TREATMENT OUTCOMES IN UNFIT PATIENTS WITH NEWLY ACUTE MYELOID LEUKEMIA ACCORDING TO IDH1
MUTATIONAL STATUS: REAL WORLD EVIDENCE FROM THE PETHEMA EPIDEMIOLOGIC REGISTRY

David Martinez-Cuadrént?2, Blanca Boluda', Lorenzo Algarra®, Juan Bergua®, Rebeca Rodriguez-Veigal?, Pilar Martinez-Sanchez®, Josefina Serrano’, Fernando Ramos®, José A. Pérez Simon®, Mar Tormo'®, José L. Lopez
_orenzoll, Esperanza Lavilla-Rubiral?, Teresa Bernal'3, Carlos Rodriguez-Medinal#4, Maria Carmen Garcia-Garay!®, Maria J. Sayas'®, Cristina Gill’, Mayte Olave'8, Raimundo Garcia-Boyero!®, Susana Vives?®, Maria-Angeles
~oncillas?l, Jorge Labrador??, Francisco Ibafez?3, Ana Cabello?4, Pilar Herrera?®, Bernardo J. Gonzalez?°, Eva Barragan3<’, Claudia Sargas?’, Rosa Ayala3, Maria C. Chillbn%®, Pau Montesinos!-2:3

lInstituto de Investigacion Sanitaria La Fe, Valencia, Spain.?Hematology Department, Hospital Universitari i Politecnic La Fe, Valencia, Spain. SCIBERONC Instituto de Salud Carlos Ill, Madrid, Spain. “Hospital General Universitario de Albacete, Albacete, Spain. *Hospital
San Pedro Alcantara, Caceres, Spain. ®Hospital Universitario 12 de Octubre, Madrid, Spain. "Hospital Universitario Reina Sofia-IMIBIC, Cérdoba, Spain. 8Hospital Universitario de Lebn, Lebn, Spain. ®Hospital Virgen del Rocio, Instituto de Biomedicina de Sevilla (IBIS /
CISC), Universidad de Sevilla, Sevilla, Spain. °Hospital Clinico Universitario, INCLIVA Biomedical Research Institute, Valencia, Spain. YHospital Universitario Fundacion Jiménez Diaz, Madrid, Spain. ?Hospital Universitario Lucus Augusti, Lugo, Spain. *Hospital
Universitario Central de Asturias, Asturias, Instituto Universitario de Oncologia del Principado de Asturias, Instituto de Investigacion Sanitaria del Principado de Asturias, IUOPA, ISPA, Spain. **Hospital Universitario de Gran Canaria Doctor Negrin, Las Palmas, Spain.
SHospital Universitario Virgen de la Arrixaca, Murcia, Spain. 1°Hospital Universitario Doctor Peset, Valencia, Spain. ’"Hospital General Universitario de Alicante, Alicante, Spain. 8Hospital Clinico Universitario Lozano Blesa, Zaragoza, Spain. PHospital General Universitari
de Castelld, Castellon, Spain. 2°lICO-Hospital Germans Trias i Pujol, Badalona, José Carreras Leukemia Research Institute, Universitat Autonoma de Barcelona, Barcelona, Spain. “Hospital Universitario Infanta Leonor, Madrid, Spain. ?Hospital Universitario de Burgos,
Burgos, Spain. 22Hospital General Universitario de Valencia, Valencia, Spain. 2*Hospital Universitario Nuestra Sefiora de Candelaria, Tenerife, Spain. 2°Hospital Universitario Ramén y Cajal, Madrid, Spain. *°Hospital Universitario de Canarias, Tenerife, Spain. 2’Molecular
Biology Unit, Hospital Universitari i Politécnic-11S La Fe, Valencia, Spain. 28Hospital Universitario 12 de Octubre, CNIO, Complutense University, Madrid, Spain. 2°University Hospital of Salamanca, Diagnhostic Laboratory Unit in Hematology, University Hospital of Salamanca,
IBSAL, CIBERONC, Centro de Investigacion del Cancer-IBMCC (USAL-CSIC), Salamanca, Spain.

- alkabialeRlE A

BACKGROUND

Current treatment of unfit acute myeloid leukemia (AML) patients includes hypomethylating agents (HMA) with or without venetoclax, low-dose cytarabine (LDAC), and supportive care only. Recently, the combination of azacytidine with ivosidenib, an IDH1 inhibitor, has showed a significant
Improvement in survival in unfit patients with IDH1 mutated (IDH1mut) AML compared to azacytidine plus placebo. Real world studies analyzing outcomes of IDH1mut AML patients are scarce.

This study aims to assess retrospectively the characteristics, therapeutic approaches, and outcomes of unfit patients with AML in an unselected population reported to the multicentric PETHEMA registry according to IDH mutational status. We present here a first interim analysis, as the
study Is aimed to enroll 3500 patients

METHODS

AML unfit patients reported to PETHEMA registry between January 2015 and June 2022 were included in the study, regardless of their therapeutic approach. IDH1 mutational status was analyzed with next generation sequencing (NGS) and polymerase chain reaction (PCR) technics
performed in central labs from PETHEMA group, as well as locally as per standard practice. All clinical records were reviewed from diagnosis to death/last follow-up and data were analyzed with R statistical software.

RESULTS

CONCLUSIONS

We show a prevalence of 11% of IDH1 mutation among patients considered unfit to receive intensive chemotherapy. Although there were differences between IDH1mut and IDH1wt subgroups in some variables with demonstrated prognostic impact, no significant differences were observed

IQR: interquartile range; ECOG: Eastern Cooperative Oncology GroupWBC: White Blood Cells; BM: Bone

Marrow; MRC: Medical Research Council; FLT3: FMS-like tyrosine kinase 3; IDH1: isocitrate dehydrogenase 1;
ITD: internal tandem duplication; LDAC: low-dose cytarabine; NPM1: Nucleophosminl; HMA:
hypomethylating agents; VEN: venetoclax * P compare continuous variables.
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