July 14, 2011
Alberto Gutierrez, Ph.D.

Director of OIVD

Food and Drug Administration

White Oak Office Building 66

10903 New Hampshire Avenue

Silver Spring, MD 20993
Dear __________________

I am writing this letter to you as a concerned citizen, taxpayer, and transplant professional regarding the proposed FDA oversight of Laboratory Developed Tests (LDTs). I appreciate the mission and dedication of the FDA in ensuring the safety of the food, drugs, medical devices, vaccines, and other products that we consumers use on a daily basis. Without this oversight the United States would not have achieved the standard and quality of life we enjoy today.  However, I feel that the patients needing solid organ and/or stem cell transplantation would suffer immeasurably should such oversight be extended to those LDTs used to judge the compatibility of donor-recipient pairs. 
The fields of histocompatibility and immunogenetics have been at the forefront of translational research and medicine since the 1960s. Serological tests were developed for typing of histocompatibility antigens (HLA), detection of anti-HLA antibodies in patient serum, and crossmatching of donors and recipients to determine compatibility. All of these tests used reagents originally intended for research. Over time, it was shown by clinical studies that more sensitive techniques were needed. The ensuing research which focused on finding more sensitive and accurate technologies wouldn’t have been possible if researchers had not been allowed to adapt Research Use Only reagents and kits (RUO’s) and Analyte Specific Reagents (ASR) to solve specific problems in determining transplant compatibility and then translate them into actual patient care. The flexibility to adapt tests, reagents, and observations from the literature into the histocompatibility field and then validate them against clinical outcome has enabled LDTs to become the engine that drives solid organ and stem cell transplantation today. Techniques such as flow cytometry, polymerase chain reaction, DNA sequencing, and microbead array assays have given laboratories the ability to determine the best possible donor for a recipient and give that recipient the best possible chance for a successful transplant and increased life expectancy. Again, none of these LDTs were initially developed for the transplant community but their potential for transplant patient care was seen and they were adapted for use in histocompatibility testing. In order to accomplish this, the LDTs had to be validated in accordance with the rigorous guidelines and standards of laboratory accrediting agencies. 
The NOTA 2005 Final Rule gave several mandates to the transplant community: 1) transplant more highly sensitized patients, 2) reduce the number of patients dying on the waiting list, 3) improve the efficiency of allocation, and 4) reduce organ wastage. Using the accuracy and efficiency provided by these LDTs, most of these mandates have been met, including the recent development of a national paired donation program which will permit otherwise incompatible donors and recipients to find compatible matches. 
The transplant community does recognize the need for standards and guidelines for developing and using LDTs. For that reason, the agencies which accredit histocompatibility laboratory have stringent guidelines for their use in patient care. If these need to be modified in order for the FDA to sanction the continued development of LDTs, we should all work to develop a mutually agreeable solution. To penalize the off-label use of reagents as LDTs would remove any incentive a vendor or laboratory would have in developing tests for transplant patient management. It would undo the progress we have made in transplanting the most sensitized patients, standardizing patient testing, and improving the efficiency and equitability of organ allocation.  
In summary, the use of LDTs in histocompatibility and immunogenetics has been critical to the advancement of transplantation. Without the flexibility to adapt and develop research-use tests into clinical laboratory assays, the major advancements we have achieved in organ allocation, diagnosis of rejection, and improved graft survival would not have occurred.  I respectfully urge you to reconsider the decision to do away with or stringently regulate the use of LDTs at a national level.

Sincerely
