
OPTN/UNOS HISTOCOMPATIBILITY COMMITTEE REPORT

SUMMARY

I
Organ Availability Issues:

Action Items for Board Consideration:

· None

Other Significant Items:

· None

II
Patient Access Issues:


Action Items for Board Consideration:

· None

Other Significant Items:

· The Committee noted that the number of 0-antigen mismatched deceased donor kidney transplants in minorities would increase if a less restrictive equivalence table was used. The Committee is reviewing more data to help it decide whether or not to recommend to the Board that a less restrictive equivalence table should be used to determine the level of HLA match (Item 8, page 5).

· The Committee continues to review the data on the crossmatch predictive value of new laboratory technologies. Accurate prediction of crossmatch results would allow broader sharing of deceased donor kidney transplants, and this would benefit sensitized patients (Item 10, page 5).

III
Other Issues:

Action Items for Board Consideration:

· The Board is asked to approve modifications to UNOS Bylaws Appendix B Attachment 1 (Standards for Histocompatibility Testing) Standard H3.100 (Note: There is no corresponding OPTN Bylaw), proposed new policies 3.5.17 (Prospective Crossmatching) (for kidney transplantation) and  3.8.8 (Prospective Crossmatching) (for pancreas transplantation), and proposed new Appendix D to Policy 3 (Item 2, page 1).

· The Board is asked to approve a proposed new Policy 3.7.17 (Crossmatching for Thoracic Organs) which provides that a transplant program and its histocompatibility laboratory must have a joint written policy that states when a crossmatch is necessary (Item 3, page 2).

· The Board is asked to approve modifications to Policy 3.5.9 (Minimum Information/Tissue for Kidney Offer) which requires that the host OPO provide the HLA-A, B, Bw4, Bw6, and DR information to the potential recipient center with each kidney offer (Item 4, page 2).

· The Board is asked to approve modifications to policy 3.5.3.3 (Mandatory Sharing) and 3.5.11.3 (Panel Reactive Antibody) that would allow 4 points to be awarded to all high PRA candidates (Item 5, page 3).

Other Significant Items:

· At the request of the Membership and Professional Standards Committee, the Committee continues its work on defining criteria for the evaluation of Histocompatibility Laboratory Directors (Item 7, page 4).

· The Committee continues to monitor the new deceased donor kidney allocation policy. It noted that since implementation of the policy, more minorities have been transplanted, and more poorly HLA matched transplants were performed (Item 9, page 5).

· The Committee continues to discuss the utility of models to predict the probability of receiving a 0-antigen mismatched kidney. It has been suggested that the use of such models would be beneficial to both patients and physicians (Item 11, page 6).

· The Committee continues its dialog with the CAP regarding its request for deemed status to inspect and accredit laboratories (Item 12, page 6).
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1. Membership Issues. During the January 20-21, 2004, meeting and the May 4, 2004, conference call, the Committee reviewed key personnel changes and changes in laboratory status and made recommendations to the Membership and Professional Standards Committee.

2. Proposed Modifications to UNOS Bylaws Appendix B Attachment 1 (Standards for Histocompatibility Testing) Standard H3.100 and Proposed New Policies for Kidney Transplantation - 3.5.17 (Prospective Crossmatching), and for Pancreas Transplantation - 3.8.8 (Prospective Crossmatching), and Proposed Appendix D to Policy 3. At its June 2003 meeting, the Board of Directors approved modifications to standard H3.100 of Bylaws Appendix B Attachment 1 (Standards for Histocompatibility Testing), which was recommended for approval by the Kidney and Pancreas Transplantation Committee. Subsequently, the Histocompatibility Committee determined that this standard dictated clinical practice and felt that this was inappropriate since the Bylaws are standards that are pertinent only to laboratory practice. At its July 2003 meeting, the Committee approved a modification of standard H3.100 to “the laboratory must be capable of performing a prospective crossmatch and must do so when requested by a physician or other authorized individuals.  Histocompatibility laboratories must have a joint written policy with their transplant program(s) on transplant candidate crossmatching strategies.” This proposed modification was sent out for public comment in August 2003. Although the majority of the comments supported the proposed modifications, some responses from the public, the Kidney and Pancreas Transplantation Committee, Patient Affairs Committee, and the Regions opined that there should be more specific language on the circumstances when a crossmatch (either prospective or retrospective) is required, particularly for sensitized patients. In response to these comments the Committee voted to not present to the Board its proposed modifications to standard H3.100. Instead, the Committee agreed that it would work with the Kidney and Pancreas Transplantation Committee to develop a laboratory standard regarding crossmatching that will reside in the Bylaws, and, at the same time, develop a clinical practice policy on crossmatch requirements that will reside in the OPTN/UNOS Policies section. In addition, guidelines for the development of a joint written agreement between laboratories and their transplant program(s) on crossmatch strategy would be developed.

At its January 2004, meeting, the Committee discussed and approved the language for the laboratory standard, the clinical practice policy regarding prospective crossmatching for kidney and for pancreas transplantation, and the guidelines.  The Committee agreed that the current Bylaw dictates clinical practice and that it should be changed to address only laboratory practice. Therefore, the Committee unanimously approved (Committee vote: 15 For, 0 Against, 0 Abstentions) that modifications to Bylaws Appendix B Attachment 1 (Standards for Histocompatibility Testing), a proposed new policy for kidney transplantation, Policy 3.5.17 (Prospective Crossmatching), a proposed new policy for pancreas transplantation, Policy  3.8.8 (Prospective Crossmatching), Appendix D to Policy 3 (Guidelines for the Development of Joint Written Agreements Between Histocompatibility Laboratories and Transplant Programs),  should be distributed for public comment.

At its May 4, 2004, meeting, the Committee reviewed comments from the public, the regions, and other committees. It noted that of the 39 responses that expressed an opinion, 36 (92.3%) supported the proposal and 3 (7.7%) opposed the proposal. The Patients Affairs and the Transplant Coordinators Committees both unanimously supported the proposal. All Regions that had met (except Region 2) voted to approve the proposal. One comment which was received from the public suggested that there should be a line in Table 2 of Appendix D that addresses the isotype (IgG Vs IgM) of the antibody. A member of the Committee felt that a distinction should be made between acute and chronic infections in Table 1. The Committee agreed to make these modifications to the tables, and with these modifications, the Committee voted to recommend to the Board that the following resolution be approved:

*** RESOLVED, that the modifications to UNOS Bylaws Appendix B Attachment 1 (Standards for Histocompatibility Testing)  Standard H3.100 and new Policies for kidney transplantation, Policy 3.5.17 (Prospective Crossmatching), and for pancreas transplantation, Policy 3.8.8 (Prospective Crossmatching), and Appendix D to Policy 3, as set forth in Exhibit A (changes from the proposal as distributed for public comment are noted by double underlined text), be approved and implemented on January 1, 2005.


Note: There is no corresponding OPTN Bylaw

Committee vote: 14 For, 0 Against, 0 Abstentions

The Committee approved an implementation date of January 1, 2005, as this would allow the laboratories and their transplant programs time to develop the joint written policy and will give ASHI (which has deemed status to inspect laboratories for UNOS) time to modify its inspection checklist and to allow its inspectors to inspect laboratories for the new standard and policy.

3. Proposed New Policy 3.7.17 (Crossmatching for Thoracic Organs). At its November 2003 meeting, the Board of Directors approved the Histocompatibility Committee’s recommendation that standard I3.100 of the Bylaws Appendix B Attachment 1 - Standards for Histocompatibility Testing, which affects non-renal non-pancreas transplantation, be modified to state “the laboratory must be capable of performing a prospective crossmatch and must do so when requested by a physician or other authorized individuals.  Histocompatibility laboratories must have a joint written policy with their transplant program(s) on transplant candidate crossmatching strategies.” However, the Bylaws pertain only to laboratory practice and not to the clinical practice of transplant programs. Therefore, the Committee has proposed a new policy that applies to transplant programs. The intent of this proposed policy is essentially the same as the laboratory practice standard which was approved by the Board in November 2003. Therefore, the Committee approved (Committee vote: 15 For, 1 Against, 0 Abstentions) that that a new Policy 3.7.17 (Crossmatching for Thoracic Organs) be distributed for public comment.

At its May 4, 2004, meeting, the Committee reviewed comments from the public, the regions, and other committees. It noted that of the 37 responses that expressed an opinion, 35 (94.6%) supported the proposal and 2 (5.4%) opposed the proposal. The Patients Affairs and the Transplant Coordinators Committees both unanimously supported the proposal. All Regions that had met (except Region 2) voted to approve the proposal. One comment which was received from the public suggested that there should be a line in Table 2 of Appendix D that addresses the isotype (IgG Vs IgM) of the antibody. A member of the Committee felt that a distinction should be made between acute and chronic infections in Table 1. The Committee agreed to make these modifications to the tables, and with these modifications, the Committee voted to recommend to the Board that the following resolution be approved:

*** RESOLVED, that the following Policy 3.7.17 (Crossmatching for Thoracic Organs), shall be approved as set forth below and shall be implemented on January 1, 2005:

3.7.17 Crossmatching for Thoracic Organs. The transplant program and its histocompatibility laboratory must have a joint written policy that states when a crossmatch is necessary. Guidelines for policy development, including assigning risk and timing of crossmatch testing, are set out in Appendix D of Policy 3.
Committee vote: 14 For, 0 Against, 0 Abstentions

4. Mandatory HLA-A, B, Bw4/6, and DR typing of Kidney and Pancreas Transplant Candidates and Donors. At the request of the Committee at its October 2003 conference call, Dr. Ting sent a memo to histocompatibility laboratory directors and supervisors, and the Organ Center asking them to enter the complete HLA type and/or remind their OPO to enter the complete HLA type of all deceased donors. This request was in reference to standard H4.100 of Bylaws Appendix B Attachment 1 (Standards for Histocompatibility Testing) which states “Prospective typing of donors and recipients for HLA-A, B, Bw4, Bw6, and DR antigens is mandatory.” However, the Bylaws pertain only to laboratories and do not apply to transplant programs and OPO’s. Policy 3.5.9 (Minimum Information/Tissue for Kidney Offer) states that the host OPO must provide “(v) HLA typing” data to the potential recipient center with each kidney offer; but does not define the extent of “HLA typing.” Therefore, the Committee recommends that the Board approve the following resolution:

*** RESOLVED, that the following modification to Policy 3.5.9 (Minimum Information/Tissue for Kidney Offer) be approved, and implemented on June 25, 2004.

3.5.9 Minimum Information/Tissue for Kidney Offer. The host OPO must provide the following information to the potential recipient center with each kidney offer:

(i) – (iv)
[No changes]

(v)

HLA typing –A, B, Bw4, Bw6, and DR antigens
(vi) – (xx)
[No changes]

Committee vote: 15 For, 0 Against, 0 Abstentions.

The Committee requested that compliance for entry of HLA-A, B, DR, and Bw4/6 antigens into UNetsm for deceased kidney and pancreas donors and patients be obtained from UNOS and reviewed at its July 2004 meeting. The format of the report would be the same as that presented during the October 2003 meeting of the Committee by conference call.

5. PRA Points in the Deceased Donor Kidney Allocation Policy. Current policy states that 4 points shall be awarded to patients with high PRA (80+%) and a negative preliminary crossmatch. However, programming on the UNOS computer awards all high PRA patients 4 points regardless of crossmatch result. The Committee discussed the difference between policy and programming on the UNOS computer and agreed that not all laboratories entered preliminary crossmatch results into UNetsm prior to performing a match run, because they do not have the appropriate utility; do not always have the preliminary crossmatch results prior to a match run; and/or do not have the time to manually enter the preliminary crossmatch results prior to a match run. Therefore, the Committee felt that  4 points should be awarded to all high PRA patients regardless of crossmatch result. The Committee noted that this change would not affect the offers since those candidates who do have a positive crossmatch will not be offered the organ. The Committee voted to recommend that the Board approve the following resolution.

*** RESOLVED, that the following modifications to policy 3.5.3.3 (Mandatory Sharing) and 3.5.11.3 (Panel Reactive Antibody) be approved, and implemented on June 25, 2004.

3.5.3.3
Mandatory Sharing. With the exception of deceased kidneys procured for simultaneous kidney and non-renal organ transplantation as described in Policy 3.5.3.4,if there is any patient on the UNOS Patient Waiting List for whom there is a zero antigen mismatch with a standard donor, the kidney(s) from that donor shall be offered to the appropriate UNOS member for the patient with the zero antigen mismatch subject to time limitations for such organ offers set forth in Policy 3.5.3.5. With the exception of deceased kidneys procured for simultaneous kidney and non-renal organ transplantation as described in Policy 3.5.3.4, if there is any patient on the UNOS Patient Waiting List who has agreed to receive expanded criteria donor kidneys for whom there is a zero antigen mismatch with an expanded criteria donor, the kidney(s) from that donor shall be offered to the appropriate UNOS member for the patient with the zero antigen mismatch who has agreed to be transplanted with expanded criteria donor kidneys subject to time limitations for such organ offers set forth in Policy 3.5.3.5.  If both donor kidneys are transplantable, the recipient center that was offered the kidney for a patient with a zero antigen mismatch does not have the implicit right to choose between the two kidneys.  The final decision as to which of the two kidneys is to be shared rests with the Host OPO.  In lieu of the four additional points for a patient with a PRA of 80% or higher and a preliminary negative crossmatch (Policy 3.5.11.3) fFour additional points will be added to all patients for whom there is a zero antigen mismatch with a standard donor and whose PRA is 80% or higher regardless of preliminary crossmatch results.  When multiple zero antigen mismatches are found for a single donor, the allocation will be in the following sequence:

3.5.11.3 Panel Reactive Antibody. A patient will be assigned 4 points if he or she has panel reactive antibody (PRA) level of 80% or greater based upon historical or current serum samples, as used for crossmatch to determine suitability for transplant, and there is a negative preliminary crossmatch between the donor and that patient.  For geographic allocation units with UNOS approved renal allocation variances that assign points for PRA level, PRA points will also be assigned based on the historic or current serum sample as used for crossmatch to determine crossmatch suitability.

Committee vote: 12 For, 2 Against, 0 Abstentions

6. The Committee’s Response to Proposals from Other Committees Distributed for Public Comment on March 15, 2004. The Committee reviewed the proposals from the other committees voted on the following proposals.

Proposal # 2: Proposed Modifications to OPTN/UNOS Policies 3.5.3.3 (Mandatory Sharing) and 3.5.5 (Payback Requirements) (“Exemption of Kidneys Recovered from Donation after Cardiac Death (DCD) Donors from Sharing Requirements for Zero Antigen Mismatched Kidneys or Payback).  

Support. However, the Committee made the following comment: “That the number of Donation after Cardiac Death (DCD) donors be monitored at least annually, and if the numbers become substantial, that the policy would be re-evaluated.” The Committee requested that UNOS provide the number of DCD donors by OPO to the Committee at all of its face-to-face committee meetings, beginning in July 2004.

Committee vote: 14 For, 0 Against, 0 Abstentions

Proposal # 5: Proposed Modifications to OPTN/UNOS Policies 3.5.5.1 (Payback Requirements) and 3.11.5.1 (Pediatric Kidney Transplant Candidates Not Transplanted within Time Goals).
Support.

Committee vote: 14 For, 0 Against, 0 Abstentions

Proposal # 6: Proposed Modifications to OPTN/UNOS Policy 3.5.11.2 (Quality of Antigen Mismatch).

Support.

Committee vote: 14 For, 0 Against, 0 Abstentions

Proposal # 8: Proposed Modifications to OPTN/UNOS Policy 3.8.1.6 (Mandatory Sharing of Zero Antigen Mismatch Pancreata).
Support.

Committee vote: 14 For, 0 Against, 0 Abstentions

Proposal # 21: Proposed Modifications to OPTN/UNOS Policy 3.1.4 (Patient Waiting List).  

Support.

Committee vote: 14 For, 0 Against, 0 Abstentions

The Committee did not have opinions on the other proposals that were submitted for public comment.

7. Evaluation of Histocompatibility Laboratory Directors. At its January 2004, Committee meeting, Dr. Susan Saidman briefed the Committee on the original objective and formation of Joint ASHI/UNOS Task Force on Director Responsibilities. The original request came from the Membership and Professional Standards Committee (MPSC) for guidance when assessing the suitability of directors directing multiple laboratories. The Task Force felt that it was not possible to come up with guidelines since there were so many factors involved, such as size and workload of laboratories, geographic distance between laboratories, other commitments of the director, etc. Instead, the Task Force developed a report describing the responsibilities of directors. The Report was sent out by ASHI for public comments, and was presented at the Directors’ and Technologists’ Forums at the ASHI Annual Meeting in October 2003. About 40 comments had been received, both from directors (the majority) and technologists. Most of the technologist comments were positive. However, a number of the comments were critical of the report. Based on this Report the Histocompatibility Committee’s Membership Issues Subcommittee developed documents with proposed changes to Key Personnel Qualifications (OPTN Charter & Bylaws), and to Personnel Qualifications in Appendix B Attachment 1 - Standards for Histocompatibility Testing (UNOS Bylaws). At its May 4 conference call, the Committee discussed these documents. The majority of the members supported the documents as written, however, some members felt that there should be more detail about qualification, training, and education requirements for the laboratory director and other key personnel. The Committee agreed that OPTN/UNOS must have its own requirements for key personnel, and could not rely solely on ASHI’s recommendations, based on its standards. The Committee continues with its discussion on this important issue. It hopes to be able to present a final document to the MPSC at its July 2004 meeting, for consideration. If approved, the document would be submitted for public comment in August 2004.

8. Zero-Antigen Mismatched Kidney Transplants Matched With and Without the Equivalence Table. At its January 2004 Committee meeting, in response to a Committee data request, Josh McGowan (SRTR) presented data which showed that among 0-antigen mismatched deceased donor kidney transplants an exact match (i.e., matched without using the equivalence table) did not show a better graft outcome than an equivalence match (ie, matched using the current equivalence table) except for highly sensitized patients (Exhibit B). The Committee was interested in reanalyzing the data using “broader” equivalences, and requested the SRTR to perform these analyses. At its May 4, 2004 conference call, the Committee reviewed this additional data. The analyses by the SRTR showed that using a less restrictive equivalence table resulted in an additional 10% 0-antigen mismatched transplants without affecting the overall graft survival (Exhibit C). The data also showed that the transplant rate in African-Americans increased by 16%. Dr. Arnold, his subcommittee, and the SRTR would prepare a manuscript. The full data analyses would be presented to the Committee at its July 2004 meeting. A discussion point will be to decide whether a recommendation should be made to the Board to modify the current equivalence table to make it less restrictive. The data would also be presented to the Kidney and Pancreas Transplantation Committee and the Minority Affairs Committee at their July 2004 meetings.

9. Monitoring the New Kidney Allocation Policy. The deceased donor kidney allocation policy was changed on May 7, 2003, to give 2 points for 0 DR mismatches and 1 point for 1 DR mismatch. The previous policy awarded 7, 5, and 2 points for 0, 1, and 2 B, DR mismatches, respectively. The intent of the new policy was to transplant more minority patients with minimal impact on graft survival overall. The Committee requested data to monitor the effect of the new policy on the race/ethnicity of the recipients being transplanted as well as the HLA mismatch levels of these transplants. Data were presented by Dr. Wida Cherikh (UNOS), which compared various factors of transplants performed six months after implementation of the new policy with transplants performed six months prior to the change (Exhibit D). The data showed that with the change in policy:

· More minorities (Blacks and Asians) received a transplant.

· More transplants were performed with a greater number of HLA mismatches.

· More transplants were performed in patients who had waited longer.

Concern was expressed about the high proportion of transplants mismatched at DR, and whether the number of points assigned is sufficient. However, the data are from the first six months, and it may take some time for the system to reach “equilibrium.” The Committee requested similar analyses to be performed with two  sequential six-month post-policy cohorts, and to be presented to the Committee at its July 2004 meeting.

10. Broader Sharing of Deceased Donor Kidneys Through Accurate Prediction of Crossmatch Results. There is considerable interest in broader sharing of kidneys for highly sensitized patients. However, the main obstacle to overcome is to be able to accurately predict a crossmatch result. A number of studies were presented by Committee members that address the issue of accurately defining acceptable and unacceptable mismatches. Three different approaches were discussed at the meeting. 


A. Use HLA Matchmaker to quantify the number of triplet mismatches between donor and recipient in the database for sensitized recipients.  UNOS is working with Dr. Rene Duquesnoy.

B. Investigate whether complete identification of HLA antibodies in patients’ sera would predict the results of the crossmatch more accurately. Dr. Karen Nelson showed a better prediction of crossmatch result when antibody specificities were identified by single antigen beads technique. 

C. Dr. Afzal Nikaein presented her approach, which is to identify the polymorphic amino acids of the HLA molecules which patients’ sera recognize.  This is performed by absorption of sera with various HLA antigen and extensive analysis using the HLA sequence database.  This analysis is a long term study and requires a sophisticated computer program. Perhaps a combination of HLA Matchmaker and sequence database would provide the best results.

The Committee continues its discussion on this important topic. Although single-antigen bead technology has the potential of accurately identifying “unacceptable” antigens (and therefore, “acceptable” antigens) only about 50% of the laboratories are using this technology. Until all laboratories are able to reliably identify “unacceptable” and “acceptable” antigens, broader sharing of deceased donor kidneys will not be possible.

11. Predicting the Probability of Receiving a 0-Antigen Mismatch Offer. The Committee invited Dr. Lee Ann Baxter-Lowe (University of California, San Francisco) to give a presentation on “Managing the Waiting List for Deceased Donor Kidneys:  Prioritization Based upon Likelihood of an Offer for a 0-Antigen Mismatched Kidney.” She and her team have developed a model to predict the likelihood of receiving a 0-antigen mismatch offer based on the blood group and HLA phenotype for patients at their center. Their center has a very large waiting list, and they find it impossible to get all their patients medically ready in case of a 0-antigen mismatch offer. They now work up candidates that have a 20% chance of receiving a 0-antigen mismatch offer within a year based on their model. The Committee feels that this model could be extremely useful to both physicians and patients on a national level, and is working with Dr. Baxter-Lowe towards this end.

Dr. Nancy Goeken produced a table which showed the common HLA phenotypes in blood group O and A candidates who had received a 0-antigen mismatched kidney transplant, their mean waiting time in days, and the number of transplants (Exhibit E).

12. Accreditation of Histocompatibility Laboratories by the College of American Pathologists (CAP). The Committee continues its discussion with the CAP regarding its request for deemed status to inspect and accredit histocompatibility laboratories for UNOS.
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