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Summary

= Twelve months of treatment with setmelanotide resulted in meaningful changes in weight-related measures among a heterogeneous population of pediatric patients with acquired hypothalamic obesity (HO)

Introduction Figure 1. Patient disposition. Table 1. Baseline Characteristics Figure 3. Individual BMI and body composition changes at Week 16 and =1 year.* Safety outcomes
_ _ | _ _ _ _ _ — — Parameter Total (n=12) Patient 1 2 3 4 5 6 7t 8 9 10 11 m Of 12 pediatric patients who enr_olled ir_1 the LTE, all had AEs of any causality during the index trial and
® Acquired HO is a form of obesity characterized by rapid weight gain after insult to the hypothalamus™ Individuals screened for eligibility (N=13) Age, mean (SD), y 11.9 (2.9) (Age) (16) (9) (15) (6) (14)  (10) (13) (9) (15 (12)  (11) 11 (92%) had AEs of any causality during the LTE (Table 2)
o !Damage to the hypothalamus resulting from tumor invasioq, ra_diotherapy, or surgical resection can impair signaling ‘ Age range, y 6-16 40 - ® During the index trial, the most frequent AEs among patients who later enrolled in the LTE were nausea
in the melanocortin-4 receptor (MC4R) pathway, thus contributing to the cause of HO™ _ _ ) Sex, n (%) ® 20 - (n/IN=6/12; 50%), skin hyperpigmentation (n/N=5/12; 42%), increased frequency of penile erection in males
= Patients with acquired HO are typically refractory to traditional weight management strategies'? Patlentssz?/rsoallllctae?y(ztz’;)rr;?;?izﬁt)lc(ir?_fﬂ)anaIyS|s Female 3 (25) BMI = 0 — 5% change (n/N=3/9; 33%), and vomiting (n/N=3/12; 25%); during the LTE, these AEs were reported in 0, 2 (17%),
= - - 0 ) ; i
= In a Phase 2 trial of setmelanotide, an MC4R agonist, patients with acquired HO experienced clinically Male 9 (75) £ 9. = - S o hange 4 (3.3 %), and 2 (17%) palltlents, respectl\l/ely | | | | |
meaningful reductions in age-appropriate weight-related parameters and hunger after 16 weeks of ‘ Tumor type. n (%) 08)’ ~ o o ~ X o © I° o : N m Serious AEs were experienced by 2 patients (17%) during the LTE including 1 patient who experienced
treatment* . _ .yp . ° g 407 & W Jo «x s T& o IR 1 instance each of an influenza A infection, malaise, and septic shock, and another patient who was lost to
Completed index study per protocol (n=13) Craniopharyngioma 10 (83) 5 Pt QT "o N© N i ' : ) ) _ . .
* All pediatric patients (n=13) experienced weight loss at Week 16 T D othalamic hamarora 2 (1) 601 ¢ 3 @ o Iollotw(-jupdand experienced a recurrence of craniopharyngioma; all serious AEs were determined not related
e Pediatric patients (n=13) exhibited a reduction from baseline across body mass index (BMI; -17.6%), BMI Z score W .yf - f 3D 108.8 (16.0 -80 - 0 study drug
(-1.3 points), and percent of the 95th BMI percentile (%BMI95; 27.0 percentage points) Entered LTE (n=12)* alst circumterence, mean (SD), cm .8 (16.0) 40 - = |n this population of pediatric patients (n=12), no AEs led to study discontinuation during the index or LTE trial
i . Weight, mean (SD), kg 94.1 (30.1) X 20 A - = No new safety concerns were observed in the LTE
Objecuve BMI, mean (SD), kg/m* 35.9 (6.2) Fat & o o . _
Completed =12 months of treatment with BMI Z score,* mean (SD) 4.0 (0.94) mass £ Table 2. AEs of All Pediatric Patients Entering the LTE
= To report changes in weight-related parameters after 12 months of setmelanotide treatment in pediatric setmelanotide (n=11)" %BMI95,* mean (SD) 145.8 (21.9) = Index trial LTE
patients with vaUired HO who entered a Iong-term extension (I—TE) trial *BMI Z score and %BMI95 were calculated for patients aged <18 years g < AE, n (%) (n=12) (n=12)
*1 patient was diagnosed with Clostridioides difficile colitis during the based on the Centers for Disease Control and Prevention 2022 c 8 < A 12 (100 10 (83
index trial and did not enter the LTE because of ongoing nausea and methodology. %BMI95, percent of the 95th BMI percentile; BMI, body O cn_ ! - o ® ny ( ) ( )
MethOdS vomiting. "1 patient v_vas lost to follow-up and off treatment t_)ut reconsented mass index; SD, standard deviation. -80 A ou?o Lo o B Re|ated to or probably re|ated to study drug 10 (83) 5 (42)
and reentered the trial at Month 12. LTE, long-term extension. © - - -
) o Leading to temporary study drug interruption/dose decrease 4 (33) 3 (25)
Study design Figure 2 Changes in BMI, BMI Z score, and %BMI9§ from index trial baseline over time. (A) Mean percgnt Lean Leading to study discontinuation 0 0
® Patients aged 6 to 40 years from a Phase 2 multicenter, open-label, 16-week trial of setmelanotide change in BMI (n=11). (B) Mean BMI Z score at baseline and Month 12 (n=11). (C) Mean %BMI95 at baseline muscle 9 Serious 1 2
(NCT04725240) were eligible to enroll in the LTE trial (NCT03651765) if they experienced 25% BMI and Month 12 (n=11). (D) Percent change in BMI across treatment in a single patient lost to follow-up (n=1). mass & Serious and related to study drug 0 0
reduction or investigator-determined clinically meaningful benefit and exhibited adequate safety after = o ~ —
16 weeks of treatment A Week 16 Month 6 Month 12 = C © @ < S = e Resulting in death 0 0
(n=11)  (n=10)* (n=11) P=0.0025 P<0.0001 o2 < -5 2 - F t (215% in safet lation of index trial
. : : : . . o 0 - 3.0 - — 200 - — S N oy @ - - requent (215% in safety population of index trial)
® During the index trial, the setmelanotide dose was titrated over 2 to 4 weeks to a maximum of 3.0 mg N S 60 o . Nausea 6 (50) 0
administered once daily via subcutaneous injection for a total of 16 weeks of treatment 2 -5 I ' _ , _
During the LTE. setmelanotid dministered at the d tablished during the index trial > 0 -80 - mWeek 16  mMonth 12 Skin hyperpigmentation 5 (42) 1(8)
® During the , setmelanotide was administered at the dose established during the index tria g -10 1 o , . " "
'g 15 8 2.0 - 8 Patient numbers represent the same individual patient across figures. *Data presented are between days 366 and 730. 'One patient did not have a 1+ year Increased frequency Of penlle erection 3 (33) 3 (33)
Outcomes g I £ % measurement for body composition. BMI, body mass index. Vomiting 3 (25) 1 (8)
= This analysis assessed the following outcomes at Month 12 in pediatric patients (aged <18 years): 5 -20 1 = = = All patients (n=11) experienced a decrease in the severity of obesity at Month 12 (Figure 4) Injection site pain 3 (25) 0
* Individual BMI percent change from baseline g 251 § 1.0 1 é e Ten of 11 patients (90.9%) with 12 months of continuous treatment improved by 21 weight class (based on BMI H_eadaChe 2 (17) 1(8)
* Mean BMI percent change from baseline S -30 - = or BMI percentile); the remaining patient, who had obesity class Il at baseline, had a 7.0% reduction in BMI from Diarrhea 2 (17) 0
e Mean BMI Z score (Centers for Disease Control and Prevention) and %BMI95 change from baseline g 35 - baseline and a 17.4 percentage-point reduction in %BMI95 from baseline COVID-19 . . . 2 (17) 1(8)
e Frequency of adverse events (AEs) 2 40 0.0 0 Figure 4. Individual weight class change from baseline to Month 12. Upper respiratory tract infection 2 (17) 2 (17)
. ) ) B Baseline Month 12 Baseline Month 12 |njection site pruritus 2 (17) 0
= Mean body composition changes from baseline to Week 16 and =21 year (ie, between days 366 and 730) (n=11)  (n=11) (n=11)  (n=11) : :
were also assessed D 5 - Treatment reinitiated WHO SealElte patients (n=1 1 )* *Increased percentages represent male population (n=9). AE, adverse event; LTE, long-term extension.
S : : . . Classification BMI percentile®
= Significance was determined with a 1-sample t test with 2-sided P values X 0 4 (NIHS) .
2 3 4 5 6 7 8 9 Conclusions
Results 2 51 190
g ® |n a population of pediatric patients with acquired HO who demonstrated weight loss and adequate safety
. i .. i .. S -10 - Patient lost to follow-ub/ 166 in a 16-week index trial, 12 months of setmelanotide treatment was associated with a mean percent BMI
Patient dls.po.smor.\ and baseline charact.erlstlc.s . _ _ . “é ) Ier;ff?:;a(t)m(;n(:w ® -10.8 o 5 2140%?" decrease of 25.4% and significant decreases in both mean BMI Z score and %BMI95
= Of 1_3 pe(ij‘tznc patlhentsf who e||1r0||e_d in thi |n(?iex tnfal,h12 (9? /0_) Ccl’:r_‘t'nue? into the LTE and 11 (85%) had § -15 1 ! G ¢ Most patients (90.9%; n=10/11) experienced =1 weight class improvement from baseline to Month 12, and 3 of 11
received 212 months of setmelanotide at the time of the analysis (Figure 1) S 0 | 141 149 144 140 pe_rcentile pediatric patients had normal weight at Month 12
* Mos_t pedlatrlc patl_ents enrolled in the LTE had received treatment for craniopharyngioma; mean (standard % : ! ! ! 139 138 o ¢ Body composition changes were favorable, with larger percent decreases in total fat mass compared with lean
deviation [SD]) weight and BMI at baseline were 94.1 (31.4) kg and 35.9 (6.2) kg/m?, respectively (Table 1) - -21.1 Obesity clazs Il 126 131 124 2120% t¢0 muscle mass
. - ' ' ' ' ' ' (Severe) <140%
Efficacy outcomes 0 3 6 9 12 15 18 120 * Data from 1 patient who discontinued then reinitiated setmelanotide treatment during the LTE showed weight gain
. . . . Month ) >95% t . .  pe g
= Qverall, the mean (SD) percent change in BMI from baseline to Month 12 with uninterrupted treatment °n Obesity class | 109 109 <12600/(§) while off treatment followed by weight loss upon reinitiation of treatment
(n=11) was -25.4% (12.2%) (Figure 2A) Data shown represent 11 patients with 12 months of continuous treatment at the time of analysis. Error bars represent standard deviation.*One patient did 96 ’ * The consistent and sustained clinical response to setmelanotide suggests an important role of the MC4R pathway
' ' not have BMI data at Month 6. %BMI95, percent of the 95th BMI percentile; BMI, body mass index. v v in the pathophysiology of HO
¢ A reduction from baseline was observed at Month 12 for age-appropriate weight-based parameters across o _ _ _ _ _ _ Overweight 86 89 =85th to <95th percentile . o _ . _ .
pediatric patients (n=11); the mean (SD) changes from baseline in BMI Z score and %BMI95 were —1.1 (0.9) points = All 11 pediatric patients with continuous setmelanotide treatment experienced 25% BMI reduction and ‘ 4 e Setmelanotide may be a beneficial therapeutic option for a disease that has no approved therapies to date
- ' ' ' rien 210% BMI r tion from in trial line to Month 12 (Figur ’ ; i -bli - i ide i i i i
and —-40.7 (17.1) percentage points, respectively (Figure 2B and C) 9 expe |.e ?ed . 0% . eductio .0. index !a bas.e Ine 10 . 0 (Figure 3) . Normal weight 80 74 82 >5th to <85th percentile e Arandomized, dguble bl.lnd, placebo-controlled, Phase 3 trial of setmelanotide in patients with acquired HO
e One patient had a —21.1% change in BMI from baseline to Week 16 during the index trial but was lost to follow-up ¢ |n pediatric patients with body composition data atllndex trial baseline and. =1 year (n=10), percent decreases in (NCTO05774756) is ongoing
and discontinued SetmelanOtide Immedlately after entering the LTE The patient reconsented and reentered tOtal fat mass were larger than percent decreases n lean mUSC|e mass (Flgure 3) . T . ) . . Acknowledgments: This study was sponsored by Rhythm Pharmaceuticals, Inc. Writing and editorial support for this poster were provided under the direction of the authors by MedThink SciCom and funded by
the LTE at Month 12, at which time, they exhibited a +0.8% change in BMI from baseline; after reinitiating e The mean (SD) percent change in total fat mass was —27.7% (21.4%; P=0.0027) and in lean muscle mass was Patient numbers represent the same individual patient across figures. "Data reported as %BMI9S. ‘Or BMI 240 kg/mg" (whichever is lower). *Or BMI 235 to Rhyihm Pharmaceuticals, Inc. Data included in this poster have been previously presented in part at ObesityWeek'; October 14-17, 2023; Dalas, TX; 465.
. j ’ o0 : . . o o ’ <40 kg/mg® (whichever is lower).” *Or BMI 230 to <35 kg/mg® (whichever is lower).” %BMI95, percent of the BMI 95th percentile; BMI, body mass index; References: 1. Kim and Choi. Ann Pediatr Endocrinol Metab. 2013;18:161-167. 2. Rose et al. Obesity (Silver Spring). 2018;26:1727-1732. 3. Dimitri. Front Endocrinol (Lausanne). 2022;13:846880. 4. Roth et al.
setmelanotide treatment, they had a —10.8% change in BMI from baseline at Month 18 (Figure 2D) -8.3% (17.6%; P=0.1704) NIH, National Institutes of Health; WHO, World Health Organization. Presented at: ObesityWeek; November 1-4, 2022; San Diego, CA. 5. National Institutes of Health. Obes Res. 1998:6(suppl 2):51S-209S. 6. Hampl et al. Pediatrics. 2023:151:62022060640.
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