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SETMELANOTIDE (Imcivree) 
(Rhythm Pharmaceuticals, Inc.)  

Indication: IMCIVREE (setmelanotide solution for subcutaneous injection) is indicated for weight 
management in adult and pediatric patients 6 years of age and older with obesity due to: Bardet-
Biedl syndrome (BBS) Genetically confirmed biallelic pro-opiomelanocortin (POMC), proprotein 
convertase subtilisin/kexin type 1 (PCSK1), or leptin receptor (LEPR) deficiency due to variants 
interpreted as pathogenic, likely pathogenic, or of uncertain significance 
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determine what might be considered a clinically meaningful decrease in BMI Z-score in patients 
aged 6–11 years. 
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The reimbursement conditions were clearly stated and the rationale for the conditions was provided 
in the recommendation. 
 
Rhythm notes that there is misalignment between reimbursement condition 2.2 and the Health 
Canada-approved product monograph, which allows pediatric and adult patients 12 years of age and 
older with severe renal dysfunction (estimated glomerular filtration rate [eGFR] 15-29 mL/min) to be 
treated with IMCIVREE at a modified dosage. Allowing reimbursement for this patient group would 
ensure alignment with the product monograph and improve access for patients.  
 
Additionally, Rhythm would like to clarify that the IMCIVREE product monograph and clinical 
guidelines define moderate renal impairment as an eGFR of 30-59 mL/min. Therefore, renal 
impairment <30 mL/min should be referred to as severe to align with the product monograph. 
 
Rhythm would also like to comment with regard to reimbursement condition 4 that BMI Z-score, 
rather than BMI or total body weight, is the most appropriate measure to use for children under the 
age of 18 who are continuing to grow and experience normal weight gain. Growth chart data from the 
CDC confirm that BMI continues to increase between the ages of 12-18.1 Normal weight gain 
accompanies height increases during childhood growth and development, which, in turn, can 
confound weight loss analyses in children.2 The BMI Z-score evaluates how pediatric patients’ BMI 
deviates from the mean value for age- and sex-matched peers.  
 
Finally, Rhythm would like to clarify, with regard to reimbursement condition 6, that additional 
specialists may be involved and/or responsible for the care of patients with BBS, including 
nephrologists and geneticists, in line with clinical experts’ comments: “The clinical experts indicated 
to CDEC that ideally, an interdisciplinary team of specialist medical doctors, mental health supports, 
and registered dieticians should be overseeing the care of BBS patients” (p. 5, 12). 
 

a CADTH may contact this person if comments require clarification. 
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