Weight Loss at 18 Months of Setmelanotide In 2- to <6-Year-Old Patients With Rare MC4R Pathway Diseases
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Introduction Figure 1. Patient disposition. = The mean change from baseline in BMI Z score was -2.1 (CDC) and -4.5 (WHO) at Month 18 Figure 6. Individual BMI Z scores (CDC) by cohort.
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Enrolled patients, n 5 3 8 Baseline 3 6 9 12 15 18 Safety outcomes
= To assess the continued efficacy and safety of 18 months of Age range, y 3-4 2-4 2-4 Months = All patients had at least 1 AE and at least 1 treatment-related AE; skin hyperpigmentation (87.5%,
setmelanotide treatment in 2- to <6-year-old patients with MC4R Male, n (%) 4 (80.0) 2 (66.7) 6 (75.0) all related to treatment) and nasopharyngitis (62.5%, all not related to treatment) were the most
pathway—associated Obesity Error bars are the standard deviation. BMI, body mass index; CDC, Centers for Disease Control and Prevention; WHO, World Health Organization. commonly reported AFEs (Table 2)
Race, n (%)*
White 2 (40.0) 3 (100.0) 5 (62.5) = The mean change from baseline in %BMI95 was -41.3 percentage points at Month 18 (Figure 4) = There were no d(_aaths, serious AES, or AEs leading to d“_JQ discontinuation
Methods Asian ] ] ) _ _ _ _ = There was no evidence of impaired growth or neurocognitive development
Figure 4. Mean %BMI95 (CDC) absolute percentage point reduction from baseline.
Trial design Other 1 (20.0) ] 1(12.5) Table 2. Adverse Events
= Patients from a Phase 3 multicenter, open-label trial of setmelanotide Not reported or unknown 2 (40.0) - 2 (25.0) 10 Index Trial POMC/LEPR deficiency BBS (n=3),  Total (N=8),
(NCT04966741) who were considered likely to benefit from continued Hispanic or Latino, n (%) x ] ] 0 (n=5), n (%) n (%) n (%)
' ' idai iSi A d t 5(100.0 3 (100.0 8 (100.0
treatment remained on setmelanotide after Week 52 at bridging visits BMI. mean (SD). kg/m? 34.8 (1.2) 217 2.1) 29.0 (8.6) ) 10 ny adverse even ( ) ( ) ( )
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due to biallelic POMC or PCSK1 variants (POMC deficiency), biallelic WHO 11.1 (2.1) 4.0(1.2) 8.0 (4.7) = ‘g 40 Common adverse events in all patients (=50%)
LEPR variants (LEPR deficiency), or genetically confirmed BBS %BMI95, mean (SD) 193.7 (7.7) 119.7 (10.0) 161.2 (47.5) ‘?: 2 Upper respiratory tract infection 4 (80.0) 0 4 (50.0)
= Aninitial dosage of subcutaneous setmelanotide 0.5 mg once dally *One patient not reported or unknown. BBS, Bardet-Biedl syndrome; BMI, body mass index; %BMI95, percent of the BMI 95th percentile; CDC, Centers é -0 Vomiting 3 (60.0) 1(33.3) 4 (50.0)
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o | | | Conclusions
Outcomes e Mean reductions in weight measures were seen from baseline to Month 12, with continued and Error bars are the standard deviation. %BMI95, percent of the BMI 95th percentile; CDC, Centers for Disease Control and Prevention. Patients 2 t 5 ¢ th MCAR h di had besity bef ; | i
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= Safety and tolerability of setmelanotide, as assessed by the frequency o Figure 5. Individual BMI percent change from baseline by cohort at Month 18. and location of MC4R pathway dysfunction
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° .GE) -10% § -5 e Setmelanotide is authorized by the European Medicines Agency for patients with certain MC4R pathway
Patient disposition and baseline characteristics § g 15% o -10 diseases and is being reviewed by the United States Food and Drug Administration for this age groupt6.
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