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Drug and Biologic Coverage Criteria 

Effective Date: 12/30/2025 
Last Approval/Version: 12/2025 
Next Review Due By: 12/2026 
Policy Number: C30212-A 

Imcivree (setmelanotide) – IL Medicaid Only 

Imcivree (setmelanotide) 

Coverage for services, procedures, medical devices and drugs are dependent upon benefit 
eligibility as outlined in the member's specific benefit plan. This Coverage Guideline must be read 
in its entirety to determine coverage eligibility, if any. This Coverage Guideline provides information 
related to coverage determinations only and does not imply that a service or treatment is clinically 
appropriate or inappropriate. The provider and the member are responsible for all decisions 
regarding the appropriateness of care. Providers should provide Molina Healthcare complete 
medical rationale when requesting any exceptions to these guidelines. 

Documentation Requirements:  
Molina Healthcare reserves the right to require that additional documentation be made available 
as part of its coverage determination; quality improvement; and fraud; waste and abuse 
prevention processes. Documentation required may include, but is not limited to, patient records, 
test results and credentials of the provider ordering or performing a drug or service. Molina 
Healthcare may deny reimbursement or take additional appropriate action if the documentation 
provided does not support the initial determination that the drugs or services were medically 
necessary, not investigational or experimental, and otherwise within the scope of benefits 
afforded to the member, and/or the documentation demonstrates a pattern of billing or other 
practice that is inappropriate or excessive. 

DIAGNOSIS:  
Bardet-Biedl syndrome (BBS) or proopiomelanocortin (POMC), proprotein convertase subtilisin/kexin 
type 1 (PCSK1), or leptin receptor (LEPR) deficiency 

REQUIRED MEDICAL INFORMATION: 
This clinical policy is consistent with standards of medical practice current at the time that this 
clinical policy was approved. If a drug within this policy receives an updated FDA label within the 
last 180 days, medical necessity for the member will be reviewed using the updated FDA label 
information along with state and federal requirements, benefit being administered and formulary 
preferencing. Coverage will be determined on a case-by-case basis until the criteria can be 
updated through Molina Healthcare, Inc. clinical governance. Additional information may be 
required on a case-by-case basis to allow for adequate review. When the requested drug 
product for coverage is dosed by weight, body surface area or other member specific 
measurement, this data element is required as part of the medical necessity review. The 
Pharmacy and Therapeutics Committee has determined that the drug benefit shall be a 
mandatory generic and that generic drugs will be dispensed whenever available. 

PRODUCTS AFFECTED 

COVERAGE POLICY 
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Drug and Biologic Coverage Criteria 

 

 
A. OBESITY DUE TO BBS OR POMC/PCSK1/LEPR DEFICIENCY: 

1. Documentation of monogenic or syndromic obesity due to [DOCUMENTATION REQUIRED]: 
a) Bardet-Biedl syndrome (BBS) meeting Beales diagnostic criteria (see Appendix) 

OR 
b) Pro-opiomelanocortin (POMC), proprotein convertase subtilisin/kexin type 1 (PCSK1), or 

leptin receptor (LEPR) deficiency confirmed by an FDA-approved genetic test 
AND 

2. Provider attests that member does not have obesity associated with other genetic 
syndromes or general (polygenic) obesity  
AND 

3. Prescriber attests to (or the clinical reviewer has found that) the member not having any 
FDA labeled contraindications that haven’t been addressed by the prescriber within the 
documentation submitted for review [Contraindications to Imcivree (setmelanotide) 
include: Known hypersensitivity to setmelanotide or any of its excipients, setmelanotide 
is not recommended for use in patients with end stage renal disease or eGFR less than 
15 mL/min/1.73 m2).] 
 

CONTINUATION OF THERAPY:  
A. OBESITY DUE TO BBS OR POMC/PCSK1/LEPR DEFICIENCY: 

1. Adherence to therapy at least 85% of the time as verified by the prescriber or member 
medication fill history OR adherence less than 85% of the time due to the need for 
surgery or treatment of an infection, causing temporary discontinuation  

 AND 
2. Prescriber attests to or clinical reviewer has found no evidence of intolerable adverse 

effects or drug toxicity  
 AND 
3. Documentation of positive clinical response as demonstrated by at least a 5-kilogram 

weight loss (or at least 5% weight loss if baseline body weight was <100 kg) 
 

 
DURATION OF APPROVAL:  
Initial authorization: 6 months, Continuation of Therapy: 12 months  
 
PRESCRIBER REQUIREMENTS: 
Prescribed by or in consultation with a board-certified endocrinologist, geneticist, or metabolic 
specialist [If prescribed in consultation, consultation notes must be submitted with initial request and 
reauthorization requests] 
 

AGE RESTRICTIONS: 
POMC/PCSK1/LEPR deficiency: 6 years of age and older 
BBS: 2 years of age and older 
 
QUANTITY:  

• Recommended starting dosage injected subcutaneously for: 
o Adults and pediatric patients aged 12 years and older is 2 mg (0.2 mL) once daily for 2 

weeks. 
o Pediatric patients aged 6 to less than 12 years is 1 mg (0.1 mL) once daily for 2 weeks. 
o Pediatric patients aged 2 to less than 6 years is 0.5 mg (0.05 mL) once daily for 2 weeks. 

• Recommended maintenance dosage for adults and pediatric patients aged 6 years and older is 
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3 mg (0.3 mL) injected subcutaneously once daily.  

• Recommended maintenance dose for pediatric patients aged 2 to less than 6 years is 
determined by body weight.  

• Recommended initial dosage for eGFR 15 to <30 mL/minute/1.73 m2: 0.5 mg (0.05 mL) once 
daily for 2 weeks, then increase to 1 mg (0.1 mL) once daily; if the 1 mg/day dose is tolerated 
for ≥1 week, increase further to the maintenance dose of 1.5 mg (0.15 mL) once daily. 

 
PLACE OF ADMINISTRATION: 
The recommendation is that injectable medications in this policy will be for pharmacy benefit 
coverage and patient self-administered. 
 

 
ROUTE OF ADMINISTRATION: 
Subcutaneous 
 
DRUG CLASS: 
Melanocortin 4 (MC4) Receptor Agonists 
 
FDA-APPROVED USES:  
Imcivree (setmelanotide) is indicated to reduce excess body weight and maintain weight reduction long 
term in adults and pediatric patients 2 years of age and older with syndromic or monogenic obesity due 
to: 

• Bardet-Biedl syndrome (BBS).  

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

Limitations of Use: 
Imcivree (setmelanotide) is not indicated for the treatment of patients with the following conditions as 
Imcivree would not be expected to be effective: 

• Obesity due to suspected POMC, PCSK1, or LEPR deficiency with POMC, PCSK1, or LEPR 
variants classified as benign or likely benign.  

• Other types of obesity not related to BBS or POMC, PCSK1 or LEPR deficiency, including 
obesity associated with other genetic syndromes and general (polygenic) obesity. 

 
COMPENDIAL APPROVED OFF-LABELED USES: 
None 

 
APPENDIX:  

Beales Diagnostic Criteria 

• Primary Features (at least 4 required): 

1. Childhood Obesity: Significant weight gain during childhood. 

2. Learning Disability: Cognitive impairments affecting learning. 

3. Male Hypogonadism: Underdevelopment of male reproductive organs. 

DRUG INFORMATION 

APPENDIX 



Molina Healthcare, Inc. confidential and proprietary © 2026 
This document contains confidential and proprietary information of Molina Healthcare and cannot be reproduced, distributed, or printed without written permission from 

Molina Healthcare. This page contains prescription brand name drugs that are trademarks or registered trademarks of pharmaceutical manufacturers that are not affiliated 

with Molina Healthcare. 

Page 4 of 9 

       
Drug and Biologic Coverage Criteria 

 

4. Kidney Abnormalities: Structural or functional issues with the kidneys. 

5. Visual Defects: Such as rod-cone dystrophy leading to vision loss. 

6. Polydactyly: Presence of extra fingers or toes. 

• Secondary Features (at least 2 required if only 3 primary features are present): 

1. Diabetes Mellitus: High blood sugar levels. 

2. Excessive Thirst and Urination: Symptoms of nephrogenic diabetes insipidus. 

3. Strabismus, Cataracts, or Astigmatism: Various eye conditions. 

4. Dental Issues: Such as crowding or hypodontia (missing teeth). 

5. Speech or Developmental Delays: Delays in speech or overall development. 

6. Ataxia: Loss of muscle control or coordination. 

7. Congenital Heart Disease: Heart defects present at birth. 

 

 
BACKGROUND: 
Early-onset severe obesity is more likely be predominantly genetic in origin. In particular, 

the monogenic forms of obesity should be considered in the evaluation of adults or children 

with a lifetime history of obesity. In such patients, the identification of certain genetic 

mutations may be significant, as targeted therapies may be appropriate as a part of 

treatment. Imcivree (setmelanotide), a melanocortin 4 receptor agonist is available for the 

treatment of obesity due to proopiomelanocortin (POMC), proprotein convertase 

subtilisin/kexin type 1 (PCSK1), leptin receptor gene (LEPR) deficiency, or Bardet-Biedl 

syndrome (BBS) confirmed by genetic testing. 

 

BBS is a rare genetic disorder characterized by a range of symptoms affecting multiple 

organ systems, primarily due to dysfunction of primary cilia. The syndrome is inherited in an 

autosomal recessive pattern and can lead to various complications, including obesity, 

retinal degeneration, kidney abnormalities, and polydactyly. 

 

Dr. Philip Beales established diagnostic criteria for BBS, which are still used today (see 

Appendix). The Beales criteria are crucial for diagnosing BBS, especially in cases where 

genetic testing may not provide clear results. They help clinicians identify individuals who 

may benefit from early intervention and management strategies tailored to the specific 

symptoms of BBS.  

 

Leptin is a peptide hormone that reflects both energy stores (predominantly fat) and energy 

balance (weight loss or maintenance). It is produced in fat cells, the placenta, and, to a 

lesser degree, the gut. Leptin binds to leptin receptors (LEPR) on the surface of neurons in 

the hypothalamus to modulate food intake and energy balance. Sensitivity to leptin is 

modulated by changes in energy balance (exogenous leptin is less effective during weight 

loss than maintenance of reduced weight) and energy stores (exogenous leptin is less 

effective at usual weight than during maintenance of reduced weight). 

 

BACKGROUND AND OTHER CONSIDERATIONS 
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The LEP gene codes for leptin. Mutations of the LEP gene or LEPR are rare causes of 

severe, early onset obesity. These congenital disorders of leptin deficiency and dysfunction 

are autosomal recessive conditions characterized by severe, early onset obesity, 

hyperphagia, hypometabolism, delayed puberty, and glucose intolerance. 

 

Other congenital deficiencies [including proprotein convertase subtilisin/kexin type 1 

(PCSK1) gene and deficiency of melanocortin-4 receptor (MC4R)] cause severe 

multihormonal disorders marked by early-onset obesity and other growth abnormalities.  

 

Individuals with homozygous or compound heterozygous mutations in the gene encoding 

proopiomelanocortin (POMC) present with adrenal crisis in neonatal life due to corticotropin 

(ACTH) deficiency. ACTH is produced from POMC in the hypothalamus, as is alpha-MSH, 

an important factor for reducing food intake. Therefore, patients with these POMC 

mutations also have early-onset obesity due to severe hyperphagia.  

 

Setmelanotide has demonstrated robust efficacy in rare genetic obesity syndromes (POMC, 

PCSK1, LEPR, BBS) through Phase 3 trials, with consistent weight and hunger reductions 

and acceptable safety. 

 

Study 1: Bardet-Biedl Syndrome (Adults and Pediatric Patients Aged 6 Years and 

Older) 

The safety and efficacy of Imcivree for weight reduction in adults and pediatric patients 

aged 6 years and older with obesity and a clinical diagnosis of Bardet-Biedl syndrome 

(BBS) were assessed in a 66-week clinical study, which included a 14-week randomized, 

double-blind, placebo-controlled period and a 52-week open-label period (Study 1 

[NCT03746522]). The study enrolled patients aged 6 years and above with obesity and a 

clinical diagnosis of BBS. Adult patients had a BMI of ≥30 kg/m2 and pediatric patients had 

weight ≥97th percentile using growth chart assessments. 

 

In Study 1, eligible patients entered a 14-week, randomized, double-blind, placebo-

controlled treatment period (Period 1) in which patients received Imcivree or placebo, 

followed by a 52-week open-label treatment period (Period 2) in which all patients received 

Imcivree. To maintain the blind during Period 1, dose titration to a fixed dose of 3 mg given 

subcutaneously once daily was performed during the first 2 weeks of both Period 1 and 

Period 2. 

 

Effect of Imcivree on BMI in Patients with Obesity and a Clinical Diagnosis of BBS 

In patients aged ≥6 years with obesity and a clinical diagnosis of BBS in Study 1, the mean 

percent change in BMI after 52 weeks of Imcivree treatment was -7.9% , 61.3% of patients 

achieved a ≥5% BMI decrease from baseline, and 38.7% had a ≥10% decrease in BMI. 

During the 14-week double-blind, placebo-controlled portion of Study 1 (Period 1), there 

was a statistically significant difference in BMI reduction between the Imcivree-treated 

group and the placebo-treated group. 
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Supportive of Imcivree’s effect on weight loss, there were general numeric improvements in 

blood pressure, lipids, and waist circumference. However, because of the limited number of 

patients studied and the lack of a control group, the treatment effects on these parameters 

could not be accurately quantified. 

 

Study 2 and Study 3: POMC, PCSK1, and LEPR Deficiency (Adults and Pediatric 

Patients Aged 6 Years and Older) 

The safety and efficacy of Imcivree for weight reduction in adults and pediatric patients 6 

years of age and older with obesity due to POMC, PCSK1, or LEPR deficiency were 

assessed in 2 identically designed, 1-year, open-label studies, each with an 8-week, 

double-blind withdrawal period. 

 

Study 2 (NCT02896192) enrolled patients aged 6 years and above with obesity and 

genetically confirmed or suspected POMC or PCSK1 deficiency. 

 

Study 3 (NCT03287960) enrolled patients aged 6 years and above with obesity and 

genetically confirmed or suspected LEPR deficiency. 

 

The studies enrolled patients with homozygous or presumed compound heterozygous 

pathogenic, likely pathogenic variants, or VUS for either the POMC or PCSK1 genes (Study 

2) or the LEPR gene (Study 3). In both studies, the local genetic testing results were 

centrally confirmed using Sanger sequencing. Patients with double heterozygous variants 

in 2 different genes were not eligible for treatment with Imcivree. In both studies, adult 

patients had a body mass index (BMI) of ≥30 kg/m2. Weight in pediatric patients was ≥95th 

percentile using growth chart assessments. 

 

Efficacy analyses were conducted in 21 patients (10 in Study 2 and 11 in Study 3) who had 

completed at least 1 year of treatment at the time of a prespecified data cutoff. Six 

additional patients enrolled in the studies (4 in Study 2 and 2 in Study 3) who had not yet 

completed 1 year of treatment at the time of the cutoff were not included in the efficacy 

analyses. 

 

Of the 21 patients included in the efficacy analysis in Studies 2 and 3, 62% were adults and 

38% were pediatric patients aged 16 years or younger. 

 

In Study 2, 50% of patients were female, 70% were White, and the median BMI was 40 

kg/m2 (range: 26.6-53.3) at baseline. 

 

In Study 3, 73% of patients were female, 91% were White, and the median BMI was 46.6 

kg/m2 (range: 35.8-64.6) at baseline. 

 

Effect of Imcivree on Body Weight in Patients with Obesity due to POMC, PCSK1, or LEPR 
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Deficiency 

In Study 2, 80% of patients with obesity due to POMC or PCSK1 deficiency met the primary 

endpoint, achieving a ≥10% weight loss after 1 year of treatment with Imcivree. 

 

In Study 3, 46% of patients with obesity due to LEPR deficiency achieved a ≥10% weight 

loss after 1 year of treatment with Imcivree. 

 

When treatment with Imcivree was withdrawn in the 16 patients who had lost at least 5 kg 

(or 5% of body weight if baseline body weight was <100 kg) during the 10-week open-label 

period in Studies 2 and 3, these patients gained an average of 5.5 kg in Study 2 and 5.0 kg 

in Study 3 over 4 weeks. Re-initiation of treatment with Imcivree resulted in subsequent 

weight loss. 

 

Study 4: POMC, PCSK1, and LEPR Deficiency and BBS (Pediatric Patients Aged 2 to 

Less Than 6 Years) 

The safety and efficacy of Imcivree for weight reduction in pediatric patients aged 2 to less 

than 6 years with obesity due to POMC, PCSK1, or LEPR deficiency or BBS were 

assessed in a 52-week clinical trial [Study 4 (NCT04966741)]. Patients with PCSK1 

deficiency were eligible but none enrolled. POMC and LEPR deficiency were confirmed by 

genetic testing demonstrating biallelic variants interpreted as pathogenic, likely pathogenic, 

or of undetermined significance; BBS was diagnosed clinically with genetic confirmation. 

Obesity was defined as baseline BMI≥97th percentile for age and sex and body weight ≥20 

kg. 

 

In Study 4, Imcivree dose titration occurred over an 8-week period, followed by a 44-week 

open-label treatment period with Imcivree. 

 

Effect of Imcivree on BMI in Patients Aged 2 to Less Than 6 Years with POMC or LEPR 

Deficiency or BBS 

In Study 4, 8% of patients discontinued study drug. The mean percent change in BMI after 

52 weeks of Imcivree treatment was -33.8%, -13.1%, and -9.7% in patients with POMC 

deficiency, LEPR deficiency, and BBS, respectively. 

 

CONTRAINDICATIONS/EXCLUSIONS/DISCONTINUATION: 
All other uses of Imcivree (setmelanotide) are considered experimental/investigational and 

therefore, will follow Molina’s Off- Label policy. Contraindications to Imcivree (setmelanotide) 

include: Prior serious hypersensitivity to setmelanotide or any of its excipients. 

 

Exclusions/Discontinuation: 

Imcivree (setmelanotide) is not recommended for use in patients with end stage renal disease 

(eGFR less than 15 mL/min/1.73 m2). 
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Imcivree (setmelanotide) is not indicated for other types of obesity not related to BBS or POMC, 

PCSK1, or LEPR deficiency, including obesity associated with other genetic syndromes and 

general (polygenic) obesity as Imcivree (setmelanotide) would not be expected to be effective. 

 

OTHER SPECIAL CONSIDERATIONS:  

Most common adverse reactions (incidence ≥20%) included skin hyperpigmentation, 

injection site reactions, nausea, headache, diarrhea, abdominal pain, vomiting, 

depression, and spontaneous penile erection. 

 

Pregnancy - Discontinue Imcivree (setmelanotide) when pregnancy is recognized unless 

the benefits of therapy outweigh the potential risks to the fetus. There are no available 

data with Imcivree in pregnant women to inform a drug-associated risk for major birth 

defects and miscarriage, or adverse maternal or fetal outcomes. For the general 

US population, weight loss offers no potential benefit to a pregnant woman and may result 

in fetal harm. 

 

Lactation - Treatment with Imcivree (setmelanotide) is not recommended for use while 

breastfeeding. 

 

Geriatric Use - Clinical studies of Imcivree (setmelanotide) did not include patients aged 

65 and over. It is not known whether geriatric patients would respond differently than 

younger adult patients. 

 

Renal Impairment - Patients with severe renal impairment have a higher exposure of 

setmelanotide relative to patients with normal kidney function. Reduce the recommended 

starting and maintenance dosage of Imcivree (setmelanotide) in adults and pediatric 

patients 2 years of age and older with severe renal impairment (eGFR 15-29 mL/min/1.73 

m2). The use of Imcivree (setmelanotide) in pediatric patients aged 2 to less than 6 years 

with weight less than 20 kg and severe renal impairment is not recommended. The 

recommended dosage in patients with mild (eGFR of 60-89 mL/min/1.73 m2) or moderate 

renal impairment (eGFR of 30-59 mL/min/1.73 m2) is the same as those with normal 

kidney function. 

 
Imcivree SOLN 10MG/ML 

 

1. Illinois Medicaid Preferred Drug List, effective November 3, 2025 
2. Illinois HFS Drugs with Stipulated PA Language per Contract for MCOs 11/03/2025 
3. Imcivree (setmelanotide) injection, for subcutaneous use [prescribing information]. Boston, MA: 

Rhythm Pharmaceuticals, Inc.; March 2025.  
4. Bray GA, Frühbeck G, Ryan DH, Wilding JP. Management of obesity. Lancet 2016; 387:1947. 
5. Rosen CJ. Antagonizing the Leptin Receptor in Obesity. N Engl J Med 2023; 388:2291. 

AVAILABLE DOSAGE FORMS 

REFERENCES  



Molina Healthcare, Inc. confidential and proprietary © 2026 
This document contains confidential and proprietary information of Molina Healthcare and cannot be reproduced, distributed, or printed without written permission from 

Molina Healthcare. This page contains prescription brand name drugs that are trademarks or registered trademarks of pharmaceutical manufacturers that are not affiliated 

with Molina Healthcare. 

Page 9 of 9 

       
Drug and Biologic Coverage Criteria 

 

6. Funcke JB, Moepps B, Roos J, et al. Rare Antagonistic Leptin Variants and Severe, Early-
Onset Obesity. N Engl J Med 2023; 388:2253. 

7. Kühnen P, Clément K, Wiegand S, et al. Proopiomelanocortin Deficiency Treated with a 
Melanocortin-4 Receptor Agonist. N Engl J Med 2016; 375:240. 

8. Clément K, Biebermann H, Farooqi IS, et al. MC4R agonism promotes durable weight loss in 
patients with leptin receptor deficiency. Nat Med 2018; 24:551. 

9. Rosenbaum M, Foster G. Differential mechanisms affecting weight loss and weight loss 
maintenance. Nat Metab 2023; 5:1266. 

10. Eneli I, Xu J, Webster M, et al. Tracing the effect of the melanocortin-4 receptor pathway in 
obesity: study design and methodology of the TEMPO registry. Appl Clin Genet. 2019;12:87-
93. doi:10.2147/TACG.S199092. 

11. Collet TH, Dubern B, Mokrosinski J, et al. Evaluation of a melanocortin-4 receptor (MC4R) 
agonist (Setmelanotide) in MC4R deficiency. Molecular Metabolism. 2017;6(10):1321-1329. 
doi:10.1016/j.molmet.2017.06.015. 

12. Kanti V, Puder L, Jahnke I, et al. A Melanocortin-4 Receptor Agonist Induces Skin and Hair 
Pigmentation in Patients with Monogenic Mutations in the Leptin-Melanocortin Pathway. Skin 
Pharmacol Physiol. 2021;34(6):307-316. doi:10.1159/000516282. 

13. Wolf Horrell EM, Boulanger MC, D'Orazio JA. Melanocortin 1 Receptor: Structure, Function, 
and Regulation. Front Genet. 2016 May 31;7:95. doi: 10.3389/fgene.2016.00095. 

 
 

SUMMARY OF REVIEW/REVISIONS DATE 

New criteria creation  12/2025  

 


	Imcivree (setmelanotide) – IL Medicaid Only
	PRODUCTS AFFECTED
	COVERAGE POLICY
	DIAGNOSIS:
	REQUIRED MEDICAL INFORMATION:
	CONTINUATION OF THERAPY:
	DURATION OF APPROVAL:
	PRESCRIBER REQUIREMENTS:
	AGE RESTRICTIONS:
	QUANTITY:
	PLACE OF ADMINISTRATION:

	DRUG INFORMATION
	ROUTE OF ADMINISTRATION:
	DRUG CLASS:
	FDA-APPROVED USES:
	COMPENDIAL APPROVED OFF-LABELED USES:

	APPENDIX
	APPENDIX:

	BACKGROUND AND OTHER CONSIDERATIONS
	BACKGROUND:
	CONTRAINDICATIONS/EXCLUSIONS/DISCONTINUATION:
	OTHER SPECIAL CONSIDERATIONS:

	AVAILABLE DOSAGE FORMS
	REFERENCES


