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o.-MSH Drives MC4R Pathway Signaling to Regulate Energy Balance

and Body Weight?!3
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a-MSH, o—melanocyte-stimulating hormone; AgRP, agouti-related peptide; LEPR, leptin receptor; MC4R, melanocortin-4 receptor; POMC, proopiomelanocortin.

1. Baldini et al. J Endocrinol. 2019;241:R1-R33. 2. Dimitri. Front Endocrinol. 2022;13:846880. 3. Hill et al. Neuroendocrinol. 2017;104:330-346. 4. Hochberg et al. Obes Rev. 2010;11:709-721. 5. Roth et al. Obesity

(Silver Spring). 2011;19:36-42. 6. Cone et al. Nat Neurosci. 2005;8(5):571-578. 7. Sohn et al. Cell. 2013;152:612-619.



Loss of a-MSH Production Due to Hypothalamic Injury May Impair
MCA4R Pathway Signaling and Lead to Acquired Hypothalamic Obesity?-3
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*Suprasellar tumors such as astrocytoma.>” a-MSH, a—melanocyte-stimulating hormone; AgRP, agouti-related peptide; LEPR, leptin receptor; MC4R, melanocortin-4 receptor; POMC, proopiomelanocortin
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Setmelanotide Targets the CNS and Replaces Deficient ac-MSH, Restoring
MC4R Pathway Signaling to Reduce Body Weight!3
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Study Design

Phase 2 open-label study of setmelanotide in hypothalamic obesity Long-term extension
(NCT04725240) (NCT03651765)
Dose titration Open-label treatment Long-term extension*

Aged =6 to <16 years

1.0mg 2.0mg

" ap + Primary endpoint

Screening —|  Aged 216 Setmelanotide " ho achiovs 25% Setmelanotide
J sl 3.0 mg QD reduction in BMI 3.0 mg QD

2.0mg 3.0 mg

28

¢ * * * * *
Study Timepoint: Week 0 Week 2 Week 4 Week 16 Week 20
End of Trial

Endpoints assessed in long-term extension:
« Change in BMI

« Change in BMI z-score

* Adverse events

*Participants who completed the 16-week Phase 2 index trial (NCT04725240), experienced a 25% reduction in BMI or had an investigator-determined clinically meaningful benefit,

and exhibited adequate safety after 16 weeks of treatment were eligible to enroll in the Long-term extension (NCT03651765) study. BMI, body mass index; QD, once daily.




Introduction — Setmelanotide in aHO at 1 Year (Phase 2 Data)

* The primary endpoint (the proportion of patients that exhibited a >5% reduction in BMI
from baseline at Week 16) was met:?!

— Achieved by 16 of 18 (89%) participants (90% Cl, 69%—98%; P<0.001)

* Overall (n=14), at 12 months, the mean (SD) percent change from baseline in BMI was
-22.0% (12.6%)

* For pediatric participants (n=12), the mean (SD) change from baseline in BMI z-score was
-1.88 (1.15) at 12 months

aHO, acquired hypothalamic obesity; BMI, body mass index.

1. Roth CL, et al. Lancet Diabetes Endocrinol. 2024;12(6):380-389.



Introduction — Weight Class Change at 1 Year (Phase 2 Data)?
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*Pediatric patients reported as %BMI95. TOr BMI =40 kg/m?2 (whichever is lower). *Or BMI =35 to <40 kg/m?2 (whichever is lower). $Or BMI >30 to <35 kg/m?2 (whichever is

lower). %BMI95, percent of the 95th percentile for BMI; BMI, body mass index.
1. Roth CL, et al. Presented at the Obesity Society Annual Meeting; October 14-17, 2023, Dallas, Texas.




Objective

*To assess the continued efficacy and safety after 2.5 years of
setmelanotide treatment




Study Disposition

Phase 2, open-label setmelanotide 18 participants enrolled
treatment in aHO
(NCT04725240)

\ 4

2 discontinued study*

Completed! |

y

16 participants completed study

\4

14 participants entered LTE (12 pediatric, 2 adult)

Long-term extension cohort

(NCT03651765)
- 3 discontinued study’

Current Analysis

\ 4

\ 4

11 participants completed 2.5 total years of setmelanotide treatment

*Discontinuations due to adverse events in one participant and non-adherence with study drug administration in the other participant. "Discontinuations due to non-compliance

with study drug in two participants and study withdrawal by one participant. aHO, acquired hypothalamic obesity; LTE, long-term extension.
1. Roth CL, et al. Lancet Diabetes Endocrinol. 2024:12(6):380-389.




Baseline Demographics of Participants in LTE

Age, mean t SD (range), y 13.6%5.0 (6.0-24.0)
Age Categories, n (%)
6 to <18 years 12 (85.7)
>18 years 2 (14.3)
Sex, n (%)
Female 4 (28.6)
Male 10 (71.4)
Race, n (%)
White 11 (78.6)
Black or African American 2 (14.3)
Native Hawaiian or Other Pacific Islander 1(7.1)

LTE, long-term extension; SD, standard deviation.




Baseline Demographics of Participants in LTE (cont)

| setmelanotide(n-19

Ethnicity, n (%)

Hispanic or Latino 4 (28.6)
Not Hispanic or Latino 10 (71.4)
Weight, mean (SD), kg 99.1 (32.7)
BMI, mean (SD), kg/m? 37.0(7.1)

Percentage of the 95th percentile of BMI, mean (SD)*
6 to <18 years [n=12] 145.8 (21.9)
Waist circumference, mean (SD), cm 112.0(17.9)

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

BMI, body mass index; LTE, long-term extension; SD, standard deviation.



Mean Percent Change in BMI from Baseline to 2.5 years
In All Participants
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« After 2.5 years, the mean (SD) BMI percent change from baseline was -18.9% (16.0).

Error bars are SD. BMI, body mass index; SD, standard deviation.

1. Apovian CM, et al. J Clin Endocrinol Metab.2015;100(2):342-362.




Individual Percent Change in BMI from Baseline to 2.5 years
In All Participants
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BMI, body mass index.

1. Apovian CM, et al. J Clin Endocrinol Metab.2015;100(2):342-362.



Mean Change in BMI z-Score from Baseline to 2.5 Years
In Pediatric Participants
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« After 2.5 years, the mean (SD) change from baseline in BMI z-score was —1.60 (1.21).

Error bars are SD.

BMI, body mass index; SD, standard deviation.



Individual Change in BMI z-score from Baseline to 2.5 years
In Pediatric Participants
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Setmelanotide was Generally Well Tolerated

AEs 14 (100)
AE leading to treatment or study discontinuation 0
Serious AEs 4 (28.6)
AE resulting in death on study 0
AE in 220% of participants
Nausea 8 (57.1)
Skin hyperpigmentation 7 (50.0)
Upper respiratory tract infection 6(42.9)
Vomiting 6(42.9)
Headache 5(35.7)
COVID-19 4 (28.6)
Increased erection 4 (28.6)
Injection site induration 4 (28.6)
Abdominal pain 3(21.4)
Back pain 3(21.4)
Injection site pain 3(21.4)

AE, adverse event; COVID-19; coronavirus disease 2019.




Conclusions

* Two and a half years of setmelanotide treatment was associated with robust, sustained,
and clinically significant BMI and BMI z-score reductions in patients with aHO

* The safety profile was generally consistent with that observed in previous clinical trials of
setmelanotide:+

* These long-term data underscore the importance of targeting the deficiency in MC4R
signaling to prevent the accelerated, sustained weight gain typical in this population

aHO, acquired hypothalamic obesity; BMI, body mass index; MC4R, melanocortin-4 receptor.

1. Roth et al. Lancet Diabetes Endocrinol. 2024;12(6):380-389. 2. Clément et al. Lancet Diabetes Endocrinol. 2020;8(12):960-970. 3. Haqq et al. Lancet Diabetes
Endocrinol. 2022;10(12):859-868. 4. Collet et al. Mol Metab. 2017;6(10):1321-1329.
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* We would like to thank the participants and caregivers, without whom this
trial could not have been completed
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