Safety and Efficacy of Bezuclastinib (CGT9486), a Novel, Highly Selective, Potent KIT D816V Tyrosine Kinase Inhibitor, in Patients with
A Apex Advanced Systemic Mastocytosis (AdvSM): Results From Part 1 of the Phase 2 Apex Trial
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INTRODUCTION RESULTS

Unmet Need Remains for Advanced Systemic Mastocytosis Patients Table 1. Patient Demographics and Characteristics Bezuclastinib Demonstrates Deep Reductions in Markers of Mast Early and Sustained Responses Observed by mIWG-MRT-ECNM and PPR
33 patients enrolled$; median age: 68 years; range: 33-87
 Advanced Systemic Mastocytosis (AdvSM) is an aggressive and life-threatening form of systemic Ep—— 100mg BID 200mg BID Cell Burden Table 3. Apex Part 1: Responses Observed by mIWWG-MRT-ECNM
mastocytosis (SM) that is primarily driven by KIT D816V mutation and leads to uncontrolled (N=8) (N=7) (N=8) — P
. : - - . — : : onfirmed mIWG-MRT- IWG-MRT-ECNM IWG-MRT-ECNM per CRRC
prollferatlon of mast cells (MC)12 Male, n (%) 21(65.6) 6 (75.0) 4(57.1) 5(62.5) 6 (66.7) Flgure 4. Deep REdUCtlons in Serum Trvptasel ("—32§) Best Response, n (%) r::,cfclnn:;qraggmun:c;::;::::s Responses per CRRC peTCRRCAssessment* " AssessmentF’)*er
r e ’ ’ *Ther v rior TKI* Ex r
— Subtypes: aggressive SM (ASM); SM with associated hematologic neoplasm (SM-AHN); mast cell leukemia ECOG PS 0-1, n (%) 27 (84.4) 8 (100) 5(71.4) 7(87.5) 7(77.8) = z z z =z z z z z z z 2 z z z z z z z z z =z - per CRRC Assessment fssessment L e
(MCL) 2 t$:f_ 3% _%$:$_$%_:$%:$:1:$1:2:2%:23:% %313 (0=27 e i i
AdvSM Subtype per Central Eligibility Review, n (%) 3 =23Y=2=2=22=225%3z22225z2z2205zz205zz2z2z2z2z2323232Ys=z=z05-: Overall response rate
- i i - 34 0
Based on subtype, the median overall survival ranges from <6 months to 3-4 years Yy 1) > 25 . . 5 55.0) 10% e ——— TR 200 Py o)
« Unmet need remains for approved therapies without associated clinically significant toxicities SV-AHN 23 (71.9) 5 (62.5) 6 (85.7) 8 (100) AT 5 0% CR +CRh + PR 14 (52) 10(37) 10 (56) 4 (4t)
— Reported toxicities for marketed tyrosine kinase inhibitor (TKI) therapies include nausea, vomiting, diarrhea, MCL 2 (6.3) 1(12.5) 1(14.3) 0 0 . o Com_p'ete Response (CR + CRN) 6(22) 6122 6 33) 00
edema, Intracranlal bleedlng, and Cognltlve effect55-7 Prior therapv for AdVSM' o (%)f 8 -20% Partial Response (PR) 8 (30) 4 (15) 4 (22) 4 (44)
— 3 -30% Clinical Improvement (Cl) 1(s) 2(7) 1(6) 0 (0)
TKI Naive 22 (69) 7 88) 4 57) 6(75) > (56) < Stable Disease (SD) 9 (33) 12 (41 6 (33) 3(33)
o ] ) o Avapritinib 5(16) 0 2 (29) 2 (25) 1(11) § . Not evaluable 3(11) 3(11) 1(6) > (22)
Bezuclastinib: Highly Selective and Potent KIT D816V Inhibitor Midostaurin 10(31) 1013) 3 (43) 2(25) 4 (4 5 Data as of: 2552023
. . . -60%
SRSF2/ASXL1/RUNX1 Mutation in Peripheral Blood 19 (59.4) 5(62.5) 5(71.4) 5(62.5) b (44.4) g . 95 patients without measurable C-finding at baseline were Not mIWG-MRT-ECNM Evaluable (NE) and therefore
« Oral, selective type | tyrosine kinase inhibitor (TKI) with potent activity against KIT D816V, the driving KITD816V in Whole Blood, Positive, n (%) 29 (90.6) 8 (100) 6(85.7) 7(87.5) 8 (88.9) g O are excluded; one additional patient was excluded due to discontinuation prior to first dose (Not Dosed [ND]).
mutation in 95% of SM < .80% *4 patients who remain on therapy but have not yet reached the 12-week confirmation duration for partial
dtation in 7> o1 5Vl _ o o Median KIT D816V VAF, % (range) 6.1 3.4(0-39.0) 29.2(0-389) | 29(0-47.2) | 19(0-42.2) = , , response (PR) are included | .
° Precllnlca”y hlghly actlve Wlth SpeCIfICIty for mutatlons In KlT exons 9 1 1 1 7 and 1 8 (0'47-2) -90% Milestone Achieved T SM-directed therapy with midostaurin and/or avaprltlnlb
’ . - . | A | 30 6 | O <20ng/mlserumryptase ° "PTaBIFRRp&X°-Pdrt 1: Responses Observed by PPR Criteria
« Spares closely related kinases and has minimal brain penetration and favorable PK properties?® Median Bone Marrow MC Burden, % (range) e 50 (20-70) 70 (5-90) 10 (5-30) 40 (10-80) 1o 50mgBID NN 100mgBID W 200mgBiD  HE 400 mgQD ° 7 9 0 oo °© o o o o o —— A —— A
er Investigator Assessment er Investigator Assessment
— Inhibition of closely related kinases have been linked to off-target toxicities, such as bleeding, edema, and _ 153.5 178.0 (130.0- 233.0(53.6- 97.1(350- | 182.0(50.2- Individual Patients Best Response, n (%) © i (TKI*Thergapv Naive) i (PriorTKgI*Therapv)
pleural effusions® Median Serum Tryptase, ng/ml (range) (35.0-1578.0) 605.0) 1578.0) 131.0) 370.0) (n=22) (n=10)
30ne patient without post-baseline data was excluded Data as of: 25Sep2023 Overall response rate (CR + PR) 24 (75) 19 (86) 5 (50)
S0ne patient never dosed was excluded Data as of: 25S5ep2023
I Additional therapies included cytoreductives and biologics . . . Complete Response (CR) 13 (61) 12(55) 2(20)
N I. . I M d I P .d f B I . .b d *Patients who have received no prior SM-directed therapy with midostaurin and/or avapritinib e 94% (30/32) of patlents achieved a > 50% reduction Partial Response (PR) 11 (34) 7 (32) 3(33)
onciinica odeis rroviae Strong Support or Bezuclastinib an « 100% (29/29) of patients with at least 2 cycles of treatment achieved a > 50% reduction Stable Disease (SD) 5 (16) 2 (9) 3(33)
Azacitidine? Concomitant Therapy » 53% (17/32) achieved below 20 ng/mL Not Evaluable 36) 145 2(20)
Figure 3. Dose Dependent Increase in Bezuclastinib Steady State Exposure with 100 mg - Median time to first serum tryptase <20 ng/mL was 4.0 weeks (range: 1.1-66.9) One patient was excluded due to discontinuation prior to first dose (Not Dosed [NDJ) Data as of: 255p2023
BID (200 mg per dav) Identlfled as Optlmal SM-directed therapy with midostaurin and/or avapritinib
e Colony-forming assays (CFU-MK) were performed to determine the . . .
“ke“hzod Ofd;‘gug_iné’uced thrombocytf)pema in patients when 10 - Synergistic o _ Figure 7. Early and Sustained Responses Observed by mIWG-MRT-ECNM Criteria
combining bezuclastinib with azacitidine Bliss Steady State (C2D1) Bezuclastinib Concentrations . . . v . .
synergy 0 Non-interactive Figure 5. Deep Reductions in K/ITD816V VAF* in Peripheral Blood, (n=285) Dlease | Dose | Best
« Bezuclastinib plus azacitidine is non-interactive based on Bliss Score 2000 am 0D R >
. .. . . . MCL 100 BID CR . >
Synergy.Score (-5.98), supporting cI|n|.caI investigation as a -10 Antagonisti - % i i i i i i i % i i i i % i i i i % v somp G
concomitant therapy for SM-AHN patients’ AaBONISHE £ _ ‘?3 5 > g > = 5 5 g % > = 5 % > > > > > === = > 5 5 = = o o D>
S 1500 50 mg BID (n=7) e ——
5 ORR* =57% (4/7) 0% SM-AHN 100 BID CR I >
n _ n = . _ u 3 § SM-AHN! 200 BID zl;
Figure 1. CFU-Mk Assay Predicts No Synergistic Drug-Induced Thrombocytopenia w00l T 1 T .- 100 mg BID (1=5) = oo a2
.ﬁ ~-e-Wo-----zZZZ@IIIIIIICC¥CTT | L -t ORR™=1007% (6/6) S 30% o
Azacitidine (u¥ s 1 S - 3 e
Human CFU-Mk Fold Change Above g acitidine (uM) g |P' = T - L - - -¢- ?)OR(’)RT9=B1E’/(Q?/67)) ?j -40% SM-AHN 50 BID D
Single Agent ICso Primary Target KIT = - 3 v o N 500 . ¢ ’ C 50% f—---J8___ -B-----B-—---B -1 - e
(nM) D816V T T T 7T T T E ‘ v 400 mg QD (n=7) E _60% SS"'\’;’Z:“: igg E:E “SPDR BN Complete Remission (CR)
.. 0.0033 — ORR* =57% (4/7) i S SM:AHN 200 BID D I Complete Remission with Partial Hematologic Recovery (CRh)
Bezuclastinib 5,000 357x é 0 l l l l x A | g -70% ASM 50 BID E Partial Remission (PR) V
iy g . - E SM-AHN? 200 BID SD inical Improvemen
Azacitidine 1,200 n/a s 033 § > 1 3 5 7 9 24 = -80% e 00m0 ;:utableu ;isepase (SD)t(CI)
A\/apritinib 330 25x Z’ ) ai ] S -90% . . SM-AHN 50 BID CRh ] Not Evaluable (NE)
Th ffect of b lastinib bined with tidi q ] = 0.1 OZ’E Tlme pOSt dose (hOUI’) !\tllllestone Achieved + ; SM-AHN! 100 BID uPR | | - I° :’a‘: pe G Reep e ()
e effect of bezuclastinib combined with azacitidine was assessed usin 1 . . . . . 0 <1% SM-AHN 200 BID IE nevajuable perm esponse Lriteria
CFU-Mk assays. The table reflects single agent 1C5s for each drug tested annizjr t_wu 0.33 4 50 % 4 ilzljgurel\l/vas derived f{orggnéyzifggﬁleg&cirymh PK avaﬂa(lg)lg at”CZEID\)V((En=25|) N tients (n=27 -100% 10T DETOVVAR F P o+ £ % % % £ % i SM-AHN 100 BID E | |
in the CFU-Mk assay. The heatmap represents human megakaryocyte viability S | % D E/era rfgsZFJSc;nsezgaZ;( ' Jwas assessed Inallm evaluable patients (n=27) 20 me Bl 100mg B> W 200mgBiD W A00mEQD o soo sIE | |
following a dose matrix of increasing concentrations of bezuclastinib and | & 1 = dta as of: 25-€p S'Z';:::N :gggg .
azacitidine. Viable colonies were scored after 2 weeks of exposure to drugs | @ 2 o Individual Patients AV 400D NE
(ReachBio, Seattle, WA). Colors in the dose inhibition heatmap indicate low 3.3 o SM-AHN 200 BID NE
viability (red) and high viability (green). 10 X SFive patients excluded: Three (3) were KIT D816V negative at baseline and two (2) had no post-baseline data Data as of: 255ep2023 SM-AHN! - ND
. w . . . . *Central lab lower limit of detection of KIT D816V VAF by ddPCR is 0.03% mutated alleles 0 3 6 9 12 15 18 21
Bezuclastinib Continues to Demonstrate a Differentiated Safety Profile ‘Prior midostaurin and/or avapritinib Data as of: 255ep2023
9Refer to the Additional Planned Cohorts on the Apex Study Design for information on this cohort that is now enrolling ND, not dosed Study Cycles Completed
« 93% (26/28) of patients achieved a > 50% reduction
Table 2. Treatment Related Adverse Events in > 10% Patients  Median time to first VAF below 1% was 9.0 weeks (range: 6.0-85.3) -« Median duration on study = 34.7 (range: 0.43-89) weeks
« Median time to confirmed response (CR+CRh+PR+Cl) = 2.02 (range 1.9-4.8) months
ST U DY D E S I G N Total 50mgBID 100mgBID 200mgBID 400 mg QD  First confirmed CRh by mIWG documented as early as 8 weeks and first confirmed CR as early as
(n=32) (n=8) (n=7) (n=8) (n=9) 20 weeks
n (%) n (%) n (%) n (%) n (%) Figure 6. Deep Reductions in Mast Cell Burden, (n=295)
Figure 2. Apex (NCT04996875): A Phase 2 Open-Label, Multicenter Clinical Study of Preferred Term  Allgrade  Grade=3  Allgrade  Aligrade  Allgrade  All grade z zzz zzzz C O N C LU S | O N S
| T . ith . . < < < < 4, << < 5
Bezuclastinib in Patients with Advanced Systemic Mastocytosis Hair color changes | 11 (34) 0 0 4(57) 3(38) 4 (4L) > =329 3253 3533
0% . . . . . .
e - Bezuclastinib continues to demonstrate a differentiated safety profile
PART 1: DOSE OPTIMIZATION PART 2: EXPANSION Thrombocytopenia | 7(22) 2(6) 0 4(57) 1013) 222) < -10% ] . 5 . de and o
[ < — The majority of adverse events reported were of low grade and reversible
KEY ENTRY CRITERIA FORMULATION A OPTIMIZED FORMULATION B Transaminase increased* | 7(22) 1(3) 3(38) 2(29) 1(13) 1(11) 5 0% L .
S 2 — No related cognitive impairment or bleeding events reported
ASM, SM-AHN, or MCL per . . 5 30% . . . . . .
e . mg O - 0 ' 0
WHO 2022 Classification 50 mg BID Expii'jféfgos Neutropenia 6(19) 3(9) 1(13) 2 (29) 1(13) (22) S oy 28% of patients required dose reduction due to adverse events; 9% of patients discontinued due to adverse events
. m ) 0
gggg;gggrrﬁmgiﬂbg_ F— Taste disorder' | 6(19) 0 1(13) 1(14) 1(13) 3(33) 2 _so% 1§ § ENN BEE B 5 B NG R F W R N RN OH N BN Reas - Treatment with bezuclastinib resulted in encouraging signs of clinical activity
~10 patients @ o
,E]%'\:Z/Isg?cltv,\(/)% on prior 200 mgBID 3oopmg QD** Peripheral edema 4 (13) 0 0 1(14) 1(13) 2 (22) o ~60% o — 56% overall response rate (CR + CRh + PR + CI; confirmed and unconfirmed) per mIWG-MRT-ECNM and 75% ORR (CR +PR)
therapy £ .70% per PPR criteria
Platelet count 250 x 10°/L e ] PART 2: ADDITIONAL PLANNED COHORTS Periorbital edema | 4(13) 1(3) 0 0 3(38) 1) £ s ~ Deep reductions demonstrated across commonly used biomarkers of mast cell activity:
1Y)
Primary Endpoint ~15 patients w/o measurable C-findings @ 150mg QD “Includes pooled preferred terms Data as of: 255ep2023 = -90% Milestone Achieved 250% Serum Tryptase 250% KIT D816V VAF 250% Bone Marrow MC Burden
« Part 1: Incidence of AES/SAEs, la boratory changes, PK, 250 high—risk AHN patients @ 150mg QD -100% Q Complete clearance of mast cell aggregates % o o o 0 0 o o o o 94% of patients 939 of patients 979 of patients
biomarkers, ORR w/concomitant AHN therapies « The majority of adverse events were of low grade and reversible. 50 mg BID 100mgBID MM 200mgBID M 400 mgQD
« Part 2: ORR (confirmed CR, CRh, PR and Cl) per mIWG- . A - : . . . . . . .
MRT-ECNM and assessed by Central Response Review Other patient sub-groups under consideration No related cognitive impairment or bleeding events reported. | | | Individual Patients - Exposure achieved with 100 mg BID (200 mg per day) dose resulted in optimal efficacy and
Committee « The majority of hematological adverse events were of low grade, reversible and did not require dose . - , safety outcomes
other Endboint  Formulation B is an optimized formulation with improved reduction. Four patients without post-baseline data were excluded Data as of: 255ep2023 — All patients receiving 100mg BID achieved PR or better and remain on trial with 3 patients at >20 cycles
er Endpoints bioavailabili : : : : : e :
. Safety/T%IerabiIity: Incidence of AEs leading to dose *Ilgg;/'?lzasp;;gﬁcs subject to regulatory authority feedback « Related SAEs reported in 4 patients including Gr4 Thrombocytopenia, Gr3 Hypersensitivity (mediator . . . . , _ . — Dose of 100mg BID was well tolerated; majority of dose reductions occurred in patients receiving 400mg total daily dose
modification, changes in Patient Reported Outcomes ** Designed to explore the effect of exceeding 1C90 KIT D316V flare), Gr3 Leishmaniasis, and Gr3 DILI (presented with late onset [day 488] and mixed cholestatic * 97%(28/29) of patients with baseline and at least 1 post-baseline assessment achieved a > 50% (200 mg BID or 400 mg QD)
! | V | . . e . -y . .
(PROS) 8% P pattern of injury and subject was subsequently found to have biliary outflow tract obstruction). reduction - Enrollment to Part 2 is ongoing
- Efficacy: DOR, TTR, PFS, OS, pure patholog.ic.response « 9/32 patients required dose reduction due to adverse events, 6 of whom were at 400 mg; 3/32 . 79% (23/29) achieved complete clearance of mast cell aggregates by central review — 15.0 mg QD of thg optimized formulation expected to deliver exposures consistent with 200 mg total daily dose of the
« PK/PD: plasma concentration of bezuclastinib, serum patients discontinued due to adverse events o _ original formulation
tryptase, KIT D816V burden, BM mast cells ' « Median time to first clearance of mast cell aggregates was 9.0 weeks (range: 7.3-34.3)
' ' — A cohort evaluating bezuclastinib with concomitant AHN therapy, which is supported by nonclinical data, is open for
enrollment
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