Stage 1 Results of the Phase 2 DAYBREAK Trial Assessing Setmelanotide in Patients With Early-Onset, Severe Obesity and Hyperphagia Who Carried a Variant Related to the Melanocortin-4 Receptor Pathway MON-788

Presenting Author:

Gloria Ortiz, MD'; Svetlana Ten, MD?; Maria Contreras, MD®*; Whitney Herring, MD*; Orit Pinhas-Hamiel, MD*°; Elif A. Oral. MD’; Nina Rosano, MD®; Dorit Koren, MD, MTR®; Hak-myung Lee, PhD®; Jill C. Garrison, PhD’; Olga Ohayon, RN, MSc, BA®; Patrick Sleiman, PhD®; Martin Wabitsch, MD, PhD"; Erica van den Akker, MD"; Jesus Argente, MD, PhD*"; |. Sadaf Farooqi, PhD"; on behalf of the DAYBREAK Trial Investigators Elif Oral, MD

'Rio Grande Valley Endocrine Center, McAllen, TX; “Ten’s Medical Center — Pediatric Endocrinology Clinic, Brooklyn, NY; *Texas Tech Physicians of Amarillo, Amarillo, TX; ‘Mississippi Center for Advanced Medicine, Madison, MS; °Tel Aviv University, Tel Aviv, Israel; °Pediatric Endocrine and Diabetes Unit, Edmond and Lily Safra Children’s Hospital, Sheba Medical Center, Tel Hashomer, Israel; "University of Michigan, Ann Arbor, MI; *UMass Chan Medical School, Worcester, MA; °"Rhythm Pharmaceuticals, Inc., Boston, MA; “Division of Pediatric Endocrinology and Diabetes, Department of Pediatrics and Adolescent Medicine, e“foral@med'um'Ch'edu
Universitatsklinikkum Ulm, Ulm, Germany; "Erasmus University Medical Center, Rotterdam, The Netherlands; “Hospital Infantil Universitario Nifo Jesus, Madrid, Spain; "CIBER fisiopatologia de la obesidad y nutricion. Instituto de Salud Carlos Ill, Madrid, Spain; “Universidad Autonoma de Madrid, Madrid, Spain; *Wellcome-MRC Institute of Metabolic Science and NIHR Cambridge Biomedical Research Centre, University of Cambridge, Cambridge, UK

Summary

= The DAYBREAK study investigated response to setmelanotide melanocortin-4 receptor (MC4R) agonist therapy in patients with genetic variants in the MC4R pathway linked to obesity and hyperphagia
e Stage 1 found that 6 genes or gene families responded to setmelanotide MC4R agonist therapy, with the most consistent responses seen in individuals with variants in PHIP and SEMAJ3 genes
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