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Abbreviation Definition 
PPL POMC (pro-opiomelanocortin), PCSK1 (proprotein convertase 

subtilisin/kexin type 1), LEPR (leptin receptor) 
PPS Per Protocol Set 
PR PR interval  
PT Preferred term 
QD Once daily Setmelanotide 
QRS Interval between Q, R, and S waves 
QT Interval between Q and T waves 
QW Once weekly Setmelanotide 
Rel Day Relative study day 
RGDO Rare genetic disorder of obesity 
RM-493 Setmelanotide 
SA Safety analysis set 
SAE Serious adverse event 
SAP Statistical analysis plan 
SC Subcutaneous 
SD Standard deviation 
SI International System of Units 
SoA Schedule of Assessments 
SOC System organ class 
TEAE Treatment-emergent adverse event 
US United States 
VC Vital capacity 
WHO World Health Organization 
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randomized to receive either QD setmelanotide 2 mg or QW setmelanotide at a dose of 20 mg, 
whereas patients who were on QD setmelanotide at a dose of 2.5 mg will be randomized to 
receive either QD setmelanotide 2.5 or QW setmelanotide at a dose of 25 mg, and finally 
patients who were on QD setmelanotide at a dose of 3 mg will be randomized to receive either 
QD setmelanotide 3 mg or QW setmelanotide at a dose of 30 mg. Study medication will be 
administered in a double-dummy fashion in order to maintain the double blind. Patients will 
receive the first QW dose on Day 1 of the randomized treatment period (Visit 3). The 
randomization will be stratified by age group. 

 Patients randomized to QW setmelanotide will receive blinded QW setmelanotide and QD 
placebo injections until the Week 14 visit (i.e., completion of 13 weeks of blinded dose 
administration). Starting with Week 14, patients will continue with open-label QW 
injections of setmelanotide during the 13-week non-randomized phase of the study. 

 

 Patients randomized to QD setmelanotide will receive blinded QD setmelanotide and QW 
placebo injections until the Week 14 visit (i.e., completion of 13 weeks of blinded dose 
administration). Starting with Week 14, patients will continue with open-label QW 
injections of setmelanotide during the 13-week non-randomized phase of the study. 

 

For the 3-week Follow-up Period, all patients will return to their allocated run-in 
medication of QD setmelanotide to prepare for re-enrollment into Study RM-493-
022 or to resume the QD formulation in some other way. 

 
The study design is depicted graphically in Figure 1. 
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patient. The date and reason for the unblinding by the Investigator must be recorded. If a 
patient’s intervention assignment is unblinded, the Sponsor must be notified by the 

Investigator within 24 hours that an unblinding occurrence. The Investigator should not reveal 
to the Sponsor the patient’s treatment allocation unless the Sponsor requests this information 
for safety purposes. 

For any unexpected serious adverse event (SAE) that is treatment-related (e.g., possibly or 
probably related), the blind will be lifted by the Sponsor only for that specific patient. The 
blind will be maintained for persons responsible for the ongoing conduct of the study (such as 
the monitors, investigators, etc.) and those responsible for data analysis and interpretation of 
results at the conclusion of the study (such as biometrics personnel). Unblinded information 
will only be accessible to those who need to be involved in the safety reporting to Health 
Authorities, Ethics Committees, and/or Institutional Review Boards (IRBs). Investigators will 
receive only blinded information unless unblinded information is judged necessary for safety 
reasons. 

This study may be prematurely terminated, if in the opinion of the Investigator (at a 
participating site) or Rhythm (for the whole study), there is sufficiently reasonable cause. The 
terminating party will provide written notification documenting the reason for study termination 
to either the Investigator or Rhythm. Circumstances that may warrant termination include, but 
are not limited to:  

 Discontinuation of further study intervention development 

 Inadequate or no recruitment (evaluated after a reasonable amount of time) of patients by 
the Investigator 

 Total number of patients enrolled earlier than expected 

If the study is prematurely terminated or suspended, the Sponsor shall promptly inform the 
investigators, the IECs/IRBs, the regulatory authorities, and any contract research 
organization(s) used in the study of the reason for termination or suspension, as specified by the 
applicable regulatory requirements. The Investigator shall promptly inform the patient and 
should ensure appropriate patient therapy and/or follow-up. 

Every attempt will be made to maintain the blind through the end of the study. Breaking the 
blind for a patient should be done only in the event of a medical emergency where the identity 
of study drug is necessary to appropriately treat the patient. As noted above, the Primary 
Investigator will be provided with access to the IRT system to unblind their patients, but, if 
possible, the decision to break the blind should first be discussed with the Sponsor. If the blind 
is broken, the reason, when, and how the blind was broken will be documented. 
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1.2.4. Study Procedures 

The schedule of assessments, as outlined in the study protocol, is provided in Error! Reference 
source not found.. 
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18 All BP and HR measurements are to be obtained in the sitting position following at least 5 minutes of rest. All measurements will be taken in triplicate, 
approximately 2 minutes apart. When possible, BP should be taken in the non-dominant arm throughout the study, using the same methodology 
(automated or manual). Body temperature (°C) and respiration rate (breaths/minute) will be obtained in the sitting position following at least 5 minutes 
of rest. 

19 A single 12-lead ECG will be performed with the patient in the supine position following a period of at least 10 minutes of rest. 
20 A complete physical examination will be conducted at Screening and at the end of study (Week 30). At other time points, an abbreviated examination, 

noting any changes from baseline will be performed. In addition, Tanner Staging for assessment of pubertal development will be conducted for those 
patients who have yet to reach Tanner Stage V. Whenever possible, the same trained health care professional will conduct the examination and Tanner 
Staging. 

21 If at any time during the study an individual patient’s PHQ9 score is ≥10, the patient should be referred to a Mental Health Professional. 





Rhythm Pharmaceuticals, Inc. 
Statistical Analysis Plan; Effective 24 July 2023, v2.0 

 

Page 24 of 40 

 

1.2.5.3. Safety Parameters 

The safety endpoints include AEs, SAEs, and injection site reactions (ISRs), and laboratory 
parameters (including pregnancy testing), vital signs, ECG recordings, physical examination 
findings, skin examination, and the Columbia-Suicide Severity Rating Scale (C-SSRS) 
questionnaire results. 
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3.12. Interim Analyses 

No unblinded interim analysis is planned. Blinded interim analyses may be conducted during 
the course of the trial to facilitate scientific monitoring and business needs. 
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geometric mean, minimum, median, maximum, % coefficient of variation (CV), geometric 
mean CV, and 95% confidence intervals (CIs). 

A separate tabulation will be created for the same analysis by subgroup (age category and 
genetic subgroup).  

4.5. Safety Analyses 

Safety analyses will be conducted using the SA Set. 

4.5.1. Drug Exposure 

Drug exposure will be summarized by QD/QW treatment group across the entire length of the 
study. The number of doses administered, total dose received in mg, treatment duration in 
weeks, and percentage of dosing compliance will be summarized using descriptive statistics (N, 
mean, SD, median, minimum, maximum, and 95% confidence intervals). Treatment duration 
will be defined in weeks as (date of last dose – date of first dose + 1) / 7. Dosing compliance 
percentage will be defined as ([number of doses administered] / [duration of treatment in days]) 
* 100 for QD treatment and ([number of doses administered * 7] / [duration of treatment in 
days]) * 100 for QW treatment. A by-patient listing for dosing will be created.  

4.5.2. Adverse Events 

All AEs will be coded using the MedDRA coding system (Version 24.0 or later) and displayed 
in tables and data listings by SOC and PT. Adverse events will also be graded using the 
National Cancer Institute Common Terminology Criteria for AEs (NCI-CTCAE) on a scale of 
Grades 1 to 5 in which Grade 1 is a mild AE, Grade 2 a moderate AE, Grade 3 a severe AE, 
Grade 4 a life-threatening or disabling AE, and Grade 5 a fatal AE). Those not listed by CTCAE 
will be graded as either mild, moderate, or severe.  

Analyses of AEs will be performed for those events that are considered treatment-emergent, 
where treatment-emergent is defined as any AE with onset after the administration of 
randomized study medication at the start of the Run-in period through the end of the study (at 
the end of the 3-week follow-up period), any event that was present at baseline (beginning of 
Run-in period) but worsened in intensity or was subsequently considered drug-related by the 
Investigator through the end of the study, or any event deemed to be related to study drug 
exposure.  

The number and percentage of patients with any treatment-emergent adverse event (TEAE), 
with any TEAE assessed by the Investigator as related to treatment (definite, probable, or 
possible relationship), with any serious TEAE, any serious related TEAE, with any TEAE 
resulting in study drug withdrawal, with any TEAE leading to death will be summarized by 
QD/QW treatment group and overall. All TEAE analyses will have separate tabulations for two 
time frames: the beginning of the randomized, double-blind period (Day 1) to Week 14 and the 
beginning of the Run-in period through the end of the 3-week follow-up period (end of study). 
Since visits are not collected for AEs, the dates that each patient started and ended treatment at 
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each of these periods will be used to compare to the AE start and end dates for each patient in 
order to subset on the AEs specific to the randomized, double-blind period.   

In these tabulations, each patient will contribute only once (i.e., the most related occurrence or 
the most intense occurrence) to each of the incidence rates in the descriptive analysis, regardless 
of the number of episodes.  

No formal hypothesis-testing analysis of AE incidence rates will be performed. 

All AEs occurring on study will be listed in patient data listings. By-patient listings also will be 
provided for the following: patient deaths, serious TEAEs, serious related TEAEs, TEAEs 
leading to withdrawal, TEAEs related to the drug, and TEAEs of CTCAE Grade 3 or higher.  

4.5.3. Injection Site Evaluations 

Injection site evaluations will be summarized for all visits over time by QD/QW treatment 
received according to severity (none, mild, moderate, severe), and type of reaction (erythema, 
edema, induration, itching, pain or tenderness, or other reaction). For patients reporting more 
than one occurrence of the same type of reaction, the most severe reaction will be included in 
the summary.  

A by-patient listing will be provided for all injection site evaluations and will also include 
measurement (if applicable). 

4.5.4. Laboratory Data 

Clinical laboratory values will be expressed in the International System of Units. 

The actual value and change from baseline to each on-study evaluation will be summarized for 
each continuous clinical laboratory parameter by visit and QD/QW treatment received. 
Categorical results will be summarized by counts and percentages of patients in each category. 
In the event of repeat values, the last non-missing value per study day/time will be used. 
Clinical laboratory parameters include: 

Hematology 

Complete blood count with platelet count and standard indices 

Chemistry 

Sodium, potassium, chloride, carbon dioxide, albumin, total protein, glucose, blood urea 
nitrogen, creatinine, uric acid, aspartate aminotransferase, alanine aminotransferase, gamma- 
glutamyl transpeptidase, creatine phosphokinase, alkaline phosphatase, total bilirubin, direct 
bilirubin, lactate dehydrogenase, calcium, and phosphorus. 

Coagulation Profile 

Prothrombin time or international normalized ratio, and partial thromboplastin time, also 
referred to as activated partial thromboplastin time. 
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4.5.8. Prior and Concomitant Medications 

A prior medication is defined as any medication that was used and stopped before the start of 
the trial (Day -1 or before). A concomitant medication is defined as any medication with a stop 
date that is on or after the date of first dose of study drug.  

Prior and concomitant medications will be coded using the WHO Drug Dictionary, version 
March 1, 2021, or later. Results will be tabulated by anatomic therapeutic class (ATC) and PT. 

Prior and concomitant medications over the full study will be tabulated by QD/QW treatment 
group as well as by ATC level and PT in frequency tables. Patients with more than 1 medication 
at a given ATC level and PT will be counted only once in that category. If an end date is 
missing or the medication is ongoing, the medication will be included. Medications starting after 
the treatment withdrawal date will be listed but will not be classified or summarized. Partial 
dates will not be imputed.  

The use of prior and/or concomitant medications will be included in a by-patient data listing. 

4.5.9. Columbia Suicide Severity Rating Scale 

The C-SSRS will be measured as shown in the SoA (Table 1) according to the age of the patient 
(child <12 or adult ≥12). Results of the C-SSRS will be provided in a shift table assessing shifts 
from the baseline most severe ideation to most severe ideation during follow-up. A by-patient 
listing including the ideation, intensity of ideation, behavior, and number of attempts will be 
provided. 

4.5.10. Patient Health Questionnaire-9 

The Patient Health Questionnaire-9 will be measured as shown in the SoA (Table 1). The actual 
values, change, and percent change from baseline of the total scores will be summarized with 
descriptive statistics by visit. A by-patient listing of the results of the individual 9 questions will 
be provided. 

4.5.11. Anti-RM Antibody 

Anti-RM Antibody will be measured as shown in the SoA (Table 1). A by-patient listing, 
including the date of the assessment and result, will be provided. 
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5. CHANGES TO PLANNED ANALYSES 

All changes from procedures outlined in the protocol and procedures outlined in this SAP will 
be summarized in the CSR. Decisions to deviate from planned analyses will be documented at 
the time they are made. 

If any modifications in the experimental design, dosages, parameters, patient selection, or any 
other sections of the protocol are indicated or required, the Investigator will consult with the 
Sponsor before such changes are instituted. Modifications will be accomplished through formal 
amendments to this protocol by the Sponsor and approval from the appropriate IRB or IEC. 
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