 (100) Ref Abbreviati
- or o . . : ererences reviations
Key E“glblllty Crlterla K0-2806 QD Monothera Anemia : 1(33) 0 3 (29) 1(10) 1(100) e 1. Mijimolle N et al. Cancer Cell 2005;7:313-24; 2. Whyte AE, adverse event; AKT, protein kinase B; amp, amplified; BOR,
PY Thrombocytopenia 0 0 1 (8) 2 (20) 1(100) DB et al. J Biol Chem 1997;272:14459-64; 3. McGeady best overall response; Cl, confidence interval; CP, carboplatin
. Age 2 18 years (Phase 1a: Dose Escalation)? Leukopenia 0 0 1(8) 1(10) 1(100) P et al. J Biol Chem 1995;270:26347-51; 4. Castro AF + paclitaxel; cPR, confirmed partial response; CR, complete
Ascites 1(33) 1 (20) 0 0 0 et al. J Biol Chem 2003;278:32493-6; 5. Ho AL et al. J response; CRC, colorectal cancer; DCR, disease control
« Karnofsky PS =70 Hvookalemi 0 0 5 (17 0 0 Clin Oncol 2021:39:1856-64: 6. Ho AL et al. Ann Oncol rate; FTase, farnesyltransferase; FTI, farnesyltransferase
| ypokalemia (17) | | B - . 2023:34(suppl_2):S1286-7; 7. Gatchalian J et al. Poster inhibitor; HN, head and neck; m, mutant; MAPK, mitogen-
« Advanced solid tumors - . B P (abstract #34634) presented at the 36th EORTC-NCI-AACR activated protein kinase; max, maximum; mo, months;
Any solid tumor: KO-2806 15 mg Baseline R Week 80 Symposium, Octz)ber 11—1# 5, 2023), Boston, MA, USA,; 8. Patel mTOrlt?(c?jtN rg%r[]énahan targ<|e|t of”r?pamycm corg%g 1;b NR{_ not
— . - - = HV et al. Poster (abstract #34968) presented at the 36th reporteq, , hon-small cell lung cancer, , ODjective
/e Antitumor aCtIVIty Nov 2023 cPR. TL SoD -62.8° Jul 2025 EORTC-NCI-AACR Symposium, October 11—15, 2023, Boston response rate; P, pembrolizumab; PD, progressive disease;
NE=EnniE ’ 0 MA, USA; 9. Smith A et al. Poster (abstract #34971) ted PI3K, phosphatidylinositol 3-kinase; PK, pharmacokinetic;
. ) - TUR - 0 . ) - , ; 9. Smith A et al. Poster (abstrac presente , PN - , PK, -
_ HNSCC: Of 25tLesponse ﬁyalugble pattlelnts with 2 1( Iflg)st(_tlzaslellr;? scan, 3 (12%) receiving KO-2806 from Baseline at the 36th EORTC-NCILAACR Symposium. October 1115, E‘é’cpamalfesﬁ)onsg; PS. p‘;ﬁ?.;rga;"e ﬁatus; QD. O_nﬁe 3?‘"“
: monotherapy achieved a partial response able - - | . | . 2023, Boston MA, USA; 10. Ayanambakkam A et al. Poster , renal cell carcinoma; , Ras homolog enriched in
HRAS overexpression KO-2806 10 mg cPR, confirmed partial response; SoD, sum of diameters; TL, target lesion. (abstract #70) presented at th)e/ Kidney Cancer Research brain; SCC, sq_uamous_cell carcinoma; S_D, stable disease;
— NSCLC/CRC: _ _ » 60-year-old female patient with stage IVc « Initiated KO-2806 5 mg treatment in Summit (KCRS), July 17-18, 2025, Boston MA, USA. oo e it
KRAS/NRAS/ Table 3. Response in all response-evaluable? patients salivary gland carcinoma (Figure 4) Dec 2023 Acknowledgements AHEnEY
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