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RATIONALE FOR INCLUSION IN PA PROGRAM

Background

Imcivree (setmelanotide) is a melanocortin 4 (MC4) receptor agonist with 20-fold less activity at the
melanocortin 3 (MC3) and melanocortin 1 (MC1) receptors. MC4 receptors in the brain are
involved in regulation of hunger, satiety, and energy expenditure. Imcivree may re-establish MC4
receptor pathway activity in patients with proopiomelanocortin (POMC), proprotein convertase
subtilisin/kexin type 1 (PCSK1), or leptin receptor (LEPR) deficiency, or Bardet-Biedl syndrome
(BBS) associated with insufficient activation of the MC4 receptor, reducing hunger and decreasing

body mass index (BMI) through decreased caloric intake and increased energy expenditure (1).

Regulatory Status

FDA-approved indications: Imcivree is indicated for chronic weight management in adult patients
with a BMI of 30 kg/m? or higher and in pediatric patients 6 years of age and older with a BMI at or
above the 95" percentile due to: (1-2)

e Pro-opiomelanocortin (POMC), proprotein convertase subtilisin/kexin type 1 (PCSK1), or
leptin receptor (LEPR) deficiency as determined by an FDA-approved test demonstrating
variants in POMC, PCSK1, or LEPR genes that are interpreted as pathogenic, likely
pathogenic, or of uncertain significance (VUS).

e Bardet-Biedl syndrome (BBS)

Limitations of Use:

Imcivree is not indicated for the treatment of patients with the following conditions as Imcivree
would not be expected to be effective: (1-2)

e BMI of 30 kg/m?in adults or BMI at or above the 95™ percentile in pediatric patients due to
suspected POMC, PCSK1, or LEPR deficiency with POMC, PCSK1, or LEPR variants
classified as benign or likely benign.

e BMI of 30 kg/m?in adults or BMI at or above the 95™ percentile in pediatric patients not
related to POMC, PCSK1, or LEPR deficiency or BBS, including high BMI associated with
other genetic syndromes and general (polygenic) high BMI.

Select patients for treatment with Imcivree who have genetically confirmed or suspected deficiency
of POMC, PCSK1, or LEPR. Treat patients with variants in POMC, PCSK1, or LEPR genes that
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are interpreted as pathogenic, likely pathogenic, or of uncertain significance (VUS) in the clinical

context of the patient (1).
Select patients for treatment with Incivree who have a clinical diagnosis of BBS (1).

Patients should be periodically assessed for response to Imcivree therapy. For patients with
POMC, PCKS1, or LEPR deficiency, evaluate decrease in BMI after 12-16 weeks of treatment. For
patients with BBS, evaluate decrease in BMI after 1 year of treatment. If a patient has not shown
an appropriate decrease in BMI, discontinue Imcivree as it is unlikely that the patient will achieve

and sustain clinically meaningful decrease in BMI with continued treatment (1).

Imcivree may cause depression or suicidal ideation. Patients should be monitored for new onset or
worsening of depression. Discontinuation of therapy may be considered if patients experience

suicidal thoughts or behaviors (1).

The safety and effectiveness of Imcivree in pediatric patients less than 6 years of age have not
been established (1).

Summary

Imcivree (setmelanotide) is a melanocortin 4 (MC4) receptor agonist. MC4 receptors in the brain are
involved in regulation of hunger, satiety, and energy expenditure. Imcivree may re-establish MC4
receptor pathway activity in patients with POMC, PCSK1, or LEPR deficiency, or BBS, thereby
reducing hunger and decreasing body mass index (BMI) through decreased caloric intake and

increased energy expenditure. Imcivree may cause depression or suicidal ideation (1).

Prior authorization is required to ensure the safe, clinically appropriate, and cost-effective use of

Imcivree while maintaining optimal therapeutic outcomes.
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