Efficacy and Safety of Bezuclastinib in Patients With Advanced Systemic Mastocytosis: Results From the Apex Study 8 C"O ent
Cristina Papayannidis', Daniel J. DeAngelo?, Deepti H. Radia®, Tracy |. George?, Isaac Goncalves®, Khalid Shoumariyeh®, Pankit Vachhani’, Tsewang Tashi®, Anthony M. Hunter®, Vinod Pullarkat', Juliana Schwaab’, Jonathan Lambert'?, Miguel Piris-Villaespesa'?, Prithviraj Bose'#, Cecilia Arana Yi'°, .'.... ve® . BIOSCIENCES

Tania Jain'®, Gabriela S. Hobbs'’, Andreas Reiter'®, Karin Hartmann'®, Stephanie Lee®°, Marek Hus?*', Sudipto Mukherjee??, Wolfgang R. Sperr?, Stephen Fuller*, Saskia K. Klein?*, Cristina Bulai Livideanu?®, Jens Panse?’, Olivier Hermine?®, Manish Jain*°, Minakshi Taparia*°, Ewa Wierzbicka-Hainaut*',
Kelli W. Williams?*?, Helena Pomares-Marin®3, Gary Schiller**, Amanda Pilla®**, Kim Dishman?®®, Jenna Zhang?®®, Lei Sun®®, Deepak Nagendra®®, Rachael Easton?®°, Jessica Sachs?®**, Jason Gotlib**

'IRCCS Azienda Ospedaliero-Universitaria di Bologna, Istituto di Ematologia “Seragnoli,” Bologna, Italy; 2Dana-Farber Cancer Institute, Boston, MA, USA; 3Guy's and St. Thomas' NHS Foundation Trust, London, UK; “University of Utah, ARUP Laboratories, Salt Lake City, UT, USA; 5Royal Melbourne Hospital, Parkville, Australia; 8Medical Center, Faculty of Medicine, University of Freiburg, Freiburg, Germany; "University of Alabama at Birmingham, Birmingham, AL, USA; 8Huntsman Cancer Institute, University of Utah, Salt Lake City, UT, USA;
SEmory University School of Medicine, Atlanta, GA, USA; '°City of Hope, Duarte Cancer Center, Duarte, CA, USA; ""University Hospital Mannheim, Heidelberg University, Mannheim, Germany; "?University College Hospital, University College of London Hospitals NHS Foundation Trust, London, UK; '3Hospital Universitario Ramon y Cajal, Madrid, Spain; '#The University of Texas MD Anderson Cancer Center, Houston, TX, USA; ®Mayo Clinic, Phoenix, AZ, USA; %Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins University, Baltimore,
MD, USA; ""Massachusetts General Brigham, Boston, MA, USA; "®University Hospital Mannheim, Heidelberg University, Mannheim, Germany; '°University Hospital Basel and University of Basel, Basel, Switzerland; 2°St. Michael’s Hospital, Toronto, Canada; 2'Medical University of Lublin, Lublin, Poland; 22Cleveland Clinic Taussig Cancer Institute, Cleveland, OH, USA; 23Ludwig Boltzmann Institute for Hematology and Oncology, Medical University of Vienna, Vienna, Austria; 2Sydney Medical School, Nepean Clinical School, University of Sydney,
Kingswood, Australia; 25University Medical Center Groningen, University of Groningen, Groningen, the Netherlands; 26Toulouse University Hospital, Toulouse, France; 2’RWTH Aachen University, Aachen, Germany; 28Necker Children's Hospital, Paris Centre University, Paris, France; 2°The Leeds Teaching Hospital NHS Foundation Trust, Leeds, UK; 30University of Alberta, Edmonton, AB, Canada; 3'Université de Poitiers, CHU de Poitiers, LITEC, Poitiers, France; 32Medical University of South Carolina, Charleston, SC, USA; 33Institut Catala
d’Oncologia L’Hospitalet — Hospital Duran i Reynals, Barcelona, Spain; 3*David Geffen School of Medicine, University of California, Los Angeles, CA, USA; 3Cogent Biosciences, Inc., Waltham, MA, USA; 36Stanford University School of Medicine, Stanford, CA, USA

MPN - 1187

. INTRODUCTION & METHODS N RESULTS A

Unmet Need Remains for Patients With Advanced Systemic
Mastocytosis (AdvSM)

- AdvSM, a rare myeloid neoplasm, is

Baseline Characteristics

Bezuclastinib Demonstrated Marked Reductions in Objective
Measures of Disease in Patients With AdvSM

Bezuclastinib Demonstrated a Favorable Safety Profile in AdvSM

Bezuclastinib 150 mg QD
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— Bone marrow mast cell burden
— Serum tryptase

— KIT p.D816V variant allele
frequency

concurrent azacitidine or
hydroxyurea (ongoing)

aPatients with molecular CR/CRh are a subset of those patients with overall CR/CRh who also achieved undetectable (<0.03%) levels of KIT p.D816V variant
allele frequency.

* 12-month OS rate: 87% (95% CI: 77.8, 93.0) * Progression to AML (n=3)

KIT p.D816V variant allele frequency in peripheral blood:
1 250% in 91%

Event rates for PFS and OS were low at time of data cutoff, indicating that ¢ Progression of SM (n=2)

- Progression-free survival (PFS) these endpoints are immature at a median follow up of 62 weeks

+ Overall survival (OS)

- Progression to MCL (n=1)

- Median (range) treatment duration: 63.0 (1.0-135.3) weeks
- Median (range) time to first response (CR, CRh, PR): 8.3 (7.8—70.4) weeks
* Median duration of response was not estimable at time of data cutoff

 Safety/tolerability

Bezuclastinib was well tolerated, with infrequent need for dose
reduction or discontinuation for treatment-related adverse events;
majority of patients remained on their starting dose

NDA submission of bezuclastinib for the AdvSM
Abbreviations: AdvSM, advanced systemic mastocytosis; AE, adverse event; AHN, associated hematologic neoplasm; ALP, alkaline phosphatase; ALT, AML, acute myeloid leukemia; AST, aspartate aminotransferase; ASM, aggressive SM; Cl, confidence interval; alanine aminotransferase; CMML, chronic myelomonocytic

[} [} [ [ F.. L)
leukemia; CNS, central nervous system; CR, complete remission; CRh, CR with partial hematologic recovery; CSF1R, colony-stimulating factor 1 receptor; ECOG, Eastern Cooperative Oncology Group; FLT3, FMS-like tyrosine kinase 3; ICs,, half-maximal inhibitory concentration; KDR, kinase insert domain receptor; KIT, KIT proto- popu Iatlon |S plan ned |mm|nent|y @ '.: o
oncogene, receptor tyrosine kinase; LAdvSM, advanced systemic mastocytosis; MC, mast cell; MCL, mast cell leukemia; MDS, myelodysplastic syndrome; MDS/MPN-U, MDS/MPN unclassifiable; mIWG-MRT-ECNM, modified International Working Group—Myeloproliferative Neoplasms Research and Treatment—European i‘l"t‘b’l P

Data cutoff: March 31, 2026.

aAdditional criteria and endpoints are defined in the protocol. aPFS progression includes death or Central Response Review Committee assessment of progressive disease.
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Competence Network on Mastocytosis; MLD, multilineage dysplasia; MPN, myeloproliferative neoplasm; NDA, New Drug Application; ORR, overall response rate; OS, overall survival; PB, peripheral blood; PDGFRa, platelet-derived growth factor receptor a; PDGFRp, platelet-derived growth factor receptor 3; PFS, progression-free <
survival; PPR, Pure Pathologic Response; PR, partial remission; QD, once daily; SAE, serious AE; SM, systemic mastocytosis; SM-AHN, SM with associated hematologic neoplasm; TKI, tyrosine kinase inhibitor; TRAE, treatment-related AE; VAF, variant allele frequency; WHO, World Health Organization; WT, wild type.
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