
Figure 1. Study design.

aData from the Phase 2 index trial have been published in Diabetes Obes Metab.1 bData from the Phase 3 trial were previously 
presented at ObesityWeek®; November 1-5, 2021; Virtual.4 cNot all patients received 52 weeks of setmelanotide treatment in their 
respective index trial; treatment duration reported in this analysis accurately reflects total exposure time. LTE, long-term extension; 
QD, once daily.

Results
Participant Disposition and Baseline Characteristics
	¡ As of October 29, 2022, 54 patients with BBS enrolled in an index trial  
(<18 years old, n=28; ≥18 years old, n=26), of whom 42 continued into the LTE

	¡ Among patients entering the LTE, 30 and 19 received at least 18 and 24 months  
of setmelanotide treatment, respectively
	� During the LTE, 4 patients discontinued from the study because of patient withdrawal (n=3) 
or adverse event (n=1)

	� 38 patients were receiving ongoing treatment at the time of analysis, and not all patients 
have reached the 18-, 24-, and 36-month time points

	¡ At index trial baseline, mean (standard deviation [SD]) BMI for all patients was 
42.2 (9.2) kg/m2 (n=53)
	� Mean (SD) body weight in patients aged ≥18 years (n=25) was 132.3 (20.9) kg
	� Mean (SD) BMI Z score and %BMI95 in patients aged <18 years (n=28) was 3.51 (0.76) and 
150.0% (34.5%), respectively

	� The mean (SD) age of patients was 20.4 (11.8) years; 55.6% of patients were female

Efficacy Outcomes 
	¡ Mean (SD) BMI was 44.2 kg/m2 (9.2) at index trial baseline, with a percent change 
in BMI across all patients at 18 and 24 months of setmelanotide treatment of 
−9.5% (10.5%; n=30) and −14.3% (11.6%; n=19), respectively (Figure 2)
Figure 2. Mean percent change in BMI from index trial baseline by months of 
setmelanotide treatment in all patients with BBS.

Error bars indicate standard deviation. Shading represents benchmarks of −5% and −10% change. BBS, Bardet-Biedl syndrome; 
BMI, body mass index.

Safety Outcomes
	¡ Adverse events in the overall safety population across the index and LTE trials 
(N=54) are reported in the Table
Table. Adverse Events Occurring During the Index and LTE Trials in the Safety 
Population (N=54)

 n (%)
TEAEs 54 (100)
Treatment-related TEAEs 54 (100)
Serious treatment-related TEAEs 1 (1.9)
TEAEs leading to study drug withdrawal 4 (7.4)
Common TEAEs (≥20%)

Skin hyperpigmentation 36 (66.7)
Injection site erythema 30 (56.6)
Injection site pruritus 27 (50.0)
Injection site bruising 21 (38.9)
Injection site induration 20 (37.0)
Nausea 19 (35.2)
Vomiting 17 (31.5)
Injection site pain 16 (29.6)
Headache 14 (25.9)
Diarrhea 13 (24.1)
Injection site edema 13 (24.1)

LTE, long-term extension; TEAE, treatment-emergent adverse event.

	¡ Setmelanotide treatment was generally well tolerated across the index and LTE 
trials; the most common adverse event was skin hyperpigmentation

	¡ During the LTE, 1 patient with BBS discontinued because of an adverse event 
(auditory hallucination) that was determined unlikely to be related to setmelanotide

	¡ No new safety concerns emerged during long-term treatment

CONCLUSIONS
	¡ Up to 2 years of setmelanotide treatment was associated with reduction in body 
weight–related measures and maintained weight-related improvements in adult and 
pediatric patients with BBS, with no new safety concerns

	¡ Further evaluation of the effect of different characteristics (eg, age, sex, genotype) 
on setmelanotide response is ongoing

	¡ This trial supports the continued efficacy and long-term use of setmelanotide in 
patients with BBS

	¡ Patients aged ≥18 years had a mean (SD) body weight of 132.3 (20.9) kg and 
exhibited a percent change in body weight of −8.6% (10.3%; n=15) and −14.9% 
(10.4%; n=6) after 18 and 24 months of treatment, respectively (Figure 2A)
	� Six of 15 patients (40.0%) and 5 of 6 patients (83.3%) achieved ≥10% weight reduction at 
Month 18 and 24, respectively

	¡ Patients aged <18 years had a mean (SD) BMI Z score of 3.5 (0.8) and exhibited 
a change in BMI Z score of −0.83 (0.50; n=13) and −0.72 (0.54; n=12) after 18 and 
24 months of treatment, respectively (Figure 3B)
	� All patients <18 years of age had a BMI Z score reduction of ≥0.2 points
	� Twelve of 13 patients (92.3%) and 9 of 12 patients (75.0%) <18 years of age achieved  
BMI Z score reductions of ≥0.3 points at Month 18 and 24, respectively

	¡ In patients aged <18 years, mean (SD) absolute change in %BMI95 was −23.4% 
(11.8%; n=15) and −29.8% (22.4%; n=13) at Month 18 and 24, respectively
Figure 3. (A) Mean percent change in body weight from index trial baseline by 
months of setmelanotide treatment in patients ≥18 years old. (B) Mean change 
in BMI Z score from index trial baseline by months of setmelanotide treatment for 
patients <18 years old.

Error bars indicate standard deviation. BMI, body mass index.

Introduction
	¡ BBS is a rare genetic disease of obesity characterized by multiorgan dysfunction; 
severe, early-onset obesity; and insatiable pathologic hunger (hyperphagia)1 

	¡ Genetic variants in BBS-associated genes can be associated with impairment of 
the melanocortin pathway through impaired leptin receptor trafficking and reduced 
proopiomelanocortin expression2,3

	¡ The melanocortin-4 receptor agonist setmelanotide produced beneficial reductions 
in weight, body mass index (BMI), and hunger in patients with BBS after ~1 year in 
Phase 2 and 3 clinical trials1,4

	¡ There is an unmet need for targeted treatments for obesity and hyperphagia with 
long-term efficacy in patients with BBS5 

	¡ The long-term effects of setmelanotide have not yet been characterized for patients 
with BBS

Objective
	¡ To assess the continued long-term efficacy of setmelanotide treatment in patients 
with BBS over ~2 years

Methods
Trial Design
	¡ Patients aged ≥6 years were eligible for this long-term extension (LTE) trial 
(NCT03651765) if they
	� Completed a prior (index) trial in which they received setmelanotide
	� Demonstrated clinical benefit based on efficacy results

	¡ Patients with BBS enrolled in the LTE after completing Phase 2 or 3 trials of 
setmelanotide1,4

	� Patients received up to 15 months of setmelanotide treatment as a part of their index trial
	� At the time of index trial enrollment, patients were ≥6 years old with obesity

	¡ Patients began the LTE immediately following completion of an index trial and 
continued on the same dose of setmelanotide (Figure 1)

	¡ Trial visits occurred approximately every 3 months in the LTE

Outcomes
	¡ Outcomes were assessed after ~2 years of setmelanotide treatment across the 
index and LTE trials

	¡ Changes in body weight measures relative to index trial baseline as well as 
adverse events were evaluated

	¡ Weight-related measures were analyzed by adult (≥18 years) and pediatric  
(<18 years) subgroups separately to minimize the confounding and dilution of 
treatment effect of including pediatric patients who were still growing with the  
adult population
	� Evaluation of weight-related measures that may be more appropriate for each age group  
for characterizing and monitoring changes in obesity was prioritized
	– In the overall population, changes in BMI are reported
	– In adults, changes in weight are reported; in pediatric patients, BMI Z score and percentage of the  
BMI 95th percentile (%BMI95) are reported

ENDO 2022 • June 11-14, 2022 • Atlanta, GA

Long-term Efficacy of Setmelanotide in Patients With Bardet-Biedl Syndrome
ODP606

Presenting Author: 
Wendy Chung 

wkc15@cumc.columbia.edu

Jesús Argente, MD, PhD1,2*; Andrea M. Haqq, MD3*; Karine Clément, MD, PhD4,5*; Wendy K. Chung, MD, PhD6*; Hélène Dollfus, MD, PhD7*; Elizabeth Forsythe, PhD8*; Philip Beales, MD8*; Gabriel Á. Martos-Moreno, MD, PhD1*; Jack A. Yanovski, MD, PhD9*; Robert S. Mittleman, MD10*†; 
Guojun Yuan, PhD10*; Robert M. Haws, MD11*
1Department of Pediatrics and Pediatric Endocrinology, Universidad Autónoma de Madrid, University Hospital Niño Jesús, CIBER “Fisiopatología de la obesidad y nutrición” (CIBEROBN), Instituto de Salud Carlos III, Madrid, Spain; 2IMDEA Food Institute, Madrid, Spain; 3Division of Pediatric Endocrinology, University of Alberta, Edmonton, AB, Canada; 4Assistance Publique Hôpitaux de Paris, Nutrition Department, Pitié-Salpêtrière 

Hospital, Paris, France; 5Sorbonne Université, Inserm, NutriOmics Research Unit, Paris, France; 6Division of Molecular Genetics, Department of Pediatrics, Columbia University, New York, NY, USA; 7Hôpitaux Universitaires de Strasbourg, CARGO and Department of Medical Genetics, Strasbourg, France; 8Genetics and Genomic Medicine Programme, University College London Great Ormond Street Institute of Child Health, London, UK; 
9Eunice Kennedy Shriver National Institute of Child Health and Human Development, National Institutes of Health, Bethesda, MD, USA; 10Rhythm Pharmaceuticals, Inc., Boston, MA, USA; 11Marshfield Clinic Research Institute, Marshfield, WI, USA

* Potential conflict of interest may exist. Refer to the Meeting App.

†Robert S. Mittleman was an employee at Rhythm Pharmaceuticals, Inc. at the time of abstract submission.

Acknowledgments: This study was sponsored by Rhythm Pharmaceuticals, Inc. Writing and editorial support for this poster was 
provided under the direction of the authors by Rhyomi Sellnow, PhD, CMPP, and David Boffa, ELS, of MedThink SciCom and funded 
by Rhythm Pharmaceuticals, Inc. 

References: 1. Haws et al. Diabetes Obes Metab. 2020;22(11):2133-2140. 2. Seo et al. Hum Mol Genet. 2009;18(7):1323-1331.  
3. Guo et al. PLoS Genet. 2016;12(2):e1005890. 4. Haws et al. Presented at: ObesityWeek®; November 1-5, 2021; Virtual.  
5. Haws et al. Contemp Clin Trials Commun. 2021;22:100780.

Summary
	¡ Setmelanotide demonstrated continued clinical benefit on body weight–related outcomes in patients with Bardet-Biedl syndrome (BBS) for up to 2 years

End of  index trial

• Demonstrated efficacy 

• Acceptable safety 

• Informed consent 
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