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INTRODUCTION RESULTS

Bezuclastinib (CGT9486) is an oral, potent, and selective type 1 TKI that Bone health characteristics in patients with DXA scans
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Bezuclastinib improves bone formation markers, bone mineral density, and T-scores by Week 24, demonstrating evidence of early bone-anabolic response

+ Mast cells play a critical role in bone turnover, metabolism, and homeostasis®

Bezuclastinib

- Nonadvanced SM (NonAdvSM) is characterized by mast cell accumulation and activation, which can lead to o atiente with DXA Age, years - median 50 (24-73) 55 (29.71) 55 (36.66) Bone formation markers increase 8 weeks after Significant improvement in bone mineral density at 24 weeks, Significant im provement in spine T-scores at 24
musculoskeletal impacts including>: scan, n (%) @a1%)  (49.6%  (33.3% (Fr:r:iz o o o - initiating bezuclastinib, indicating that treatment demonstrating clinical impact of bone remodeling after treatment weeks, demonstrating the clinical impact of
— Changes in bone remodeling markers T has activated the bone remodeling process bone remodeling after treatment initiation
— Skeletal complications such as osteolysis, osteopenia, and osteoporosis Normal BMD > 2/ 12 e T median 31.0(19.1-46.4) 27.7(19.1-38.7) 27.3(16.1-42.1)

) E i y=ls penid, P (T-score>-1.0), n (%)  (49.4%) (45.8%) (60%) | (range)
— Increasea risk of fragility fractures Medical history of . 0 0 , . . : . : . . .

« The KIT c.2447 A>T (p.D816V) mutation is found in ~95% of patients with NonAdvSM° Osteopenia, n (%) 31 29 2 bone fracture, n (%)® > (1% 7(e3%) 2 (22%) ’ t?steocatlg|n,tP1 NP and QEP all ShOW mcr.easles aES Wet? kStlﬂ Comparison to placebo? Comparison to baseline in patients receiving bezuclastinib? Comparison to baseline in patients receiving bezuclastinib?

. TRTI, - . s - - - ’ (39.2%) (49.2%) (10%) - - - s ezu patients compared to no increase in placebo patients | | |
Bez.uclas.tw.ub. S highly active against KIT D816V, ha; m|n|ma|.t.)ra|.n penetration, and spares closely relat.edqlgnqeqases, Patients taking concomitant bone health medications, n (%) " ThP | tp8 k i tIO . P . Mean lumbar spine BMD . Improvement in mean BMD were observed across baseline bone . Improvements in mean BMD corroborated by improvements ir
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o= . e . . - ) steoporosis, n (%) 1, 4 (5.1%) (30%) : on oF nich <hould " increased at Week 24 with health categories in bezudlastinib-treated patients, indicating a mean spine T-score compared with baseline

» In the Summit trial, which evaluated bezuclastinib in patients with NonAdvSM, clinically meaningful symptom 7 7 ’ Vitamin D 22 (56%) 19 (61%) 8 (89) ormation phase, which should occur 6-12 weeks heruclastinib, whereas reatmentrelated oain in bone densit ’ | |
improvement and significant reductions in objective disease markers were demonstrated along with a favorable . ) following activation of the bone remodeling process . ’ 5 Y * [-score improvements observed across baseline bone health
safety profile? * Asignificant proportion of patients enrolled in Jephosphonates °O 15 2 (e patients on placebo categories, including:
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* Here we report the effect of bezuclastinib on bone formation markers, bone mineral density, and T-score Summit with DXA scans had compromised Denosumab 1% 1% 2 (22) teﬁpeﬂencec ; cijeclme OVEr — Patients with baseline osteopenia or osteoporosis (T-score < -1)
bone health, induding 39% with osteopenia T-score on DXA scan, mean (5D) [n] = >ale PErio — Patients with normal baseline T-scores (= 1)
and 11% with osteoporosis Lumbar spine ~0.04(0.87) -1.35(0.93) -2.94(0.29)
Bone remodeling cycle in NonAdvSM4? and proposed effect of bezuclastinib » Characteristics were generally balanced [34 [27] (9]
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T-test: Mann-Whitney test,
f BMD 52 10 100 unpaired, nonparametric test, 2-tailed
3 *=p<0.01; *** = p<0.0001
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« Attenuation Qf mast cel'l-driven disruption and mediator—driven osteoclast dysregulation s i Weeks P1NP Osteocalcin ALP B Week 24 612 weeks1213
. Consequent increases in OCN, P1NP, and ALP, which peak at ~8 weeks 100 I 2 B Week 24 (ng/mL) (ng/mL) (U/L) ..
« Ultimately, enhanced bone formation activity clinically reflected by improvements in BMD and T-score 0% . 1;2 Clinical Impact
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Summit (NCT05186753): Pivotal phase 2, multicenter, randomized, KIT 0.07 0 -100 . . . po . . .« . . .
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double-blind, placebo-controlled study evaluating bezuclastinib in NonAdvSM Marked improvements in both lumbar spine and Evidence of disease modification with bezuclastinib based on improved bone formation markers, BMD, and T-scores by week 24

femoral neck T-scores, and supportive
improvement in spine Z-score, by Week 24 of

Early rise or stabilization of bone formation
SUMMIT PART 2 | Primary Objective: Determine the efficacy of bezuclastinib markers, coupled with measurable BMD gains by

Week 24 of bezuclastinib treatment, collectively

A substantial proportion of Summit patients with DXA assessments  Clinically meaningful improvements in BMD were observed at Week 24, particularly at the lumbar spine, a key fracture-risk site in patients with NonAdvSM

bezuclastinib treatment suggest an early, ; . | | _
showed baseline bone involvement, with 39% presenting with — Patients receiving bezuclastinib demonstrated increased spine BMD at Week 24, while those receiving placebo showed no improvement or a decrease

favorable effect on bone density, particularly at

Double-Blind Treatment Period suggest an emerging bone-anabolic treatment the lumbar spine, which is a clinically relevant osteopenia and 11% with osteoporosis : : : : : : : : :
PART 3: 88 ke : : ¢ il 7 : 4 P P — BMD gains were seen regardless of baseline bone health, including patients with normal T-scores (= -1) and those with baseline osteopenia or
(24 weeks) effect in this patient. | site for fracture risk in patients with ISM. SRR
— OPEN-LABEL — This distribution reflects abnormal bone loss commonly observed osteoporosis (T-score < -1)
o BEZUCIaStm'g=11O109Tg SOTSE -~ EXTENSION (OLE) In patients with NonAdvsM and highlights the relevance of Case summaries across age groups (<50 and >50 years) reinforced a consistent pattern, suggesting an emerging anabolic effect on bone with bezuclastinib
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