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<= BACKGROUND thh RESULTS

* The PIBK-AKT-mTOR pathway is the most commonly dysregulated Patients and treatment Safety and tolerability (continued) Figure 5. Scans from a responder treated with DL4
signaling cascade in head and neck cancers  From December 7, 2021 to August 29, 2025, patients with HNSCC were enrolled across 9 sites in the US « Four patients (9%) discontinued treatment due to TRAESs (tipifarnib- and tipifarnib 1200 mg/d + alpelisib 250 mg/d
) PI?;(G |nh|b|c’;|/on often leads fto feedbackt reactlvstlon of thehlzng - As of the data cutoff date (August 29, 2025), 45 patients across all DL cohorts had received tipifarnib + alpelisib, and 43 had discontinued; reasons alpelisib-related vomiting, plat_ele.t count decreased, nausea, n = ‘I_each;
IF_)a _t.way ng ?r agtlrra:u;)n of compensatory pathways (eg, ) included progressive disease (n = 26; 19 per Response Evaluation Criteria in Solid Tumors [RECIST] v1.1 and 7 had clinical progression), adverse alpelisib-related stomatitis, n = 1; tipifarnib-related weight loss, n = 1)
Imiting clinical activity » events (AEs; n = 9), patient withdrawal (n = 6), physician decision (n = 1; due to baseline dysphagia), and death (n = 1) - Observed dose-limiting toxicities (DLTs)*:
* Alpelisib, a selective PI3Ka inhibitor, has modest monotherapy clinical . Baseline characteristics were generally similar across DL cohorts (Table 1) — DL2 (tipifarnib 600 mg/d + alpelisib 250 mg/d)
activity in PIK3CA-altered (mutated or amplified) head and neck » Grade 3 rash maculo-papular (tipifarnib- and alpelisib-related)
cancers (overall response rate [ORR]: 0%; best overall response Table 1. Demographics and baseline characteristics _ DL4 (tipifarnib 1200 mg/d + alpelisib 250 mg/d)
[BOR]: stable disease [SD])?, highlighting a need for combination .
strategies to counter pathway reactivation DL1 DL2 DL3 DL4 DL5 « Grade 3 rash maculo-papular (alpelisib-related)
Tioifarnib tent first ¢ TIP 600 mg/d TIP 600 mg/d TIP900 mg/d  TIP 1200 mg/d  TIP 1200 mg/d  Grade 4 platelet count decreased (tipifarnib- and alpelisib-related)
* Tipifarnib, a potent first-generation  Eiqure 1. Tinifarnib and + + + + + B e N .
farnesyltransferase inhibitor |g lisib P PI3K ALP 200 mg/d  ALP 250 mg/d  ALP 250 mg/d ALP 250 mg/d  ALP 300 mg/d All Patients DL (tipifarnib 1200 mg/d + alpelisib 300 mg/d) December 27, 2023 February 6. 2024
(FTI) targeti is unli alpelisib target PI3K and _ N _ N _ « Grade 3 rash maculo-papular (alpelisib-related) ecomber 27, ebruary 6, 2
geting RHEB, is unlikely MAPK sianalina pathwavs (n=3) (n=16) (n=4) (n=17) (N = 45) - | - Baseline Week 4 post-C1D!
to provide clinical benefit as gnhaling p y Age, median (range), y 57 (37-65) 60 (36—76) 60 (54-67) 58 (41—75) 61 (49-62) 60 (36—76) _ = Grade 3 nausea (tipifarnib- and alpelisib-related) t Neck e —tongue beso
mOﬂOtherapy in PIK3CA-altered S Male, n (%) 2 (67) 15 (94) 3 (75) 15 (88) ) ( 100) 40 (89) :}fgrf{fs:u(z?z 5;%;3)22Z;Ey;g\rte;r:ttfgggri::?ie:?zzr:i;oog1eD38 Itlirjmla?mlet(DL'T criter;y\?v)az cois?deelfled(a DLT. Dalfl'l?)raate was determined qui:g gi;yMa(slgﬁ'T'spefiod to 3 75-year-0|d male patient presented with PIK3CA-mutated HNSCC of the
head and neck cancers' Growth factor receptor ECOG performance status, n (%) oral cavity (T3NOMO) (Figure 5)
« RHEB, an obligately farnesylated 0 3 (100) 9 (56) 2 (50) 8 (47) 2 (40) 24 (53) Antitumor activity * Prior therapy:
GTP-blndlng prot.eln, I.S reqU|red / \ 1 0 ! (44) 2 (50) 9 (53) 3 (60) 21 (47) Table 4. Response in evaluable patientsa with PIK3CA alterations — 1L: CISplatln.; BOR: SD
for downstream signaling of the — (Aipeiisb) HPV positive, n (%) 2 (67) 13 (81) 2 (50) 12 (71) 4 (80) 33 (73) oL2 oL 4 DL5 — 2L: Pembrolizumab; BOR: SD
PI13K and MAPK pathways’ — _ . .
< P y | . PIK3CA muta-te_d, n (%) 3 (100) 14 (88) 1(295) 16 (94) 5 (100) 39 (87) TIP 600 mg/d TIP 1200 mg/d TIP 1200 mg/d Response at Week 4:
 Preclinical data suggest that FTls PIK3CA-amplified?, n (%) 1(33) 2 (13) 2 (50) 3 (18) 0 8 (18) + + + — Overall response per RECIST: PR (shrinkage 56%)
may suppress mTOR feedback Primary tumor site, n (%) ALP 250 mg/d ALP 250 mg/d ALP 300 mg/d _ _
reactivation by inactivating RHEB, b ¥ Pharynx 1(33) 12 (75) 2 (50) 11 (65) 3 (60) 29 (64) (n =12) (n =135) (n = 4) Key considerations:
supporting combination use @I— (Tipifarnib) Oral cavity 0 1(6) 2 (50) 3 (18) 1 (20) 7 (16) ORR (CR + PR) 2 (17)° 7 (47)° 1 (25) + PIK3CA mutations at baseline: E542K and E726K; co-mutations
(Figure 1)’ X 95% ClI 2.1-48.4 21.3-73.4 0.6-80.6 included HRAS Q61K, CCND1, NOTCH1, ASXL1, KMT2D, MITF,
Nasopharyngeal 0 1(6) 0 1(6) 0 2(4)
» KURRENT-HN (NCT04997902), Larynx 0 1(6) 0 0 1 (20) 2 (4) CR 0 1(7) 0 MRS, MESY
a phase 1 trial, evaluates tipifarnib X X S 0 0 0 1 (6) 0 1(2) PR 2 (17)° 6 (40)° 1(25) « On progression at 12 weeks, tumor had lost HRAS and PIK3CA
lus alpelisib in molecularl SD 6 (50 4 (27 0 E542K and E726K mutations but gained PIK3CA p.V344G variant
Eelectepd patients with recu};rent/ X Other/unknown 2(67) 1(6) ) 1) ) 4 (9 DCR (CR + PR + SD 8 (67 )b 11 (73)0 1(25 (VAF 43%), and TP53 mutation ar?d deletion "
S ot hoad and nock Prior systemic therapies, median (range) 1(1-2) 2 (1-5) 4 (2-4) 2 (1-12) 2 (1-2) 2 (1-12) ( ) (67) (73) (25) ’
Ar i 0 CBR (CR + PR + SD for . .
squamous cell carcinoma Deep and durable mTORCT Pllﬂor 'mn:: nOtheraPy’ " (d/'O)t ol ot 2 (188) 1? (gg) 41(12050) 1? (22') 54(18000) gg (zg) > 12 weeks) 7(58) 9 (60) 1(29) ctDNA and biomarkers
(R/M HNSCC) to address inhibition - LI e (en e bIn e 2 eréﬁy — ) _ (69) _ _ (. )_ — (69) _ (80) (67) 95% ClI 27.6-84.8 32.3-83.7 0.6-80.6 - Paired pre- and post-treatment plasma samples from 26 patients
compensatory pathway activation ALP, aipelisb: ECOG, Eastorn Gooporative Oncology Group. HPV, numan papilomanis, IR tpiamtp oo S SR poSIeroriypopRan, 8nd squamos eel careinoma et maxiiany sius (=1 each: one pfient had an unknown fumor st Median duration of objective 179 - 195 underwent comprehensive circulating tumor DNA (ctDNA) profiling of
. response, months ' ' ' driver mutations and methylated tumor fraction using the non-bespoke
Safety and tolerability 95% Cl NE_NE 5.1-NE NE—NE Guardant Infinity™ assay
* Most common (2 40% of all patients) any-grade treatment-emergent AEs (TEAEs) (Table 2) were hyperglycemia (76%), fatigue (58%), nausea (44%), et patents g | ol baselne s litos ol (1 1) o (1 1) PR s confmen 129 nd ontimed 029K » Detection of PIK3CA driver mutations (VAF 0.30-27%) and methylated
and anemla (42 /O) n a” patlents (C?B=R1 cj:](i::; benefit rate; CR, complete response; DCR, disease control rate; NE, not estimable; ORR, objective response rate; PR, partial response tumor fraCtlon Slgnal In pre-treatment CtDNA from mOSt patlents (>90%)
« Any grade and grade = 3 treatment-related AEs (TRAES) are presented for DL2 and DL4 (candidate OBAD levels), and DL5 cohorts in Table 3 ) - o o o o _ indicated active disease burden
— A favorable safety profile was observed with DL2 and DL4, as well as DL1 and DL3 (data not shown) Figure 3. Time on treatment and response In all treated patients » Patients who achieved PR often had lower amounts of pre-treatment
* Here we present safety and initial clinical activity of tipifarnib combined Table 2. A d d de > 3 treat i t AE Table 3. A d d de > 3 treat t-related AE IK = N g | CtDNA compared with patients with SD or no response
able 2. Any grade and grade 2 3 treatment-emergen S able 3. Any grade and grade 2 3 treatment-relate S . :
with alpelisib in molecularly selected patients with R/M HNSCC from the Y5 J J Y 9 J — — = * Reduction in ctDNA levels (tumor methylated fraction) by = 50% at the
: DL2 DL4 DL5 DL2 DL4 DL5 2 S— first landmark assessment was observed in 14 patients (14/26, 54%) with
KURRENT-HN study g =& |
TIP 600 mg/d TIP 1200 mg/d TIP 1200 mg/d TIP 600 mg/d TIP 1200 mg/d TIP 1200 mg/d < = B DL1: TIP G00maid + ALP 200 mad BOR of PR (n = 3), SD (n = 9), and no response (n = 2)
* N N * * N —~ B DL TIP 1200 rogid + ALP 250 rgie Pharmacokinetics
ALP 250 mg/d ALP 250 mg/d ALP 300 mg/d ALP 250 mg/d ALP 250 mg/d ALP 300 mg/d — = DL5: TIP 1200 mg/d + ALP 300 mg/d
r’ 1 n (%) (n =16) (n=17) ) n (%) (n =16) (n=17) (n = 5) D% « Tipifarnib and alpelisib exposures increased linearly with dose
«— Duration of clinical benefit? . . . . . . . . . .
_ Anv-arade TRAEs (2 20% of all patient I *  First CRIPR — Tipifarnib and alpelisib exposures in combination were consistent with
LO M ET H O DS A 16 (100) 17 (100) 5 (100) rram— ) ﬂ“ » B Progreckive diease exposure as monotherapy from previous studies*®
J (2 20% of all patients) Tipifarnib 16 (100) 16 (94) 4 (80) — e b P 24 P
Hyperglycemia 12 (75) 13 (77) 4 (80) Fatigue 7 (44) 10 (59) 1(20) — 5 T aratment ongoing * There was no evidence of accumulation after multiple doses for either
. . = tipifarnib or alpelisib
« KURRENT-HN is an open-label, phase 1 dose escalation study of Fatigue 8 (50) 11 (65) 3 (60) Anemia 4 (25) 7 (41) 1(20) ——_— P P
tipifarnib in combination with alpelisib in patients with R/M HNSCC Rash maculo-popular 7 (44) 2 (12) 1(20) Diarrhea 4 (25) 4 (24) 2 (40) —
(Figure 2) Anemia 6 (38) 10 (59) 1 (20) Nausea 3 (19) 8 (47) 2 (40) — 3 J C 0 N C L U S I O N S
Figure 2. KURRENT-HN study design Weight decreased 6 (38) 5 (29) 2 (40) Decreased appetite 3 (19) 7 (41) 1 (20) = D
_ . Diarrhea 6 (38) 4 (24) 4 (80) Platelet count decreased 2 (13) 9 (53) 1 (20) .= .
Blood croatinine increased  6(38)  3(18)  2/(40) Neutrophil count decreased 0 8 (47 : i - *In the KURRENT-HN study, the combination of tpifaib and
REE e TIP 1200 mojd o« ALP 300 mgi Stomatitis 6 (38) 2 (12) 1(20) Alpelisib 16 (100) 17 (100) 4 (80) — ?:e 'S'b;‘_’ast‘_”e dt° LI, W'td a ;"a"age?b e safety profile
DLe=t0) : S _ 5 1 21 41 6t & 14 s 4t 16 118 od 22 1 24 * The combination demonstrated robust antitumor activity In
ngi;, frfd”fmso - Nausea . > (31) 9 (53) 3 (60) HyPeregcemla 10(63) 12.(71) > () Time since C1D1 (months) heavily pretreated, molecularly selected patients with R/M
Key EndPOiltl.tS TIP QSEzmg/d_:fLP 250 mg/d Hyponatremla 5 (31) 3 (18) 1 (20) Fahgue 7 (44) 9 (53) 1 (20) :r[;:rt?rt]ig:t(i)rtc;liar;ii;:itsb:/ri\tifi(t:g:éirnne]sda(s:Igrr;%((r;ogjtwggr:n;[C))12212tv?lefieritsdocumentation of disease progression per RECIST v1.1 or death before new anticancer HNSCC, a population Where alpeIiSib monOtherapy pI’OVideS only
: gﬁﬁ?%a::}if,?t';rab'"ty TIP 600 mg/d(rA_\LP)250 mg/d > DL2 (n =16) Decreased appetlte 4 (25) 7 (41) 1 (20) RaSh maCUIO'pOpUIar 6 (38) 2 (12) 1 (20) ° ORR was 47% (95(%) CI 21 3_73 4) W|th DL4 (tlplfamlb 1200 mg/d + mOdeSt CIinicaI benefit (ORR: 0%; BOR: SD)3 and Single'agent
* Pharmacodynamic markers n= . . - m - . . " . .
. Pharmacokinetics R e— Pneumonia 4 (25) 4 (24) 0 Stomatitis 6 (38) 2 (12) 1 (20) alpelisib 250 mg/d) (Table 4) tipifarnib is not expected to provide clinical benefit
. — o 0 _ . a
ALP, alpslisb; DL, dose level; TIP: pfarib Platelet count decreased 3 (19) 10 (59) 1(20) Diarrhea 4 (25) 4 (24) 3 (60) « Durability of response and time on treatment are presented in Figure 3 DIRR @l ar (29 A’_ Cl21.3-73.4; 1 CR, 6 PR)® was observea
Lymphocyte count decreased 3(19) 6 (35) 0 Decreased appetite 3(19) 7 (41) 1 (20) 3/10 d had a durati f > 6 th 2l @I (DA Hlpliinlly 1200 imeliel = gljpelisio 2o imgie)
» Patients received tipifarnib twice daily on Days 1-7 and 15-21 and Rl | PP B responders had a duration ot response =6 montns demonstrating improved clinical activity vs other dose levels
alpelisib once daily in 28-day cycles Vomiting 2 (13) 6 (35) 2 (40) Anemia 3(19) 6 (3%) 0 « The OBAD was determined to be DL4: assessed
. Bayesian logistic regression modeling (BLRM) was used to Hypokalernla 2 (13) 4 (24) 0 Nausea : _ 2 (13) 8 (47) 2 (40) tipifarnib 1200 mg/d + alpelisib 250 mg/d * These data support targeting RHEB, an obligately farnesylated
characterize safety and clinical activity to support optimal biologically Neutrophil count decreased 0 8 (47) 0 Grade 2 3 TRAES (2 5% of all patients) Figure 4. Scans from a responder treated with DL2 I(:?-I'!;I:(-blncclill\rnl% F|,or(ote|tr;l that |streq(l;ared fo_r S|gtnlallcrllg :I_ownstretam
active dose (OBAD) identification, the primary objective of the study Grade 2 3 TEAEs 15 (94) Tipifarnib 6 (38) 12.(71) 1(20) tipifarnib 600 mg/d + alpelisib 250 mg/d ‘o Pl3al?a inhibito?g ways, to address innate/adaptive resistance
_ : : RSP o (2 5% of all patients) Fatigue 2 (13 1(6 0 "
Dose escalation was guided by BLRM using joint binary toxicity H | . 4 (25 4 (24 0 N . 1( 5 ) 1 (6) 1 (20 e 0g sy + 30-year-old HPV-positive former smoker * The second-generation FTI KO-2806 (darlifarnib) is currently
and efflcacy endpomt models for Slngle agents and combinations yperglycemia ( ) ( ) ausea | ( ) ( ) ( ) malg patlentfdlﬁ\gnosgrj with Equamous cell in clinical evaluation in the FIT-001 trial (NCT06026410) in
- Additional patients were enrolled in the candidate OBAD cohorts: Rash maculo-popular 3 (19) 1(6) 1(20) Neutrophil count decreased 0 7 (41) 0 ?I?irCLanrT; of the tonsil (oropharynx) additional combinations where RHEB is implicated in innate and
DL2 and DL4 Lipase increased 3(19) 0 0 Lymphocyte count decreased 0 4 (24) 0 .g adaptive resistance to targeted therapies
« Safety and clinical activity are presented for the DL2, DL4, and Lymphocyte count decreased 2 (13) 6 (35) 0 WBC count decreased 0 4 (24) 0 * Prior t.herap.y.. _ |  These data support use of FTIs to target RHEB/mTORC1
DL5 cohorts Pheumonia 2 (13) 2 (12) 0 Anemia 0 3 (18) 0 — 1L: Cemiplimab + [SA101b; BOR: SD pathway activation and potentially improve clinical activity of
= e e 5 E I T T > T At study start: PI3Ka inhibitors
atlgue - ( ) ( ) pe ISI | ( ) ( ) ( ) _ Stage IV (Iung metaStaSIS) 2Includes confirmed (n = 3) and unconfirmed (n = 3) PR
Acute kidney injury 2 (13) 0 1 (20) Hyperglycemia 4 (25) 4 (24) 0 — PIK3CA R88Q mutation (variant allele
Anemla 1 (6) 4 (24) O RaSh maCUIO-paPUIar 3 (1 9) 1 (6) 1 (20) frequency [VAF] 44%) ?eSf:;ﬁr;\Ze:t al. Cancer Res 2023;83:3252-63. 2. Carracedo A, et al. J Clin Invest 2008;118:3065—74. 3. Juric D, et al. J Clin Oncol 2018;36:1291-9.
) . _ iy 4. Perez-Ruixo JJ et al. Br J Clin Pharmacol 2006;62:81-96. 5. Royer B et al. Clin Pharmacokinet 2023;62:45-53.
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