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Summary SN
" |In the expanded data set from two Phase 3 clinical trials, setmelanotide was associated with weight loss and reductions in hunger in individuals with proopiomelanocortin (POMC) or leptin receptor (LEPR) deficiency and obesity
e Setmelanotide demonstrated efficacy in POMC deficiency and, although some participants with LEPR deficiency did not lose 210% of baseline weight, substantial effects were observed in approximately half of those with LEPR deficiency
= No new safety concerns were reported, and setmelanotide was generally well tolerated in individuals with POMC or LEPR deficiency and obesity
® These additional data continue to support the earlier finding from the primary pivotal analysis that setmelanotide is beneficial in patients with POMC or LEPR deficiency and obesity
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® There were no treatment-related serious AES

= The most common AEs were injection site reaction and
hyperpigmentation (Table 2)

= The mean (standard deviation [SD]) percent change in body weight
from baseline to 52 weeks was —-25.8% (9.7%; P<0.0001) and -12.3%
(7.5%; P<0.0001) in the POMC and LEPR trials, respectively (Figure 3)

ACTH, adrenocorticotropic hormone; AgRP, agouti-related peptide; LEPR, leptin receptor; MC4R, melanocortin-4 receptor; o ] ] ]
MSH, melanocyte-stimulating hormone; NPY, neuropeptide Y; PCSK1, proprotein convertase subtilisin/kexin type 1; L PaI’tICIpantS were eXC|Uded If they had recent dlet and/OI' exercise

POMC, proopiomelanocortin. . . . . - . . .
regimens resulting in weight loss or stabilization or had prior gastric
bypass surgery resulting in >10% weight loss with no evidence of

® |n the primary analyses of two pivotal Phase 3 trials, the MC4R agonist , ,
weight regain

setmelanotide was associated with significant reductions in body weight
and hunger in 21 patients with obesity due to POMC or LEPR deficiency’

Figure 3. Average percent change in body weight in participants
with (A) POMC and (B) LEPR deficiency obesity from baseline to
~52 weeks on therapeutic dose of setmelanotide.

Table 2. Treatment-Emergent AEs in Participants Receiving
Setmelanotide

Key Endpoints and Assessments Patients, n (%)
y (]
Ob'ective = Primary endpoint (A) POMC deficiency (n=13) (B) LEPR deficiency (n=10) POMC deficiency LEPR deficiency
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e The first ~10 participants with POMC or LEPR deficiency were enrolled

Error bars are the standard deviation. LEPR, leptin receptor; POMC, proopiomelanocortin.

Baseline Characteristics

m Atotal of 15 patients with POMC deficiency (10 pivotal cohort, 5
supplemental cohort) and 15 with LEPR deficiency (11 pivotal cohort, 4
supplemental cohort) were enrolled (Table 1)
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e Because of the rarity of these genetic diseases, enroliment was kept
open after pivotal participants were enrolled to collect additional
supporting data from a supplementary cohort

® |n patients aged =212 years, the mean (SD) percent change in most
hunger score at 52 weeks was —27.1% (-28.1%) and —42.7% (—27.5%)
in the POMC and LEPR trials, respectively (Figure 4)
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