Onset of Common Adverse Events With Setmelanotide in Acquired Hypothalamic Obesity
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Timing of Onset of Most Common AEs

= The most common AEs predominantly occurred early after the start of treatment with setmelanotide, with the highest occurrence of AEs reported during Month 1 (Figure 2)
= Acquired hypothalamic obesity (aHO) is characterized by accelerated and sustained weight gain following « Reports of new AEs markedly declined in subsequent months
injury to the hypothalamus, caused by suprasellar tumors (or their treatment), traumatic brain injury, and/or
inflammation, which can lead to hyperphagia, energy imbalance, and obesity’#

Introduction

Figure 2. Onset Frequency of the Most Common AEs (Occurring in 220% in the Setmelanotide Group) by Month
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* The most common AEs associated with setmelanotide treatment were skin hyperpigmentation, nausea,
vomiting, headache, injection site reactions, and diarrhea

= With the exception of skin hyperpigmentation and injection site reactions, common AEs in the setmelanotide
group had a reported median duration of <30 days (Table 2)

* For participants who received setmelanotide and experienced a common AE, 275% of those participants
reported AEs that were mild in severity

BMI, body mass index; Cl, confidence interval; SD, standard deviation.

*Arachnoid cyst, heterogeneous mass in the suprasellar region involving the hypothalamus and optic chiasm, mature teratoma (not classified as tumor by

the investigators given the benign course and the differentiated cell type), cavernous hemangioma (not classified as tumor by the investigators given it was
considered a vascular malformation), and either craniopharyngioma or astrocytoma (not classified as tumor by the investigators given uncertainty of diagnosis).
THypothalamic glioma pilocytic astrocytoma (not classified as tumor by the investigators given the differentiated cell type).

*BMI Z score calculated according to the World Health Organization 2007 method.

SPercentage of the 95th percentile of BMI calculated according to the Centers for Disease Control and Prevention 2022 method.

Weekly average of daily scores; 11-point scale, where 0 = “not hungry at all” and 10 = “hungriest possible.”
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