[Date] 

RE: [Patient’s Full Name]
DOB: [Patient’s DOB]
Policy # [Patient’s Insurance ID#]
To Whom It May Concern:

We are writing this letter on behalf of our patient, [Patient’s Full Name], to request consideration for coverage for whole exome sequencing [plus chromosome microarray analysis] [plus mitochondrial DNA analysis].  [Patient’s First Name] has previously been seen in our hospital as well as clinic to determine the underlying genetic cause for his history of [Patient’s Clinical Features].  To date, an exact cause for [Patient’s First Name]’s condition has not been identified, despite detailed examination, [Patient’s Medical Treatments Up To Date].
Exome Sequencing is a comprehensive test which identifies changes in a patient's DNA that are causative or related to their medical concerns. In contrast to current sequencing tests that analyze one gene or small groups of related genes, exome sequencing will analyze the exons or coding regions of over 20,000 genes.   Errors that occur in DNA sequences that then lead to genetic disorders are located in the exons. Therefore, sequencing the exome is an effective method of analyzing a patient's DNA to discover the genetic cause of diseases or disabilities.  It is quite likely that exome sequencing will be cost savings over the single gene sequencing approach and the diagnostic yield will be far superior.  Exome sequencing is a diagnostic test with high sensitivity and specificity.  
A diagnosis could impact the treatment care plan and result in a significant clinical difference (Whole-Genome Sequencing for Optimized Patient Management, Matthew N. Bainbridge, et al., Sci Transl Med 3, 87re3 (2011)).   If a mutation is identified, targeted medical care can be recommended and other costly tests can be avoided.  Additionally, many of the mutations identified by exome sequencing can have other medical issues which may require long term monitoring and follow up.  

The family has had pre-test counseling where the possible risks and benefits of this test were reviewed and accepted.

This test is diagnostic and not experimental/investigational. Additional peer-reviewed references to this technology in the medical literature include:
Yang Y., et al. Molecular Findings Among Patients Referred for Clinical Whole-Exome Sequencing. JAMA. 2014;312(18):1870-1879.
Yang Y., et al. Clinical Whole-Exome Sequencing for the diagnosis of Mendelian Disorders. N Engl J Med. 2013 Oct 17;369(16):1502-11.
[Whole exome sequencing cannot reliably detect larger deletions and duplications in the genome which is where the second component of the test, chromosome microarray analysis (CMA) is valuable, (our test “Chromosomal Microarray Analysis - HR + SNP Screen (Comprehensive)”. The average resolution of the array is approximately 10 Kb in the targeted region (with exonic coverage of approximately 4200 genes) and 30 Kb in the backbone. In addition to exon level copy number, this array also includes 60,000 probes used for SNP analysis for the detection of uniparental disomy (UPD) and absence of heterozygosity (AOH). The combination of whole exome sequencing plus CMA allows for comprehensive analysis of both single nucleotide variants and copy number variants.]
[Whole exome sequencing cannot detect variants in the mitochondrial genome which is where the second component of the test, Comprehensive mtDNA Analysis by Massively Parallel Sequencing is valuable. This test has a detection threshold heteroplasmic mitochondrial DNA point mutations is approximately 1.5%. The combination of whole exome sequencing plus CMA allows for comprehensive analysis of both the nuclear and mitochondrial genome.]
The applicable CPT code(s) for the testing requested is [1500, 1399 = 81415x1] [1600, 1722 = 81415x1, 81416x2] [1530 = 81415x1, 81229x1], [1531 = 81415x1, 81460x1, 81465x1] [1532, 1533 = 81415x1, 81416x2, 81460x1, 81465x1]. Appropriate ICD-10 code(s) for [Patient’s First Name] would be [ICD-10 codes].  We encourage you to cover the cost of this test at the highest level possible.  If you have additional questions about the significance of testing for this family, please contact us at [Physician’s Phone Number].
Sincerely,
[Physician’s Signature]
[Physician’s Full Name, Title]
[Physician’s Specialty]
[Physician’s Department]
[Institution’s Address]
