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Disclaimer 
The Clinical Coverage Policies are reviewed by the Humana Medicaid Coverage Policy Adoption (MCPA) Forum. Policies in 
this document may be modified by a member’s coverage document. Clinical policy is not intended to preempt the judgment 
of the reviewing medical director or dictate to health care providers how to practice medicine. Health care providers are 
expected to exercise their medical judgment in rendering appropriate care. Identification of selected brand names of 
devices, tests and procedures in a medical coverage policy is for reference only and is not an endorsement of any one 
device, test, or procedure over another. Clinical technology is constantly evolving, and we reserve the right to review and 
update this policy periodically. References to CPT® codes or other sources are for definitional purposes only and do not 
imply any right to reimbursement or guarantee of claims payment. No part of this publication may be reproduced, stored in 
a retrieval system or transmitted, in any shape or form or by any means, electronic, mechanical, photocopying or otherwise, 
without permission from Humana. 

 
Summary of Changes:     
10/10/2024: Annual Review, minor grammatical changes and updated references to most recent  edition reviewed.  

 

Scope:  

This policy applies to all Humana Healthy Horizons™ in Louisiana (Plan) associates who administer, review, or 
communicate covered physical and behavioral health benefits and services to eligible enrolled members.  
 

Description 
 
Rapid whole genome sequencing (rWGS) is a genetic testing technique that analyzes an individual's entire 
DNA quickly, often within days. It is particularly useful in clinical settings for diagnosing genetic 
conditions in infants and children. 
 
Individual sequencing refers to sequencing the genome of a single individual to identify genetic variants 
that may explain medical symptoms. Trio sequencing involves sequencing the genomes of the individual 
(usually an infant) and both biological parents. This approach helps pinpoint inherited and new (de novo) 
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genetic changes that could be responsible for disease. Ultra-rapid sequencing is an even faster version of 
rWGS, designed for critically ill infants where time is essential. Results may be available within 24-48 
hours, allowing for prompt diagnosis and potential changes in medical management. 
 

 

Coverage Determination 
 

Policy:     

Humana Healthy Horizons in Louisiana members may be eligible under the Plan for covers rapid whole 
genome sequencing (rWGS), including individual sequencing, trio sequencing of the parents of the infant, 
and ultra-rapid sequencing, and considers it medically necessary when the following criteria is are met by 
evidence in the member’s clinical record that:   
 
• Member is less than 12 months of age; andAND  

 
• Receiving inpatient hospital services in an intensive care or pediatric unit, when the testing is performed; 

andAND 
 

• Being treated for complex illnesses of unknown etiology; andAND   
 

• Suspected of having a rare genetic condition that is not diagnosable by standard methods; andAND   
 

• Exhibiting symptoms that suggest a broad differential diagnosis that requires an evaluation by multiple 
genetic tests if advanced molecular techniques, including, but not limited to, traditional whole genome 
sequencing, rWGS, and other genetic and genomic screening, are not performed; andAND  

 
• Timely identification of a molecular diagnosis is necessary to guide clinical decision making, and the 

advanced molecular techniques including, but not limited to, traditional whole genome sequencing, 
rapid whole genome sequencing, and other genetic and genomic screening results may guide the 
treatment or management of the infant's condition; AND 
 

• Have an illness with at least one ONE (1) of the following features:    
 
o Multiple congenital anomalies; OR   

 

o Specific malformations highly suggestive of genetic etiology; OR  
  

o Abnormal laboratory tests suggesting the presence of a genetic disease or complex metabolic 
phenotype like, but not limited to:  
  
▪ An abnormal newborn screen; orOR  
▪ Hyperammonemia; orOR  
▪ Lactic acidosis not due to poor perfusion; OR   
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o Refractory or severe hypoglycemia; OR   
 

o Abnormal response to therapy related to an underlying medical condition affecting vital organs or 
bodily systems.; OR 
 

o Severe Hypotonia; OR 
  

o Refractory seizures; OR 
 

o A high-risk stratification on evaluation for a brief resolved unexplained event with any one (1) or 
more of the following: 

 
▪ A recurrent event without respiratory infection; and/or  
▪ A recurrent witnessed seizure-like event; and/or  
▪ A recurrent cardiopulmonary resuscitation;  
 

o Abnormal chemistry levels including, but not limited to one (1) or more of the following:  
 
▪ Electrolytes; and/or  
▪ Bicarbonate; and/or  
▪ Lactic acid; and/or  
▪ Venous blood gas; and/or  
▪ Glucose suggestive of inborn error of metabolism;  

 
AND 
 

• Abnormal cardiac diagnostic testing results suggestive of possible: one (1) or more of the following: 
  

o Channelopathies; and/or  

o Arrhythmias; and/or  

o Cardiomyopathies; and/or  
o Myocarditis or structural heart disease 

 
AND 
 

• Family genetic history related to the infant’s condition 
  
• Timely identification of molecular diagnosis is necessary to guide clinical decision making, and the 

advanced molecular techniques including, but not limited to, traditional whole genome sequencing, 
rWGS, and other genetic and genomic screening results may guide the treatment or management of the 
infant’s condition.   

 
Additional Requirements: 
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• rWGS was ordered by a Geneticist or other subspecialist including but not limited to:  

o Neonatologist OR Pediatric Intensivist with expertise in the conditions and/or genetic disorders for 
which testing is being considered.    

 
• Rapid whole genome sequencing (rWGS) requires prior authorization and must be ordered by the 

infant’s treating physician, who must be: 
 

o A medical geneticist; OR 
 

o Another physician sub-specialist, including, but not limited to, a neonatologist or pediatric 
intensivist with expertise in the conditions and/or genetic disorder for which testing is being 
considered; AND 

 

 Genetic counseling is required prior to before and after all genetic testing; AND 
  

 Evidence of genetic cCounseling prior to administration of rWGS must be documented in the medical 
record and must be submitted with prior authorization request.; AND 

 

 Evidence of post-testing genetic counseling will be required to be submitted with the claim. Genetic 
counseling prior to wRGS and post rWGS is required for prior authorization and payment. 

 
 

Coverage Limitations 
 
Humana Healthy Horizons in Louisiana members may NOT be eligible under the Plan for rapid whole 
genome sequencing (rWGS) if the beneficiary’s admission is explained by any of the following: 
Exclusion Criteria  

rWGS is not covered when one (1) of the following reasons explains the beneficiary’s admission:    

 

• Infection or sepsis with normal response to therapy; OR  
• Confirmed prenatal/postnatal genetic diagnosis consistent with the beneficiary’s condition; OR   
• Hypoxic-Ischemic Encephalopathy (HIE) with a clear precipitating event; OR 
• Isolated prematurity; OR   
• Isolated Transient Tachypnea of the Newborn (TTN); OR  
• Isolated Unconjugated hyperbilirubinemia; OR   
• Nonviable neonate; OR 
• Trauma; OR 
• Meconium aspiration   
 
 

Coding Information 
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Any codes listed on this policy are for informational purposes only. Do not rely on the accuracy and 
inclusion of specific codes. Inclusion of a code does not guarantee coverage and/or reimbursement for a 
service or procedure. 
 

COVERED  CODES  

CPT® 
Code(s) 

Description Comments 

81425 
Genome (eg, unexplained constitutional or heritable disorder or 
syndrome); sequence analysis   

 

81426 

Genome (eg, unexplained constitutional or heritable disorder or  
syndrome); sequence analysis, each comparator genome (eg, 
parents, siblings) (list separately in addition to code for primary 
procedure)   

 

81427 

Genome (eg, unexplained constitutional or heritable disorder or  
syndrome); re-evaluation of previously obtained genome 
sequence (eg, updated knowledge or unrelated 
condition/syndrome)   

 

CPT® 
Category 

III Code(s) 
Description Comments 

No code(s) identified 

HCPCS 
Code(s) 

Description Comments 

No code(s) identified 

 
Definitions:  
NA 
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Change Summary 
 
Version Control:    

6/15/23:  Policy Development   

11/9/23: Approved by UM Committee  

https://ldh.la.gov/medicaid
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2/19/24: Approved by LDH.    

2/23/24 Moved to new template. MCD Clinical Delivery Experience   

10/10/24: Annual Review, minor grammatical changes and updated references to most recent edition reviewed  

11/04/2025  Annual Review, No Coverage Change. New Clinical Coverage Policy Template  

 
 
Non-Compliance:  
Failure to comply with any part of Humana’s policies, procedures, and guidelines may result in disciplinary 
actions up to and including termination of employment, services, or relationship with Humana. In addition, 
state and/or federal agencies may take action in accordance with applicable laws, rules, and regulations.  
 
Any unlawful act involving Humana systems or information may result in Humana turning over all evidence 
of unlawful activity to appropriate authorities. Information on handling sanctions related to noncompliance 
with this policy may be found in the Expectations for Performance, and Critical Offenses policies, both of 
which may be found in the Associate Support Center via Humana’s secure intranet on Hi! (Workday & 
Apps/Associate Support Center). 


