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LETTER OF MEDICAL NECESSITY

HSP, Comprehensive Evaluation






Instructions for Healthcare Provider:

1. This letter template is being provided as a tool for clinicians to assist communication with payers.

2. Include specific patient information in the letter for this tool to be effective. The areas that must be edited/deleted are indicated in grey on the template

3. Print the template on the physician’s letterhead, NOT Athena letterhead. There should be no Athena branding on the letter.



[LMN: HSP, Comprehensive Evaluation (revised 4/27/22)]

<Date>


[bookmark: Text2]ATTN:			<Medical Director/ Physician Name>, M.D.
[bookmark: Text3]			<Institution/Insurance Company>
[bookmark: Text4]                                    <Street Address>
[bookmark: Text5][bookmark: Text6][bookmark: Text7]			<City>, <State>  <Zip>
	
[bookmark: Text8]RE:			<Patient Name>
[bookmark: Text9]DOB:			<MM/DD/YYYY>
[bookmark: Text10]Member ID:		<Insurance ID Number>
[bookmark: Text11]Group #:		<Enter Group #>

Dear Doctor <Medical Director/ Physician Name>:

[bookmark: Text20][bookmark: _Hlk97902946]I am writing this letter on behalf of my patient <Patient Name> to request coverage for the HSP, Comprehensive Evaluation (HSP Comprehensive) to determine the underlying genetic cause of my patient’s hereditary spastic paraplegia (HSP). This expanded gene panel uses next-generation sequencing (NGS) to detect DNA sequence variants in 24 genes associated with HSP. This letter documents the medical necessity for HSP Comprehensive in light of the patient’s medical history. Results from the test will be used to guide appropriate medical care for the patient.

I have determined that this test is medically necessary because of the following aspects of this patient’s history:

[bookmark: Text24][bookmark: Text25][bookmark: Text26]<Patient name> is a <age>-year old <gender> with a suspected diagnosis of HSP. Symptoms and clinical findings are consistent with this diagnosis:
[bookmark: Text27]1. <Symptom #1 with ICD-10 code>
[bookmark: Text28]2. <Symptom #2 with ICD-10 code>

[bookmark: Text46]<Symptoms should support diagnosis or risk of genetic disease.>

[bookmark: Text47]<Add details such as age-of-onset and any relevant family or other personal history, such as 1st/2nd-degree relatives with features associated with a genetic basis of HSP.>

[bookmark: Text48]<Consider adding details from physical and neurological exams such as gait disturbance due to slowly progressing spastic paraparesis, ataxia, and cognitive impairment as well as relevant results from neuroimaging and neurophysical studies.>

Rationale for Testing

HSP is a syndromic designation for a group of neurodegenerative or neurodevelopmental disorders that are characterized by progressive weakness and spasticity in the lower limbs.1-3 The mode of inheritance can be Mendelian (autosomal dominant [AD-HSP], autosomal recessive [AR-HSP], X-linked) or non-Mendelian (mitochondrial maternal).1 The global prevalences of AD-HSP and AR-HSP are both approximately 1.8 per 100,000 persons.4

The diagnosis of HSP is difficult owing to the phenotypic, etiologic, and genetic overlap with numerous other conditions, including the hereditary cerebellar ataxias, other inherited neuropathies (eg, Charcot-Marie-Tooth disease), leukodystrophies, hereditary amyotrophic lateral sclerosis, monogenic Parkinson disease, and other metabolic disorders (eg, arginase and biotinidase deficiencies, phenylketonuria).2,3,5 Accordingly, diagnostic evaluation is extensive and includes clinical examination, family history, metabolic analysis, radiological assessment (mainly magnetic resonance imaging [MRI] of the brain and spinal cord), and electrophysiological tests (eg, electromyogram).5,6

Although acquired causes of symptoms should be excluded through clinical investigation, genetic testing is still necessary to obtain a molecularly confirmed diagnosis of HSP.1,2,5 The clinical utility of genetic testing is highlighted by a study of children misdiagnosed with cerebral palsy (CP). Children can be misdiagnosed with CP since spastic diplegia presenting in infancy can be common to both CP and HSP.7 In a study of 20 patients under the age of 3 years who were initially diagnosed with CP, but had clinical suspicion of HSP, 14 (70%) were diagnosed with HSP after testing with whole-exome sequencing.7 

Molecular diagnosis is challenging since there are currently 81 genetic forms of HSP identified, and new HSP-related genes are being identified regularly.3 A guideline by the European Federation of Neurological Societies for the molecular diagnosis of HSP recommends initial testing of the most common gene variants (eg, SPAST in AD-HSP and SPG11 in AR-HSP) based on clinical evaluation and mode of inheritance.8,9 However, these guidelines were published in 2010, and multiplexed genetic testing using NGS is now favored rather than testing on a gene-by-gene basis.6,9 Studies have shown that the diagnostic yield of targeted gene panels ranges from approximately 20% to 50% after exclusion of common HSP genes at initial testing.10-13 In studies using NGS-based targeted gene panels (16-206 genes) with no prior testing, molecular confirmation of HSP diagnosis was reported in 21% to 62% of patients with clinically diagnosed or suspected HSP.14-22

Obtaining a molecular diagnosis provides diagnostic certainty, can prevent further unnecessary tests, informs prognosis, assists genetic counseling, and allows for preimplantation or prenatal diagnosis.3,9 A molecular diagnosis may also facilitate participation in clinical trials. There is ongoing research to develop therapies based on metabolic pathways that are affected by HSP gene variants. For example, clinical trials are planned for patients with confirmed SPG11 to examine treatments that affect glycosphingolipid production.23,24 In addition, recent and ongoing clinical trials are examining whether patients with confirmed SPG5 may be effectively treated with cholesterol-lowering drugs.2,5,25,26 Although these studies of SPG5 only examined biochemical outcomes, they may set up future studies that examine whether these treatments impact neurological outcomes. Thus, a confirmed molecular diagnosis may facilitate patient enrollment into clinical trials to develop therapies for HSP. 

[bookmark: Text36]In summary, testing with HSP Comprehensive confirms the diagnosis of HSP, which is valuable because of the genetic and phenotypic complexity of the condition. The test also demonstrates clinical utility by providing valuable information that can inform clinical management and family decisions. Therefore, I am requesting that <Patient Name> be approved for the HSP, Comprehensive Evaluation (Test Code 6630, CPT code 81448(1)) offered by Athena Diagnostics.

[bookmark: Text41][bookmark: Text42]I hope you will support this letter of medical necessity for <Patient Name>. Please feel free to contact me at <Physician Phone> if you have additional questions.

Sincerely,



<Physician Name>, MD
[bookmark: Text44]NPI #: <Physician NPI#>

[bookmark: Text45]Contact information: 
< Address>
<City>, <State>, <Zip>
Contact Phone: <phone number>


The CPT codes provided are based on AMA guidelines and are for informational purposes only. CPT coding is the sole responsibility of the billing party. Please direct any questions regarding coding to the payer being billed.
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