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September 13, 2024 
 
MolDX Policy 
PO Box 100238 (JM) or PO Box 100305 (JJ) 
AG-315 
Columbia, SC 29202 
 
Submitted via email to  MolDX.Policy@palmettogba.com  
 
Dear Dr. Bien-Willner, 
 
On behalf of the Association for Molecular Pathology (AMP) and the College of American Pathologists 
(CAP), we thank you for the opportunity to comment on Palmetto GBA draft Local Coverage 
Determination (LCD) entitled DL39919 MolDX: Non-Next Generation Sequencing Tests for the Diagnosis 
of BCR-ABL Negative Myeloproliferative Neoplasms. 
 
AMP is an international medical and professional association representing approximately 2,900 
physicians, doctoral scientists, and medical laboratory scientists (technologists) who perform or are 
involved with laboratory testing based on knowledge derived from molecular biology, genetics, and 
genomics. Membership includes professionals from academic medicine, hospital-based and private 
clinical laboratories, the government and the in vitro diagnostics industry. 
 
The College of American Pathologists (CAP) is the world’s largest organization of board-certified 
pathologists and the leading provider of laboratory accreditation and proficiency testing programs.  The 
CAP serves patients, pathologists, and the public by fostering and advocating for excellence in the 
practice of pathology and laboratory medicine worldwide. 

 
AMP and CAP members are highly involved in the development, validation, and interpretation of 
molecular diagnostic tests. As such, we are concerned that the requirements for testing to be covered 
under this policy do not accurately reflect the current landscape of Non-Next Generation Sequencing 
Tests for the diagnosis of BCR-ABL Negative Myeloproliferative Neoplasms. 
 
Specifically, we are concerned that the Coverage Guidance, under Indications and Limitations of 
Coverage, includes the requirement that “[t]he test is comprised of one or more highly sensitive single- 
or multi- gene assays (i.e. quantitative polymerase chain reaction [PCR], digital droplet PCR [ddPCR]) 
that can accurately detect a minimum variant allele frequency (VAF) of <1% for JAK2 (and 1-3% for CALR 
and MPL when they are included in the testing).”  Requiring tests to detect a minimum VAF of less than 
1% for JAK2 is not clinically relevant when completing a diagnostic work-up of BCR-ABL negative 
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myeloproliferative neoplasms (MPNs) since 1% commonly understood to be the positive threshold1234.  
Our evaluation of current clinical practice indicates that the draft LCD may restrict patient access to tests 
performed by laboratories who have appropriately validated their tests to the scientifically supported 
threshold of one percent. Notably, within the coverage policy it states, “Patients with high suspicion of a 
BCR-ABL negative MPN who test negative by a non-NGS test for mutations in JAK2 (including the 
detection of JAK2 V617F at a VAF <1%), CALR, MPL and/or CSF3R may have a subsequent NGS panel 
performed for additional relevant mutations, as outlined in national or international consensus 
guidelines”. This denotes that a result of less than 1% for JAK2 as a negative result for the purposes of 
additional testing and thus further outlines that a VAF for JAK2 of less than 1% is typically of uncertain 
clinical significance the setting of initial diagnostic testing. 
 
AMP completed a survey of their members to better understand how they will be impacted. A large 
majority of our membership that completes JAK2 testing validate their assays to a 1% VAF. Further, 
survey respondents noted that it would be too burdensome for laboratories to revalidate their testing to 
a less than 1% VAF to align with the requirements of the draft LCD which would likely force them to 
remove the test from their menu and limit testing options for patient care.  
 
We acknowledge that NCCN guidelines recommend highly sensitive assays for the detection of JAK2 
V617F. However, there is no clinical significance between JAK2 assays validated to 1% versus less than 
1% and the clinical reasoning for this recommendation remains unclear. We are concerned that the 
recommendations made are not reflective of the current molecular testing landscape, which 
acknowledges that a positive JAK2 result is 1%1-4. We would like to have a greater understanding behind 
Palmetto’s decision to base this coverage policy off of this NCCN guideline recommendation.  
 
AMP and CAP recommend that Palmetto change the language to: “The test is comprised of one or more 
highly sensitive single- or multi- gene assays (i.e. quantitative polymerase chain reaction [PCR], digital 
droplet PCR [ddPCR]) that can accurately detect a minimum variant allele frequency (VAF) of 1% for 
JAK2 (and 1-3% for CALR and MPL when they are included in the testing)” in the draft LCD to reflect 
that there are many laboratories that complete accurate and clinically relevant JAK2 testing at VAF of 
1%.   
 
Thank you again for the opportunity to review and comment on this draft policy. We are happy to be of 
assistance in providing additional clinical or other information to assist you with this draft LCD. Please 
direct your correspondence to Annie Scrimenti, Associate Director, Public Policy and Advocacy, at 
ascrimenti@amp.org or Nonda Wilson, Manager, Economic and Regulatory Affairs, at nwilson@cap.org. 
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