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Zokinvy (lonafarnib) 
 

 

Disclaimer 

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for 
utilization management decisions. Clinical guidelines are applicable according to policy and plan type. 
The Plan may delegate utilization management decisions of certain services to third parties who may 
develop and adopt their own clinical criteria.  
 
Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well 
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the 
Centers for Medicare & Medicaid Services (CMS) national coverage determination (NCD) or local 
coverage determination (LCD) for Medicare Advantage plans. Please refer to the member’s policy 
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact 
the Plan to confirm coverage.   

 

Summary 

 

Hutchinson-Gilford progeria syndrome (HGPS) is a rare autosomal dominant disease affecting an 

estimated 1 in 20 million individuals. HGPS causes premature aging, beginning at ages 9 to 12 months, 

and is associated with an increased risk of cardiovascular and cerebrovascular disease (e.g., heart attacks, 

stroke). Processing-deficient progeroid laminopathies (PLs) are also incredibly rare (affecting an 

estimated 1 in 25 million individuals), with similar clinical features as HGPS. In 2023 the first ever therapy 

for HGPS and PLs was approved by the United States Food and Drug Administration, Zokinvy 

(lonafarnib).  

 

Zokinvy (lonafarnib) is approved for use in certain types of genetic disorders such as:  

●​ Hutchinson-Gilford progeria syndrome (HGPS) to lower the risk of death 

●​ Certain health problems called processing-deficient Progeroid Laminopathies (PLs) 

 

Both HGPS and PLs are extremely rare and fatal genetic premature aging diseases. Zokinvy (lonafarnib) is 

not indicated for other Progeroid Syndromes or processing-proficient Progeroid Laminopathies. Based 

upon its mechanism of action, it is unlikely to be effective in these populations. 
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Definitions 

“Body Surface Area” is a measure of the total surface area of the body used to calculate drug dosages. 

 

“Genetic mutation” is a permanent alteration in the sequence, number, structure, or function of the unit 

of inheritance, also known as a gene. 

 

“Heterozygous” describes a genetic disorder inherited from one parent. 

 

“Homozygous” describes a rare genetic disorder inherited from both parents. 

 

 

Medical Necessity Criteria for Initial Authorization 

The Plan considers Zokinvy (lonafarnib) medically necessary when ALL of the following criteria are met: 

1.​ Prescribed by or in consultation with a geneticist, metabolic disorder specialist, or progeria 

specialist; AND 

2.​ The member meets ALL of the following: 

a.​ Is 12 months of age or older; and 

b.​ Has a a body surface area (BSA) of 0.39 m2 or above; and 

c.​ Has a confirmed diagnosis of ONE (1) of the following: 

i.​ Hutchinson-Gilford Progeria Syndrome (HGPS) with confirmatory mutational 

analysis showing G608G mutation in the lamin A gene; or 

ii.​ A processing-deficient Progeroid Laminopathies with either: 

1.​ Heterozygous LMNA mutation with progerin-like protein accumulation; 

or 

2.​ Homozygous or compound heterozygous ZMPSTE24 mutations; AND 

3.​ The member meets all of the following criteria: 

a.​ No evidence of concomitant strong or moderate CYP3A inhibitors or inducers; or 

b.​ No evidence of concomitant midazolam; or 

c.​ No evidence of concomitant lovastatin, simvastatin, or atorvastatin; AND 

4.​ Is being prescribed within the manufacturer’s published dosing guidelines or falls within dosing 

guidelines found in a compendia of current literature; AND 

5.​ Chart documentation and supporting laboratory test results are provided for review to 

substantiate the above listed requirements. 

 

If the above prior authorization criteria are met, Zokinvy (lonafarnib) will be approved for up to 

6-months. 

 

 

Medical Necessity Criteria for Reauthorization 

Reauthorization for up to 12 months will be granted if BOTH of the following are met: 
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1.​ The member still meets the applicable initial criteria; AND 

2.​ Recent chart documentation (within the last 6 months) shows the member has experienced a 

positive clinical response to therapy (e.g., weight gain rate ≥ 50% higher than the pre-therapy 

estimated rate, weight gain instead of pre-therapy estimated weight loss). 

 

 

Experimental or Investigational / Not Medically Necessary   

Zokinvy (lonafarnib) for any other indication is considered not medically necessary by the Plan, as it is 

deemed to be experimental, investigational, or unproven.  
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