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Summary

= The melanocortin-4 receptor (MC4R) agonist setmelanotide demonstrated significant reduction in body mass index (BMI) and hunger with a manageable safety profile for patients with hypothalamic obesity

Introduction Outcomes Figure 2. Mean percent change in BMI from baseline. (A) Distribution of percent change in BMI from baseline at 16 weeks. (B) Details of patients not achieving 210%
reduction in BMI.

® The primary endpoint of the trial was the proportion of patients who achieved 25%

" Hypothalamic injury resulting from surgery or radiation for intracranial tumors can reduction from baseline in BMI compared with a historical control rate of <5% in this o _ _ _ _ _ o o
impair MC4R pathway signaling, resulting in hypothalamic obesity' population after 16 weeks of setmelanotide treatment A. Distribution of percent change in BMI from baseline at 16 weeks across all patients. B. Details of patients not achieving 210% reduction in BMI.
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T . . °~7.0% last on treatment Week 4. -8.2% last on treatment Week 12. “Patient at therapeutic dose of 3 mg setmelanotide; see Figure 4 for detailed information about this patient. BMI, body mass index; LFT, liver function test; LOCF, last observation carried forward;
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. . . . . = Mean (SD) body weight at Week 16 was 90.4 (28.3) kg, a 12.6% reduction Errors bars are the standard deviation. “Fourteen patients have entered the long-term extension trial; one patient had not reached 3
® Patients underwent open-label dose titration to a final therapeutic dose of 3.0 mg from baseline months of follow-up at the time of analysis. BMI, body mass index. C onclusions

setmelanotide, as tolerated, to be delivered subcutaneously once daily (Figure 1) . : : .
= Mean (SD) change in daily hunger score at the patients’ most hungry was —2.9 (2.3) Figure 4. BMI growth chart of adherent patient who did not achieve 25%
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. . . e . Change in maximal daily hunger score (age 212 y) 1112 -45.0 (-64.8, -25.1) Patient was diagnosed with bilateral hypothalamic hamartoma that was surgically removed in 2013. Patient was 11 years of age References: 1. Erfurth. Neuroendocrinology. 2020;110:767-779. 2. Abuzzahab et al. Hom Res
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