Efficacy and Safety Results From the Pivotal Summit Trial: Bezuclastinib in Adults with Non-Advanced Systemic Mastocytosis |
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Patient characteristics are representative of a broad NonAdvSM population Bezuclastinib significantly reduced serum tryptase, a core indicator of MC burden ' ' itini '
Bezuclastinib (CGT9486) is an oral, potent, and selective type 1 TKI with activity against eI R T E— 5 y yptase, Smoldering SM and prior avaprlé:lnllak.) subgroups demonfs;rate meaningful
KIT p.D816V' the activating mutation in most patients with systemic mastocytosis (SM)1-5 Baseline Characteristics e(zﬁgafé;l (132660()) e(z;;ag)m (rfli%o()) Individual Patients Receiving Bezuclastinib 100 mg Individual Patients Receiving Placebo Improvements in symptoms and objective measures of disease
Ll so o : w o
Female, n (% 74(62.2 44(733 57.1 52.6 o 95.4% of patients? i 50 0% of patients? with Patients Receiving Bezuclastinib
indol deri ' db Neurocognitive Median age in years, (range) 51 (24-73) 52 (23-78) ' : : § T P<0.0001 25 . . Prior avapritinib
INdolent SM, SMO erlﬂg SM, an one marrow Difficulty concentrating, difficulty NonAdv subtype, n (%) KITD816VP in whole blood, detected, n (%) 91 (76.5) 48 (80.0) %C‘g 0 0 Overall populatlon Smolderlng SM exposure
mastocytosis subtypes, is the most prevalent remembering brain fog, cognitive : 0.22 030 T El 2 Ill (N=119) (N=11)
form of SM36.7 e y s anxiety, dep Indolent SM 97 (81.5) 50(83.3) Median KIT p.D8716V VAFY, % (range) 03228 (0-3359) 5 2 20 -
B Hatigue ; : : o Q) 50% — - -50% . .
* NonAdvSM can be associated with debilitating Tiredness smoldering SM 8(6.7) 4(6.7) _ . 10 10 Ve Symptom severity at 24 weeks, change from baseline LS mean (95% Cl)
symptoms, including life-threatenin - BM mastocytosis 14(11.8) 6(100)  Median BMMC burden, % (range) (1-75) (1-75) =] I e
ympEoms, INCLoing Ie-thre & wly Corciovescer S » » MS2D2 TSS 243(-27.6,-21.1) 35.6(-48.1, 23.1) 21.6(-32.6,-10.6)
anaphylaxis, which can significantly impair | CPstenson, cveardia paipiations Region, n (%) Median serum tryptase, ng/mL (range) 39.9 412
quality of life589 - North America 53 (44.5) 28 (46.7) (6.3-448.0)  (7.1-692.0) Markers of MC burden at 24 weeks with >50% reduction from baseline or reaching other threshold, % (n/N)
* Bezuclastinib is highly active against KIT D816V, S 2 |iching, flushing, skin redness, spots Europe 64 (53.8) 30(50.0) Serum tryptase <20 ng/mL, n (%) 22(18.2) 10(16.7) Median serum tryptase at 24 weeks, ng/mL (range) 6.1(2.1-97.7) 42.5 (6.4-298.0) KIT p.D816V in whole blood? 85.7 (78/91) 100 (8/8) 83 (5/6)
- . . . o o 0 .
has minimal brain penetra“uon, and spares @ Gstronestinal o Asia-Pacific 2(1.7) 2(3.3) Most severe MS2D2 TSS symptoms at baseline in >10% of patients, n (%) Patients reaching >50% reduction in serum ITT population® 87.4 (104/119) 0 (0/60) .
i i AirAi Nausea, abdominal pain, diarrhea ; Bone marrow MC burden 75.6 (90/1 19) 75 (6/8) 63.6 (7/1 1)
closely related kinases, which may minimize off- ) RS : SM therapy Tiredness 54 (45.4) 24.(40.0) tryptase at 24 weeks, % (n/N) Patients with data at 24 weeks 95.4 (104/109) 0(0/57)
target toxicities, such as bleeding, cognitive I~ Prior KIT inhibitor?, n (%) 17 (14.3) 5(8.3) Spots 39(32.8) 21 (35.0) <20ng/mL 83.1 (74/39) 0(0/47) Serum tryptase 87.4 (104/119) 100 (8/8) 82 (9/11)
i i inn1,2,10 Pain . . . Patients achieving thresholdc, % (n/N)
|mpa | rment' edema' da ﬂd pleu ral efoSIOﬂ Headache, bone pain, joint pain BSC medications, median (range) 3(0-6) 3(1-7) Bone pain 16(13.4) 9(15.0) <11.4ng/mL 77.9 (81/104) 0(0/55) aFor KIT p.D816V in whole blood, patients could reach >50% reduction from baseline or undetectable; limit of detection equals 0.03%.
aKIT inhibitors included: avapritinib, imatinib, midostaurin, dasatinib, masitinib. PLimit of detection equals 0.03%. <Undetected “For bohe marrow mast cell burden, patients could reach >50% reduction from baseline or d{earaljce (.)f aggregates. .
GERD, gastroesophageal reflux disease; SM, systemic mastlocytosis; TKI, tyrosine kinase inhibitor. . ' BSC, best supportive cére; BM. bon,e marrov,v; MC, mast céll; MSZDzl, mastocyt'osis symptom severity daily diary;. NONAVSM., ﬁonadvanced SM; SM, systemic mastocytosis; TS, Bezuclastinib Significantly reduced BM MC burden and abnormal Mc phenotype Cl, confidence interval; LS, least squares; MC, mast cell; MS2D2, mastocytosis symptom severity daily diary; SM, systemic mastocytosis; TSS, total symptom score.
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—— PART 1: PART 2: = m ——— Bezudlastinib o , D75 eeen wee : o] | v CD25e ° : TEAEs, n (%) bezuclastinib group compared to placebo, including
igibility DOSE OPTIMIZATION EXPANSIJ)N L -25 oceb * Significant improvement observed as early as 6 weeks TEAEs >10% that occurred in greater frequency disturbance in attention (0% vs 5%) and memory
ISM, BMM, or Primary Objective: Primary Obijective: Improvin 5 _ in bezuclastinib arm, n (% impairment (1% vs 7%
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Zﬁrtri]ﬁ)wtwoe?i?tgesplte 22 (12 weeks) +>509% reduction in serum tryptase MS2D2 TSS compared with placebo 100 Individual Patients Receiving Bezuclastinib 100 mg 100 Individual Patients Receiving Placebo Headache 21(17.8) 7(11.7) parameters (INR, PT, PTT) or bilirubin
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OPEN-LABEL EXTENSION assessing long-term efficacy and S I L1 —— ——_——
Primary Objective: Characterize safety and tolerability of bezuclastinib safetytﬁbeezxglas'slt/llqlb LAl [P LErS % 0 0 c O N c L U S I O N S
WIth NonAdvSITIS ongoing ev| e 80 KIT p.D816V VAF in blood at 24 weeks, %  Median (range) 0.05 (0-3.5) 0.33(0-32.8)
Data cutoff: May 22, 2025. N . . .
20ne patient withdrew consent and did not receive treatment. £ -100 -100 Pa|;|831n6t\5; '\‘/e:;hmk;gl 253% redgCtlon 'EIK/T - : ) 85.7% (78/91) 0% (0/45)
BM, bone marrow; BMM, bone marrow mastocytosis; BSC, best supportive care; H1RA, histamine receptor type 1 antagonist; HR2A, H2RA, histamine receptor type 2 antagonist; ISM, e p. in blood or undetectable population 7% () . B=d S 2
indolent SM; LTRA, leukotriene receptor antagonists; MC, mast cell; MS2D2, mastocytosis symptom severity daily diary; NonAdvSM, nonadvanced SM; PPI, proton pump inhibitors; o | tient L b lastinib with detectable KIT 0. D816V tati in blood B Reduction >50% mutation at 24 weeks, % (n/N) BeZUCIaStI nlb represents a pr0m|S| ng new treatment Wlth eVIdence Of
QD, once daily; R, randomized; SM, systemic mastocytosis; SSM, smoldering SM; TSS, total symptom score; VAF, variant allele frequency; WHO, World Health Organization. n pa lents recewmg eZUC astinio wi ‘e ectable p mutation .II’] 00d, educ !on = - disease mOdification in atients With NonAdeM
71.2% and 42.6% of anentS had reductions of >30% and 250%, regpect|\/e|y B Reduction >30% patients achieving milestone® , % (/N) 50% reduction or KIT p.D816V not detected 97.5% (78/80) 0% (0/39) p
aSymptom reductions of >30% represent clinically meaningful change as determined by anchor-based analyses. KIT p.D816V not detected 22.5% (18/80) 0% (0/39) * Patients receiving bezuclastinib achieved cIinicaIIy meaningful sym ptom improvement, with a
MS2D2, mastocytosis symptom severity daily diary; TSS, total symptom score. : g :
. . . apatients with data at 24 weeks. PITT population: patients missing data at baseline and/or week 24 are treated as nonresponders for this analysis. mean TSS reduction Of -24.32 at Week 24 vs -15.41 fOI’ placebo, alongSIde Improvements acCross
MS2D2: A ComprehenS“’e patlent-reported outcome e . . e . . . <Of patients with baseline serum tryptase above threshold. “Limit of detection equals 0.03%. all 14 patient_ reported sym ptoms
measure of symptom severity in patients across the MS2D2 Total Symptom Score (TSS) Bezuclastn.ub de!lvers cl.lnlcally meaningful symptom relief across all symptoms BM, bone marrow; [TT, intention to treat; MC, mast cell; VAF, variant allele frequency. Siomificant reductions in obiective d care.
f NonAdvSM measured in patients with NonAdvSM at 24 weeks ighiticant reductions in ObJECtVE diS€ase Markers.
spectrum of NonAdv Magnitude of symptom improvement correlates with degree of MC burden improvement i -
.. | , 4 ymp p g P — Serum tryptase: | 250% in 95.4% of patients
_ _ . . Neurocognitive « Difficulty concentrating Symptoms in MS2D2 Total Symptom Score -
* The MS2D2%is a 17-item measure addressing signs and ® +_ Difficulty remembering Additional M52D2 Symptorms : % i 9
g SI8 Most Skin Fatigue Neurocognitive Other w p<0.001, ° p<0.001 . p<0.001, ° . . — Bone marrow mast cell burden: ! >50% in 88.2%
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* 11 symptoms within 4 domains are included in MS2D2 TSS Meanscore g1 79 52 52 51 49 52 49 60 57 73 68 57 51 55 49 33 30 43 37 40 35 56 49 30 25 53 45 34 29 @ and KIT p.D816V VAF was : : L : . .
. v of H of th ¢ . 4 dailv f 0 B o0 - o i niﬂcan'tl orrelated with First demonstration of significant correlation between reduction in objective measures of
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_ , , Gastrointestinal 2915 T MS2D2 TSS Bezuclastinib was well tolerated, with most TEAEs being low grade and reversible
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e n i i 00 - R -80 R -80 .
and ﬂt for purpose PRO measure to dSSESS treatment ) sbdeminetpan i_&%—Z.S * * * * * a 0.018 0.050 0.135 0.368 1.000 0.050 0.135 0368  1.000 0.050 0.135 0.368 1.000 2718 Breaka’:riu rﬁaTheroan [\)/esi Egggna Ifannteaj bei]?esIL:JD/A\rn]ICore ;/;lilents W|th
eﬁ:lca Cy as the pr|ma ry endpo|nt |n Summlt Pa rt 28 Pain g U * = Serum Tryptase? Week 24/Baseline Bone Marrow MC Burden® Week 24/Baseline  K/7p.D816V VAF in Blood“d Week 24/Baseline  aBez(iclastinib (n=107) and placebo (n=56). g py g g y p
»  Headache ng 8 * * * B Bezudlastinib 100 mg Fold Change From Baseline Fold Change From Baseline Fold Change From Baseline bBezuclastinib (n=99) and placebo (n=51) NonAdvSM previously treated with avapritinib and with smoldering SM
Bone pain = g 35 * ™ Placebo ® Bezuclastinib 100 mg ‘Bezuclastinib (n=62) and placebo (n=38). dLimit .. .
aMS2D2 developed according to FDA Guidance for Industry PRO measures and regulatory agency feedback + P<0.05 vs placebo? Reduction O Placebo gcdeteCtiOﬂHe?\;JSa‘ZSD%O3%» ‘ Bezuclastinib SM Expanded Access Program (NCTO691 5766) IS CU rrently
d hed ali ith f f i f th i ion-di d it trial. , mast cell; , mastocytosis symptom . . . . .
ﬁBA,FSaSCFOeoda;%grBerS;VXSmmgs&ﬁf@ggﬁ%&g&gjggﬁnpttoiqriifgi%g”y'rsicatrey; NS;J;nAn;:/tSt’\r/:’a 2Unadjusted P values based on ANCOVA model adjusted for TSS baseline and tryptase level, no multiplicity adjustment. severity daily diary; TSS, total syympto% Scpore; Open to reqUEStS from treati ng Phy5|C|an5 in the United States
nonadvanced systemic mastocytosis; PRO, patient-reported outcome. MS2D2, mastocytosis symptom severity daily diary; TSS, total symptom score. VAF, variant allele frequency.
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