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28 November 2023
Dear Medical Director:

The International Society for Heart and Lung Transplantation (ISHLT) is a non-profit, professional,
multidisciplinary organization committed to improving the care of patients by promoting
research, education, and advocacy. The Society unites a diverse range of healthcare
professionals dedicated to transplantation, mechanical support, and innovative therapies. Our
membership includes more than 3,400 individuals from 62 countries and 23 different specialty
areas.

As such, we are writing to express our support for molecular testing of donor derived cell-free
DNA (dd-cfDNA) for the assessment of allograft injury, and to request that all commercial
insurance plans include coverage for this clinical tool. Current clinical evidence for dd-cfDNA, as
detailed within this letter, firmly establishes its use as an evidence-based and validated
instrument that should no longer be considered investigational. Based on this, prominent
national and international transplant medical societies have recently issued clinical practice
guidelines and consensus statements supporting the integration of dd-cfDNA into routine clinical
practice for patients undergoing kidney, heart, and lung transplantation. As a result, physicians
are actively employing these tests in the evaluation of heart and kidney transplant recipients,
with their application now extended to include those with lung allografts.

ISHLT advocates for the equitable availability of these essential tools, supporting both physician
and patients' choices to utilize them in post-transplant care. Securing commercial insurance
coverage for these diagnostic tests is essential to minimize inequities in patient care and
transplant outcomes.

The utility of dd-cfDNA testing has been outlined in peer-reviewed literature and consensus
documents, and the value of these tests is further summarized and reflected in the MolDX local
coverage determination L38568 (LCD)! and subsequent CMS coverage of these tools.

Clinical validation of dd-cfDNA testing is well established in kidney transplantation through peer-
reviewed literature, highlighting its use as a non-invasive tool to accurately identify both ABMR
and TCMR with a high negative predictive value (NPV) in both the for-cause and surveillance
settings.?® Dd-cfDNA outperforms other existing kidney allograft monitoring tools, including
serum creatinine?>® and DSA?%, in identifying acute rejection. As such, dd-cfDNA plays an
important role in identifying the need for additional follow-up procedures and tests, including
allograft biopsy. The use of dd-cfDNA in kidney transplantation is now supported by multiple
clinical societies including the American Society of Transplant Surgeons (ASTS)” and the
European Society of Transplantation (ESOT)2.
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Recently there have been clinical studies of dd-cfDNA testing in liver allograft recipients which
have demonstrated its ability to identify various forms of allograft dysfunction including acute
rejection (AMR and ACR). the serial elevation of dd-cfDNA identifies pre-clinical graft injury in the
context of normal liver function tests and is greatest in rejection. This biomarker may help detect
early signs of graft injury and rejection. °

The Use of dd-cfDNA testing in heart and lung transplantation is of particular interest to ISHLT,
its members, and the patients we serve. The use of dd-cfDNA is supported by the following:

Heart Allograft Assessment using dd-cfDNA

e C(linical validation of dd-cfDNA testing has been established in heart transplantation
through peer-reviewed literature, highlighting its use as a non-invasive tool to accurately
identify both AMR and ACR with a high negative predictive value in both for-cause and
surveillance settings.1011

e Non-invasive tools such as dd-cfDNA help optimize the use of endomyocardial biopsies
(EMB), increasing the yield and reduce the risks associated with these invasive
procedures 2. There are already transplant centers using dd-cfDNA to reduce the
frequency of EMBs for allograft surveillance.

e The American Society of Transplantation has published a consensus statement?*3
supporting the use of dd-cfDNA in heart transplantation, which is further supported by
statements from other societies including ISHLT**, American Society of Transplant
Surgeons’, and the European Society of Organ Transplantation®. The 2022 ISHLT
Guidelines for the Care of Heart Transplant Recipients states that consideration should
be given to remote drawing of blood samples which include gene expression profiling and
donor derived cell-free DNA assays. This home-based testing can potentially reduce the
need for surveillance endomyocardial biopsy and thereby limit hospital visits. Such
options should be considered when applicable. 14

Lung Allograft Assessment using dd-cfDNA

e Recently there have been multiple peer-reviewed clinical validations of dd-cfDNA testing
in lung allograft recipients which have demonstrated its ability to identify various forms
of allograft dysfunction including acute rejection (AMR and ACR), chronic lung allograft
dysfunction (CLAD), and infection.>18

e Similar to use in heart transplantation, dd-cfDNA can enable physicians to assess allograft
dysfunction while avoiding unnecessary biopsies and related complications'®, of critical
importance to the quality of patient care.
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In summary, ISHLT reiterates the need for commercial coverage of dd-cfDNA for allograft
assessment, particularly for heart and lung transplant recipients, aligned with current CMS
coverage criteria under the LCD providing physicians and patients equitable access to these
established and innovative non-invasive tools. ISHLT expresses the concern that inconsistency in
access to this testing may lead to inequities that could potentially impact patient outcomes.
Confirming commercial coverage for this technology is essential to the next steps in improving
suboptimal long-term outcomes and costs for transplant recipients.

Sincerely,

Jason D. Christie MD, MS Greg Schultz, CAE
President Chief Executive Officer
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