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Background

Results Results (continued)
« Hyperphagia and early-onset obesity contribute to a substantial burden for Participant Baseline Characteristics Symptoms and Impacts of Hyperphagia (Participant-Reported, Continued)
_patlent_s. with Bardet-Bl_edI syndrome (BBS), a rare ciliopathy that results « As of December 2025, a total of 22 participants were actively taking  After one month of setmelanotide treatment, 90.0% of participants reported no “waking up during the night from hunger” and “eating dropped/discarded food,”
in multi-organ dysfunction’~2 setmelanotide and completed a survey at Month 6 which increased to 92.9% six months after setmelanotide initiation (Figure 1)
* Setmelanotide, a melanocortin-4 receptor (MC4R) agonist, has demonstrated » The mean age (standard deviation [SD]) of participants at study enroliment » The most improved symptoms/behaviors were “feeling hungry after just eating” and “hiding what/how much you were eating’
efficacy in improving hunger and weight-related outcomes in patients with BBS was 32.8 (15.0); most were female (77.3%) (Table 1)

by restoring disruption in the MC4R pathway? * There were also substantial, sustained reductions in the negative impacts of hyperphagia (loH baseline mean: 1.6; Month 1: 0.4; Month 6: 0.3 [Figure 1])

— Additional demographic and clinical characteristics in participants who completed

- RESTORE, an ongoing, prospective longitudinal, observational study assesses a baseline survey have been presented previously? — All domains were improved, with the greatest benefits in “mood/emotions,” “work/school,” and “social life”
the real-world_effectiveqess of setmelanotide in participants with BBS in United Clinical Characteristics Figure 1: SoH and loH Self-Report ltem Responses at Baseline and Month 6
States (US) clinical settings - Hyperphagia was highly prevalent (90.9%) and the most reported BBS Symptoms of Hyperphagia Impacts of Hyperphagia
manifestation, followed by ataxia/poor coordination (45.5%), and mNever m1or2times m3orMore Times m Not at all m A little m Moderately
. . developmental delay (31.8%; Table 1) 100% 100%
ObJECtIVG — Among self-reporting adult participants (n=15), 10 (66.7%) had visual impairment 90% 90%
80% 80%
 To evaluate the interim real-world participant- and caregiver-reported benefits of Table 1: Participant Baseline Characteristics 70% 70%
setmelanotide on hyperphagia symptoms and impacts, as well as weight : 60% 60%
management patterns, from the RESTORE study Study Population 50% 100.0% 20%
(N=22) 40% 40%
30% 30%
Age (SD) 32.8 (15.0) 20% 20%
Methods Sex at birth, n (%) 1% 0%
Study Population Male 5 (22_7) o% Baseline Month 6 Baseline Month 6 Baseline Month 6 | Baseline Month 6 0 Baseline Month 6 Baseline Month 6 Baseline Month 6 Baseline Month 6 Baseline Month 6 Baseline Month 6
- _ _ _ - i i Sleep Mood/emotions Work/school Social life Leisure or Relationships with
* Participants aged =6 years and caregivers aged 218 years in the United States Female 17 (77.3) St fjefsl,th:;?rg after Vx%kft ?r‘;rf]ur:mg?re 5,222;3%?‘;005 H'r?]euxh%ﬁ ;T:W | - recI;r(laJation familly or ;rienvt\:i”s
who consented into the Rhythm InTune Patient Support Program, and Top BBS-related manifestations’ loH, Impacts of Hyperphagia: SoH, Symptoms of Hyperphagia.
were prescribed but had not yet initiated setmelanotide treatment at RESTORE Hyperphagia 20 (90.9) ’ —
Der;roI(I:me"nt, \:{ere included Ataxia or poor coordination 10 (45.5) Weight Management Treatments Figure 2: Diet and Lifestyle Modifications at Baseline and Month 6
é‘ a °t. ec 'Or? . o |' _— Developmental delay 7 (31.8) o Thgrel wa? a 2_5.O%t:1educ;ion_tin thedpuTber Offt mBascline  ®Month 6
» Consenting participants completed secure online surveys at baseline e ¥ participants using other obesity medications™ after 100% - 90.9% 86.4%
(i.e., before setmelanotide initiation) and over the first year of treatment Comr.non comorllmdltles, n (%) 6 months of setmelanotide 80% - 68.8% 6369, 68.2% 6800 (37 77.3%
Outcomes Anxiety/ depress.lon 14 (63.6) « Participants also reported increases in salutary 60% | ok 40.9%
« Participant demographics, including sociodemographic and clinical Seasonal allergies 10 (45.5) diet and litestyle modifications after initiating ;8;’
characteristics, were collected Sleep apnea 10 (45.9) setmelanotide (Figure 2) 0 |
» Key outcomes included hyperphagia-related signs and symptoms Hypertension 7 (31.8) Increased time spent  Smaller portion sizes  Reduced certain foods Planned healthy meals Reduced sugar intake
. : : exercising
(I'e" Symptoms Of Hype_rphagla [SOH] and ImpaCtS Of Hyperphagla [IOH] *Of the 22 participants, 15 adults and 2 adolescents were able to self-report; Values may not add up to 100% as
guestionnaires) and weight management programs and treatments participants may fall under more than one category.
] ] . . BBS, Bardet-Biedl syndrome; SD, standard deviation.
— The SoH consists of 4 items assessing the frequency of hyperphagia symptoms over C I g
the previous 24 hours. Scores range from 0-2; higher scores indicate more frequent Symptoms and Impacts of Hyperphagia (Participant-Reported) OnC US|OnS
symptoms recognized by patients » Self-reporting participants with hyperphagia (n=17) experienced rapid and . e eae . . . . .
— The loH consists of 6 items (2 sections of 5 items for caregiver version) assessing the  systained reductions in hyperphagia symptoms/behaviors * The value of early setmelanotide initiation is demonstrated in real-world practice, where patients experience
extent to which hyperphagia negatively impacts a patients life over the past 7 days. (SoH baseline mean: 0.9; Month 1: 0.3; Month 6: 0.4) rapid and durable reductions in hyperphagia, resulting in improved health-related quality of life
Scores range from 0-3, higher scores indicate greater negative impact of ?
hyperphagia

*Other obesity medications included Qsymia, Contrave (naltrexone/bupropion), Saxenda (liraglutide), Xenical/Alli (orlistat), Wegovy (semaglutide), metformin, Ozempic (semaglutide), Zonegran (zonisamide), Trulicity (dulaglutide), Mounjaro (tirzepatide).
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