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Introduction Results Table 2. Adverse Events
. : : . : : _ _ . _ L All, age POMC, LEPR, BBS, Acquired HO,
Under physiologic conditions, the hypothalamic _melanocortln-4 Patient disposition and baseline characteristics range,y = agerange,y age range, y age range, y age range, y
receptg.l:( (MC4Rd) pathway reSUIgtedS hun.gﬁi’ljatlety’ energy = Atotal of 50 pediatric patients were included in the analysis at baseline including those with POMC (n=9) or | 217 25 6-11 12-17 2-5 6-11 12-17 | 2-5 6-11 12-17  2-5 6-11 12-17
eXpenditure, and consequently body weig LEPR (n=7) deficiencies, BBS (n=21), and acquired HO (n=13; Table 1) "No. of patients =0 s > a2 11 . = 15 2 =l. = s
= Rare variants in MC4R pathway genes may impair MC4R signaling, Table 1. Patient Baseline Characteristics An' = P " " _ 2 - 3 _ . :
leading to hyperphagia (an absence of satiety and pathologic, _ Ay (100)
insatiable hunger accompanied by abnormal food-seeking behaviors) POMC, LEPR, BBS, Acquired HO, AE related to study drug 50(100)J8 2 4 )4 - 3 ]5 38 13- 5 8
and early-onset, severe obesity often beginning in the first years age range, y age range, y age range. y age range, y AE leading to dose interruption or decrease | 17 (34) @ 2 2 1 1 - 0 1 1 3 - 2 4
f life5-9 2-5 6-11 12-17 2-5 6-11 12-17 2-5 6-11 12-17 2-5 6-11 12-17 ‘ : : : -
0 o . - . . o n 3 2 4 4 0 3 5 3 13 0 5 8 AE Iead|ng to discontinuation 4 (8) 0 1 0 0 = 0 0 0 2 = 0 1
. |ThIS' includes palflézgts Véljltl;. prooplomzlaBnocC:lortlg_(I;IOMCS def|C|eBn§3§ Sex. n Serious treatment-related AE 00) 0 © 0 0 - 0 0O O 0 - 0 0
eptin receptor eficiency, and Bardet-Biedl syndrome
p_ ptor ( _ ) _ 4 _ _ y (BBS) Female - 1 2 2 - 2 3 2 6 - 2 2 AE resulting in death 0(0) 0 0 0 0o - 0 0 O 0 -0 0
= Acquired hypothalamic obesity (HO) is an acquired form Male 3 1 2 2 - 1 2 1 7 - 3 6 “AEs >25% any causality
of obesity characterized by rapid weight gain following insult to Race, n — — _
the hypothalamust0-12 White - 1 3 3 - 3 2 3 Tl - 2 3 ~ Skin hyperpigmentation 36(72) 3 2 4 2 - 3 4 2 10 - 1 5
= The MC4R agonist setmelanotide reduced body mass index (BMI) Black - - - - - - - - 1 - 1 - _Vomiting 249 2 0 442 - O3 2 5 )- 1 3
and hunger in clinical trials in pediatric patients aged 2-17 years in Other* 3 1 1 1 : : 1 : 1 : : 1 _ Injection site erythema 2244y 0 2 4 0 - s 2 2 8 - o0 1
these populations and was well tolerated3-18 Hispanic or Latinx, n ~ Nausea 20(40) ' 0 1 4 1 - 3 0o 1 3 -2 5
= Because this age range spans different developmental stages, Yes - 1 - 1 - - - - - - 2 1 _Injection site pruritus 20(40) 1 O 2 2 1 - 2 3 2 6 - 0 2
further evaluation of the response to treatment or differences in Noh ok 328 6::%L9 2‘; 30 - O?; 2:3 8:::3 33 ~ 36 / Headache 16(32) 0 1 2 0 - 2 1 1 6 - 1 2
PRI - - Weight, mean (SD), : : 122.7 51. 108.5 : : 101.4 70. 111. |
adverse events (AEs) or events of special interest in refined age 9 ERC 53 (80) (12.9) (124) (13.6) (13.0) (245) (27.7) © 221) (2179) COVID-19 15330) 0 O 1 5 3 0 o0 5 .1 3
roups is important : : : ' ' : : : : : | . . .
Jroup P BMI Z score (WHO), 752 265 370 @ 13.17 3.47 | 423 459 358 465 349 _Upper respiratory infection 15809 '3 1 4 1 - 1 0 0o 1 -2 2
Ob t mean (SD) (0.63) (0.01) (0.30) @ (2.85) (0.31) (0.96) (1.05) (1.32) (0.84) (0.52) ~ Spontaneous erections 8 (29)* 1 0 0 0 i 0 0 1 1 i 0 5
J eC IV eS *Qther includes Arabic, Moroccan, Middle Eastern, native Hawaiian/Pacific islander, Asian, or not reported. BBS, Bardet-Biedl syndrome; BMI, body mass index; HO, hypothalamic Injection site induration 14 (28) 0 0 0 1 - 3 0 2 4 - 2 2
ob(_asity; LEPR, leptin receptor deficiency; POMC, proopiomelanocortin deficiency; SD, standard deviation; WHO, World Health Organization. BMI Z scores were calculated using WHO . - - .
= To report changes in weight-related measures and safety after Child Growth Standards. _ Injection site pain 13(26 0 0 1 0 - 1 1 2 5 - 12
12 months of setmelanotide in patients stratified by age groups of 2-5, Figure. Mean BMI Z Score (WHO) Reduction at 52 Weeks Injection site bruising 13(26) 1 2 0 0 - 2 3 2 3 - 0 0
6-11, and 12-17 years AEs of special interest <25%
POMC LEPR BBS Depression 5 (10) 0O 1 - 2 - 0
Meth Od S 0.0 I\(I)R Suicidal ideation 3 (6) 0O 1 0 0 - 0 0 0 1 -
) ' | _
Study design % 10 Melanocytic nevus 9 (18) 2 1 - 3 - 0
u PatientS aged 2'17 yeal’S WhO enrO”ed in 5 Clinical triaIS Of % Values are the n or n (%). *Male patients only (n=28). AE, adverse event; BBS, Bardet-Biedl syndrome; HO, hypothalamic obesity; LEPR, leptin receptor deficiency; POMC, proopiomelanocortin deficiency.
setmelanotide with 2 -20 . : : : : . : :
POMC defic (includi ants in PCSKL: NCT02896192) g = Serious AEs and AEs leading to study discontinuation or dose reduction during the 52 weeks occurred in
. eficiency (including variants in ; : £ -3.0 A patients (2 BBS: 2 acauired HO
LEPR deficiency (NCT03287960), BBS (NCT03746522), rare MC4R Q P ( . q_ )
pathway diseases (2 to <6 years old; NCT04966741), and acquired % 4.0 * Al2-year-old patient with BBS withdrew from the study at day 167 because of recurrence of AEs unrelated to the
HO (NCT04725240) who entered a long-term extension trial S study drug (headaches, leg pain, and belligerent behavior)
(NCT03651765) were included in this analysis @ -5.0 * Another 12-year-old patient with BBS experienced treatment-related AEs of nausea and vomiting that were
= Changes in BMI Z score (World Health Organization [WHO]) from § 6.0 moderate in intensity but led to treatment discontinuation on day 21
index trial baseline after 12 months of setmelanotide were assessed N m2-5y m6-11y m12-17y * A 13-year-old patient with acquired HO experienced a treatment-related AE of vomiting, which was mild in intensity
_ _70 | . . . .
= Safety was evaluated by AE frequency = but resulted in a temporary dose reduction of study medication
o0 80 - * A 1l7-year-old patient with acquired HO experienced a serious AE (Clostridium difficile) considered not related to
Previous presentation information: Data in this poster were previously presented at The 62nd Annual | | | | — . | setmelanotide, for which she was hospitalized; this caused disruption of the per-protocol dose escalation (Weeks 2
BVt e A IS o O AT oo TPk Ttz to 4), and the patient had nausea and vomiting throughout the study, completing the Week-16 visit on Day 113
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In this cross-sectional analysis, regardless of age, pediatric patients with obesity related to POMC or LEPR
deficiencies, BBS, and acquired HO achieved clinically meaningful improvements in weight-related measures
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