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Background

Advanced systemic mastocytosis (AdvSM) is a rare clonal myeloid neoplasm associated with significant disease burden and comprises
aggressive systemic mastocytosis (ASM), systemic mastocytosis with associated hematologic neoplasm (SM-AHN), and mast cell
leukemia (MCL). Bezuclastinib is an oral, selective type I tyrosine kinase inhibitor (TKI) with potent activity against KIT p.D816V,
the driving mutation in ~95% of SM cases. Part 2 of the Apex study evaluated the efficacy and safety of bezuclastinib in patients with
AdvSM.
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Methods

Apex is an ongoing, phase 2, open-label, registrational study evaluating bezuclastinib in patients with AdvSM. Based on tolerability,
clinical activity, and pharmacokinetic data from the dose confirmation portion of the study, 150 mg daily dose of bezuclastinib was
selected as the Part 2 dose. The primary endpoint was overall response rate (ORR) per modified International Working Group
(mIWG)-Myeloproliferative Neoplasms Research and Treatment-European Competence Network on Mastocytosis (MRT-ECNM)
response criteria. Key secondary endpoints included ORR per pure pathologic response (PPR) criteria and safety.

Results

Bezuclastinib 150 mg was administered in 81 patients (intention-to-treat [ITT] population) with AdvSM, including 57 patients with
SM-AHN, 11 with ASM, and 13 with MCL and MCL-AHN. Sixty eight patients were evaluable for response assessment per mIWG-
MRT-ECNM criteria. In the ITT population, median age (range) was 70 (43-87) years; 23 (28 %) patients were female; 28 patients
(35 %3 avapritinib, 7%; midostaurin, 30%) received prior KIT-targeted TKI therapy. Median (range) baseline bone marrow (BM)
mast cell (MC) burden, serum tryptase, and whole blood KIT p.D816V variant allele frequency (VAF) were 35% (3-95), 191 ng/mL
(23.3-1987), and 6.7% (0.0-91.4), respectively.

At the time of the primary analysis, September 19, 2025, ORR was 57% in evaluable patients per mIWG-MRT-ECNM criteria
(complete response [CR/CRh], 13%; partial response [PR], 35%; clinical improvement, 9%) and 80% in the ITT population per PPR
criteria (CR/CRh, 57%; PR, 24%). In evaluable patients, median time to response was 2.0 months. At the time of data cut, duration
of response was not yet mature; median duration of treatment was 9.4 months. In the ITT population, bezuclastinib reduced MC
burden, serum tryptase, and KIT p.D816V VAF by >50% in 89%, 89%, and 91% of patients, respectively.

Overall, treatment-related adverse events (TRAEs) occurred in 93% of patients, with a low incidence of drug-related serious AEs
(6%). The most frequent TRAEs (total/grade >3) were hair color change (31%/0%), neutropenia (30%/24 %), altered taste
(28%/0%), thrombocytopenia (25%/14%), and alanine/aspartate aminotransferase increased (21%/1%). Dose reductions due to
TRAESs occurred in 14.8% of patients and were mainly due to hematologic events; no other AEs led to dose reduction in >1 patient.
There were no discontinuations due to TRAEs. No treatment-related deaths occurred.

Summary/Conclusion
Bezuclastinib demonstrated high response rates, led to deep reductions in objective markers of MC burden, and was well-tolerated,

with infrequent dose reductions and no discontinuations due to TRAEs. Positive results from Apex support bezuclastinib as a
potential treatment for patients with AdvSM.

Copyright Information: (Online) ISSN: 2572-9241

©2026 The Author(s). HemaSphere is published by John Wiley & Sons Ltd on behalf of European Hematology Association. This is an open access
Abstract Book distributed under the Attribution-NonCommercial-NoDerivs (CC BY-NC-ND), which allows third parties to download the articles and
share them with others as long as they credit the author and the Abstract Book, but they cannot change the content in any way or use them commercially.
Abstract Book Citations: Authors, Title, HemaSphere, 2026;10:(S1):pages. The abstract book DOIs can be found on the “Author Information” page.
Disclaimer: Articles published in the journal HemaSphere exclusively reflect the opinions of the authors. The authors are responsible for all content in
their abstracts including accuracy of the facts, statements, citing resources, etc.

HemaSphere | 2026;10(S1) EHA2026 Congress



	(S217) EFFICACY AND SAFETY OF BEZUCLASTINIB IN PATIENTS WITH ADVANCED SYSTEMIC MASTOCYTOSIS: PRIMARY RESULTS FROM THE APEX STUDY
	Topic: 16. Myeloproliferative neoplasms - Clinical
	Daniel J. Deangelo*1, Deepti Radia2, Tracy I. George3, Isaac Goncalves4, Khalid Shoumariyeh5, Cristina Papayannidis6, Pankit Vachhani7, Tsewang Tashi8, Anthony M. Hunter9, Vinod Pullarkat10, Juliana Schwaab11, Jonathan Lambert12, Miguel Piris-Villaespesa13, Prithviraj Bose14, Cecilia Arana Yi15, Tania Jain16, Gabriela Hobbs17, Andreas Reiter18, Karin Hartmann19, Stephanie Lee20, Marek Hus21, Sudipto Mukherjee22, Wolfgang Sperr23, Stephen Fuller24, Saskia K. Klein25, Cristina Bulai Livideanu26, Jens Panse27, Olivier Hermine28, Manish Jain29, Minakshi Taparia30, Ewa Wierzbicka-Hainaut31, Kelli Williams32, Helena Pomares33, Gary Schiller34, Amanda Pilla34, Kimberly Dishman34, Jenna Zhang34, Lei Sun34, Deepak Nagendra34, Rachael Easton34, Jessica Sachs34, Jason Gotlib35
	1Dana-Farber Cancer Institute, Boston, United States of America; 2Guy's and St. Thomas' NHS Foundation Trust, London, United Kingdom; 3University of Utah, ARUP Laboratories, Salt Lake City, United States of America; 4Royal Melbourne Hospital and Peter MacCallum Cancer Centre, Parkville, Australia; 5University of Freiburg, Department of Hematology, Freiburg, Germany; 6IRCCS Azienda Ospedaliero-Universitaria di Bologna, Bolgna, Italy; 7University of Alabama at Birmingham, Birmingham, United States of America; 8Huntsman Cancer Institute, University of Utah, Salt Lake City, United States of America; 9Emory University School of Medicine, Atlanta, United States of America; 10City of Hope, Duarte Cancer Center, Duarte, United States of America; 11University Hospital Mannheim, Department of Hematology and Oncology, Mannheim, United States of America; 12University College Hospital, University College of London Hospitals NHS Foundation Trust, Department of Haematology, London, United Kingdom; 13Hospital Universitario Ramón y Cajal, Madrid, Spain; 14Texas MD Anderson Cancer Center, Houston, United States of America; 15Mayo Clinic, Division of Hematology/Oncology, Department of Internal Medicine, Phoenix, United States of America; 16Johns Hopkins University, Sidney Kimmel Comprehensive Cancer Center, Baltimore, United States of America; 17Massachusetts General Hospital, Division of Hematology/Oncology, Boston, United States of America; 18University Hospital Mannheim, Heidelberg University, Department of Hematology and Oncology, Mannheim, Germany; 19University of Basel, Basel, Switzerland; 20St. Michael’s Hospital, Toronto, Canada; 21University of Lublin, Department of Hemato-Oncology and Bone Marrow Transplantation, Medical, Lublin, Poland; 22Cleveland Clinic Taussig Cancer Institute, Department of Hematology and Medical Oncology, Cleveland, United States of America; 23Medical University of Vienna, Department of Internal Medicine I, Division of Hematology and Hemostaseology, and Ludwig Boltzmann Institute for Hematology and Oncology, Vienna, Austria; 24Sydney Medical School, Nepean Clinical School, University of Sydney, Kingswood, Australia; 25University Medical Center Groningen, Department of Hematology, Groningen, The Netherlands; 26Toulouse University Hospital, Dermatology Department, Toulouse, France; 27RWTH Aachen University, Department of Hematology, Oncology, Hemostaseology and Stem Cell Transplantation, Aachen, Germany; 28Necker Children's Hospital, Paris Centre University, Paris, France; 29The Leeds Teaching Hospital, Leeds, United Kingdom; 30University of Alberta, Edmonton, AB, Canada; 31Université de Poitiers, Poitiers, France; 32National Institutes of Health, Laboratory of Clinical Infectious Diseases, National Institute of Allergy and Infectious Diseases, Bethesda, United States of America; 33Institut Catala d’Oncologia Hospitalet – Hospital Duran I Reynals, Barcelona, Spain; 34Cogent Biosciences, Inc., Waltham, United States of America; 35Stanford Cancer Institute, Stanford University School of Medicine, Division of Hematology, Department of Medicine, Stanford, United States of America;



