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Nonac!vanced Systemuc Mastocytosls (_NonAdeM) s Iargel\/ driven by the KIT D816V Bezuclastinib is Predicted to Have Less Myelotoxicity Compared to Other Bezuclastinib Increased Life Span in a Murine Aggressive SM/MCL Survival Model In the Summit clinical trial, 100mg bezuclastinib QD reduced mast
mutation, causing constant KIT activation, tissue infiltration by mast cells, and ' ibi i ve i inati ' itidi
excessive mediator release leading to inflammation fot i

: e e itidi _‘_2“ = \/ehicle Murine P815 cell ive SM/MCL model that harbor KIT-D814Y sdre V PrO e

* The approval of the first KIT-targeted therapy, avapritinib (AVA), demonstrated proof- Aeaciidine = o Besucimetiny 080 ©o human KIT-DE16L Cellsare mplanted subcutaneouslybut are . . - .

. . . . . 6000 B Total Ervthroid (/3) ezuclastni known to metastasize and cause systemic disease.? If treatment is delayed, ¢ A patlent case Of d Ll-Ll- \/O WwoOoman rand0m|ZEd tO b@ZUClaStlr“b 100mg QD )
of-concept clinical efficacy in these patients, but effects on mast cell burden in blood Y > 2 2 3 = —— Avapritinib the animals rapidly succumb to systemic disease. Female Foxn1™/athymic
. . 5000 m CFU-GM > o mice were subcutaneously implanted with 5%10°6 tumor cells, and dose Shown b@lOW
= 4000 B CFU-Mk = ini administration was initiated when tumors reached approximately 200 mm?
and bone marrow are limited 00 £ ] —— Elenestinib
% -% which was sufficient time to allow for the metastatic process to initiate based
. Cp gt . . . S 3000 |, . iac. : . )

* The KIT inhibition threshold required for optimal mutant clone clearance remains g o ;93 T ggg;';‘?;;;;‘;f;;;:;‘;ng:;%:;;z:;egfe?;:;f;:i;_Vd'ﬁ: o dhig ;i';ﬁi?j;atthhj % Decrease
undefined and the impact of higher target engagement on molecular remission is 1000 Z | | | o o 120 e ) BESL), 200 e OB AVA or 100 mates e BL—> Wka8
unclear S 10 15 20 25 Animals received once or twice daily dose administration to be within 2-3x

0 = 5 1 50 linical ted f ies diff in pl tein binding,
:-g E -E -E -g -g 3 Day Post Implant clinical exposure corrected ror species difrerences in plasma protein binding Tr‘vptase (ng!m L} 39.& 3.5 2. ? 3.& 91 nﬁ,n

* Bezuclastinib (BEZU) is a potent, selective oral KIT D816V inhibitor with a unique E & 3 s 5
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« Bezuclastinib had a limited effect on megakar\/ocytes, granuIocytes/macrophages, and er\/throid cells predicting a lower risk for Mouse exposure measured after 9 days dose admin and corrected for species differences in protein binding which was assessed by ultracentrifugation (BEZU) or flux dialysis (AVA/ELE)
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e The drug combination data from CFU-Mk assays suggested that the combination of bezuclastinib with azacitidine is non- . . . -
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—e— Avapritinib "Bezuclastinib clinical Cmax from 100 mg dose cohort Summit D Perlpheral Blood
cAvapritinib clinical Cmax from 25 mg approved dose for NonAdvSM (EPAR 2022). 200- 200- . B M
+ Kinome selectivity was determined using biochemical screening with cell-based follow u o o one Marrow T ST :
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+ Bezuclastinib and aVaPrltlnlb were screened at 1 UM agamSt a kinase enZ\/me Pan9| (n=373) HMC-1.2 or P815 tumor-bearing animals were administered a single dose of BEZU (1-300 mg/kg) or AVA (0.2-100 mg/kg), and pKIT (ELISA) and drug concentrations = _ = _ - Spleen - . .
* For both bezuclastinib and avapritinib 31 of the 373 kinases were active below 35 POC (LC/MS-MS) measured at 4 hr. Data from multiple experiments (n=5-7) were compiled and presented as mean for each dose (n=3-4 animals/group). HMC-1.2 > 100 > 100 aCt“”t\I demonStratEd agalnSt CIOSEI\I rEIatEd k|nases
! ) _ ) (V560G/D816V) and P815 (muD814Y) cells were equivalent to KIT-D816V in vitro for inhibition of pKIT and/or proliferation and used as surrogates in vivo for KIT-D816V = =
« Enzyme IC;, values were measured for 31 kinases and those with IC;,s < 100 nM were tested in activity. AVA ¢ E k= . B lastinib has | dicted h t d with oth d
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Bezuclastinib Potently Inhibited Ba/F3-KIT-D816V Induced ~ow Dose High Dose * Bezuclastinib potently inhibits pKIT-D816V and KIT-D816V driven
Splenomegaly splenomegaly in vivo when dosed to clinically relevant exposures. This
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Bezuclastinib’s Selectivity Profile is Unique Amongst Inhibitors Approved or Clinical clinica Plasme AUC o oma ¢  Mouse/ activity drives an increased life span in a KIT-D814Y driven murine
in Development for Systemic Mastocytosis : Bezuclastinib - Avaprtip _ Elenestinib Study No. 1 (low dose AVA) survival model
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Compound el I — CSFIR? T3 - (DR’ £ - 5 —— e~ . — — mutant mast cell burden in all tissue compartments by 70-90% in the
EELZ Gosoep | QU] | (S B | e | QIR 5 5 5 Avapritinib - 200 mg 200 mg 800" 7105° 0.8 ROSA Model of Systemic Mastocytosis. Similar depth of response is
Bezuclastinib 1 >10000  >10,000  >10,000  >1000 121 >1000 : — , e o avapi xpegure aqminsered at 25 mgor 200 g (EPAR, 202 observed in clinical case studies at similar exposures
Ava pritinib 13 53 10 249 305 114 >1000 ‘_z f 100 1@)000 1000000 'E : bezuclastinib and avapritinib were administered QD, PO, for study duration plasma measured at study end and displayed here as corrected for species differences in plasma protein binding.
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Elenestinib 6 > : L61 245 355 1000 3 sclreti o | | * Overall, these analyses suggest that while partial inhibition of KIT
AUC (ng-hr/mL) 50- - : AUC (ng-hr/mL) Efficacy in the ROSA model was evaluated using mouse dose levels selected to match human exposures reported in NonAdvSM or AdvSM . - . - .
Midostaurin 316 301 _ 542 - 191 >1000 : clinical studies, specifically 100 mg in the Summit Trial for BEZU and 25 mg or 200 mg AVA to represent approved doses in NonAdvSM and achieved CIlnlca"\/ may \/|9|d a measurable clinical EffECt: SUbStantla”\/
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Imatinib >1000 75 247 1027 >1000 >1000 >1000 e A~ e b~ e g B~ SO o P vII e N . - higher target coverage IS likely required to observe significant impact on
Within 10x potency of KIT-D16V Within 5% potency of KIT-DE16V _ oth drugs were well tolerated and were within 0.7-0.9x reported clinical exposures at study en cIonaI mast CE" expan5|0n
o _ _ o _ ° BEZU treatment compared to vehicle resulted in statistically significant inhibition of mutant mast cell burden in peripheral blood, bone
Ba/F3-KIT-D816V cells were injected intravenously into female Foxn1"" athymic mice, and spleen weights and drug marrow, and spleen, and reduced human plasma tryptase (-72%). The positive control, AVA, was relatively ineffective in this model when
exposure (AUC) analyzed after 9 days drug administration of BEZU (0.1-200 mg/kg), AVA (0.3-100 mg/kg), or ELE (1-200 matched to the approved nonAdvSM dose of 25 mg
o _ o _ _ mg/kg). Data from multiple independent studies were compiled to determine the half maximal effective AUC for inhibition of We thank Dr. Michel Arock (CEREMAST, Department of Biological Hematology, Pitié-Salpétriére Hospital, AP-
Guarnieri A, et al, Poster presented at: American Association for Cancer Research Annual Meeting: April 10, 2022 splenomegaly (EAUC.,). BEZU and ELE drug regimens were well tolerated (no body weight loss or death). Avapritinib was *  Asecond study was performed with the AVA dose increased to match higher exposures reported at the approved dose in AdvSM .(200 mg). At HP, Paris Sorbonne University, Paris, France) for generously providing both the ROSA KIT D816V cell line and for
poorly tolerated at =30 mg/kg. this higher exposure, statistical significance was observed confirming higher target coverage is necessary to control disease in this model valuable guidance in model development.
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