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This report covers issues addressed by the OPTN/UNOS Pediatric Transplantation Committee at meetings held on January 22, 2004 and May 21, 2004.

I. 
Organ Availability Issues

1. Status of Thoracic Organ Allocation Review
Pediatric Issues, Allocation of Lungs

Report from the Pediatric-Lung Allocation Subcommittee Meeting, December 3, 2003. Stuart C. Sweet, MD summarized the materials and outcome of the December 3, 2003 Joint Pediatric-Lung Allocation Subcommittee meeting [Exhibit A].  Dr. Sweet noted that the Thoracic Committee is intending to submit the new iteration of the Lung Allocation Algorithm for Public Comment in the March 2004 cycle. Dr. Sweet also reviewed the main differences in the prior proposal and the current lung allocation proposal as discussed by the Joint Subcommittee. The study cohort upon whom the proposal analysis is based has been updated from patients listed for transplant between 1997-1998, to a cohort of patients listed for transplant between 1999-2001.  The model is now designed to continuously evolve in order to reflect developments in disease treatment and prognosis. The risk factors and their degree of importance in the calculation of a patient’s allocation score will be recalculated and re-evaluated at least twice a year. In the latest iteration of the proposal, for lung candidates 12 years and older, diagnosis is looked at on an individual level as well as within an amalgamated diagnosis group (A, B, C, and D). The difficulty in stratifying younger pediatric patients based on medical urgency stems from the relatively small sample size of pediatric patients listed for lung transplant and the heterogeneity of diagnosis within this young pediatric group (0-11years). These issues hinder the isolation of statistically significant predictive factors specific for pediatric patients’ pre- and post-transplant survival. Small sample size for certain adult diagnoses initially led the Lung Allocation Subcommittee to create the above four diagnosis groups; grouping offers greater sample size and greater potential for statistical significance. The four existing diagnosis groups are based on diagnoses that incorporate approximately 80% of lung transplant candidates.

Dr. Sweet noted that the updated proposal recognizes both the weight of diagnosis grouping, and the potential impact of specific diagnosis within the larger assigned group. Allocation score will be adjusted by both group designation and individual diagnosis. The Subcommittee noted that the exception to individual diagnosis having an impact on allocation score exists with individual diagnoses that are very uncommon and thus do not have a sample size large enough to allow for measure of disease specific risk factors.

Dr. Sweet noted that, as presented by the Lung Allocation Subcommittee, the changes in the updated proposal were made in an attempt to remove the perceived advantage or disadvantage of any specified group of lung candidates, whether the grouping was based on diagnosis, age, race, etc.  The data set analysis presented to the Subcommittee by the SRTR demonstrates that the updated Lung Allocation Proposal offers some equity across gender, race, age and disease. This equity is based on allocation score analysis of the updated data set; the analysis is not based on a model of the proposed changes to the lung allocation system. The Thoracic Committee has requested that the SRTR update these TSAM results with the new data cohort  (1999-2001) for the Lung Allocation Proposal.

Following the March 2004 Public Comment cycle, the Thoracic Committee anticipates presenting the proposal to the Board of Directors at the June 2004 meeting. The Committee intends to offer the updated proposal as an attempt to address the previous negative public comment from the August 2003 proposal. The Subcommittee noted that issues raised regarding pediatric allocation, specifically the adolescent age group, are still in question. The Lung Allocation Subcommittee has confidence in the current updated proposal, however, the Subcommittee and the Thoracic Committee would be open to compromise if the Pediatric Committee still finds the proposal disadvantageous for pediatric candidates. The Lung Allocation Subcommittee acknowledged the need for clear data that demonstrate pediatric benefit under the proposed lung allocation system and no apparent preferable system in terms of pediatric and adult patient net impact in order for the Pediatric Committee to support the updated proposal. Per the Subcommittee’s Thoracic Committee members, the decision to include adolescent candidates in the adult groupings was based on data reviewed by the Lung Allocation Subcommittee; the data suggested that grouping adolescent candidates with adult candidates would offer the adolescents most in medical need an increased opportunity for transplant. 

The Subcommittee agreed that creating a similar allocation system based on medical urgency and significant risk factors is currently not possible for the younger pediatric age group (0-11years) due to the small number of young pediatric lung candidates. The Subcommittee also discussed the importance of setting the future goal to develop a medical urgency allocation system for young pediatric candidates. Dr. Sweet noted that developing an updated pediatric allocation system for both younger and older pediatric patients is not feasible in time for the March 2004 public comment cycle and the subsequent June 2004 Board of Directors meeting. However, Dr. Sweet noted that including a plan for development of all aspects of such a pediatric allocation system would be an important component of the upcoming public comment document. Moreover, the Subcommittee agreed that the data currently being collected in the Lung Study Project directed by Leah Edwards of UNOS may be significant both in continuing development of the current lung allocation proposal and the future additional development of a pediatric lung allocation system. Dr. Sweet noted that the issue of primary concern for the Pediatric Committee is to ensure recognition that medical urgency for pediatric candidates encompasses pre- and post-mortality as well as meeting growth and developmental milestones.   

Dr. Sweet requested that the Joint Subcommittee review other modeling options before accepting the current proposal. The Subcommittee also began to discuss whether or not allocating pediatric donor lungs to pediatric candidates on a regional basis (regional area to be determined) would be appropriate. The Subcommittee agreed that geography issues would perhaps be better addressed as the allocation system develops. Dr. Garrity noted that the impact of geography on allocation would be apparent with the implementation of the proposed system.

Dr. Sweet noted that the Subcommittee recognized the difficulty of assigning priority for adolescent lung candidates to receive adolescent donor lungs in the absence of data that demonstrates that this priority allocation offers adolescent candidates a clear survival benefit and in light of expected disadvantage to small or young adults. The SRTR reviewed data suggesting that the number of deaths among waitlisted patients, patients removed from the waitlist without transplant, and patients post transplant is approximately the same in both Simulation 1 (assigning priority first to adolescent candidates followed by younger pediatric candidates for adolescent donor lung offers) and Simulation 2 (no priority assigned for adolescent donor lung offers). The TSAM results from this analysis suggest no negative impact to adult candidates from assigning priority to adolescent candidates and younger pediatric lung candidates for adolescent donor lung offers. Dr. Sweet summarized that Simulation 1, which adds assigned adolescent priority to the current lung proposal, allowed for a greater number of pediatric transplants than the current lung proposal with no increase in pediatric or adult deaths. Dr. Sweet observed that this simulation improves pediatric allocation and transplant opportunities without disadvantaging adult lung candidates.

The Subcommittee raised the concern that assigning priority to adolescent candidates may in turn disadvantage young adult candidates. Dr. Sweet noted that as the Subcommittee makes choices regarding elements of the new allocation proposal, it is important to ensure that all of the options have been reviewed so that the proposal can offer the best alternative to all candidates. 

Dr. Sweet suggested that priority allocation for adolescent donor lungs to pediatric recipients could utilize a threshold system similar to the liver MELD/PELD priority model. In a threshold allocation model, pediatric candidates would receive priority only if their allocation score equaled or exceeded a defined allocation score level. It was noted that a threshold model may help to effectively regulate the proposed allocation system based on medical urgency and utility and help to reduce the number of deaths of lung candidates and recipients.

At the January 22, 2004 meeting, the Pediatric Committee voted unanimously in support of the following proposal to the Lung Allocation Subcommittee and the Thoracic Committee:

· Support of the intent of the Thoracic Committee Lung Allocation Proposal

· Implementation of assigning priority first to adolescent candidates followed by younger pediatric candidates for adolescent donor lung offers (Simulation 1)

· Support of a period or model to allow lung candidates transitional time from the current waiting time system to the proposed medical urgency algorithm.

Presentation on the Updated Proposed Lung Allocation Algorithm, Tom Egan, MD, OPTN/UNOS Thoracic Organ Transplantation Committee. At the suggestion of the Joint Pediatric-Lung Allocation Subcommittee Thomas Egan, MD of the Thoracic Committee joined the Pediatric Committee at the January 22, 2004 meeting to present with Dr. Sweet the updated algorithm and answer questions regarding the potential impact of the new proposal on pediatric lung candidates [Exhibit B]. Drs. Sweet  & Egan reviewed the update to the Lung Allocation proposal and discussed possible models of priority for pediatric candidates within the proposed algorithm.

Dr. Egan gave an overview of the current lung allocation system (waitlist and geographic distribution) and the scarcity of transplantable donor lungs. Dr. Egan noted that 20% of multiple organ donors have lungs suitable for transplantation. The Lung Allocation Subcommittee has been working to develop a lung allocation system that is based on severity of illness and post-transplant survival rather than time waiting.  Dr. Egan noted that the proposed algorithm is intended to balance mortality risk on the waitlist with mortality risk one year post-transplant. Dr. Egan noted that the goal of the Lung Allocation Subcommittee was to identify and evaluate measurable risk factors for death on the waiting list and measurable risk factors for death one year post-transplant that could serve as the basis for an allocation system that would rank lung transplant candidates and result in improved utility and decreased deaths on the transplant list. The new proposal balances waitlist urgency and transplant benefit for each candidate. The Subcommittee designed the system to rank candidates on a continuum without assigned ‘status’ levels.  Dr. Egan noted that the Subcommittee developed the system such that transplant centers likely will be required at some point to update candidate clinical variables at set intervals and allowed to update variables in UNetSM as appropriate. Identified pre and post transplant mortality risk factors will be evaluated by periodic review for applicability and clinical value. 

Dr. Egan reviewed the mechanics and development of the allocation system previously outlined by Dr. Sweet and described in this document under Report from the Joint Pediatric-Lung Allocation Subcommittee, December 3, 2003 meeting.

The Committee debated the importance of survival curves presented by Dr. Egan [Exhibit B]. Though not statistically significant, the curves suggested a trend of increased survival for adolescent recipients who received adolescent donor lungs versus adolescent recipients who received adult donor lungs. The Committee discussed whether the lack of statistical significance in this data analysis was due to the small number of adolescent pediatric recipients in the study group. 

The Pediatric Committee noted that assigning allocation priority to adolescent candidates for adolescent donor lungs (following the TSAM Simulation Model 1, outlined above in the Joint Subcommittee Report) yields the greatest increase in pediatric transplants without apparent significant disadvantage to adult candidates.  Dr. Egan presented data on the number of waitlist deaths by age group. TSAM Simulation 1, with adolescent candidate preference for adolescent donor lung offers, model results are as follows:  13 deaths in age group 0-11 years, 18 deaths in the adolescent age group 12-17 years, and 428 deaths in the adult age group (( 18 years), total 459 deaths on the waitlist as modeled by Simulation 1. TSAM Simulation 2, the allocation system currently proposed by the Lung Allocation Subcommittee, results in data suggesting the number of deaths on the waitlist under this system will be 14 deaths in the 0-11 years age group, 19 deaths in the adolescent age group 12-17 years, and 422 deaths in the adult age group, total 455 waitlist deaths as modeled by Simulation 2 TSAM. The total number of deaths predicted by these two models is substantially the same.  Dr. Egan noted that, at such small numbers, the simulation error rate of TSAM is high enough to create uncertainty regarding the simulation results. It was also noted by the Committee that TSAM does not have a patient generator as part of its design; TSAM reflects the current transplant candidate population entering the waiting list. If the new Lung Allocation Proposal is approved and implemented and waiting time is no longer a factor in allocation priority, the candidate population entering the transplant list may significantly change. The current simulation model results are not reflective of the future lung transplant list, only the current list cohort. Thus, it is difficult to predict how pediatric priority would affect allocation under the new proposal. Dr. Harmon of the SRTR noted that simulation models are designed to illustrate relative occurrences based on given data.  With updated and increased data, the simulation model correlations grow more accurate. 

Dr. Egan noted that the Lung Allocation Subcommittee is interested in incorporating quality of life measures in the proposed allocation algorithm when this data is available. Currently, the type of quality of life data being considered are not collected in the UNOS database.

Dr. Egan recommended a compromise assigning priority to pediatric (0-11years) candidates for pediatric (0-17years) donor lung offers. In the compromise, all pediatric (0-17years) donor lungs would first be offered to lung candidates 0-11years old, Group E in the prior lung proposal, based on waiting time. Pediatric donor lungs would then be offered to candidates 12 and older based on allocation score. Pediatric Committee Members noted that the compromise would not effectively help adolescent candidates, nor did the offered compromise seem to be based on available survival benefit data. Further, the Committee noted that the compromise may not significantly increase the number of younger pediatric candidates transplanted due to probable size restrictions in transplanting young pediatric candidates with adolescent donor lungs. Further, it was noted by the Committee that the survival curves presented by Dr. Egan seem to suggest that adolescent lung recipients have an increased survival outcome when they are transplanted with adolescent donor lungs. The difference in the survival curves of adolescent recipients receiving adolescent donor lungs versus adolescent recipients receiving adult donor lungs did not reach statistical significance but did appear to suggest a trend in the data. 

Dr. Sweet noted that risk analyses previously prepared by the SRTR suggested that the waitlist mortality risk for adolescent lung candidates with cystic fibrosis is greater than the waitlist mortality risk for adult lung candidates with cystic fibrosis. Dr. Egan noted that age is identified as a risk factor for some diagnoses, however, it is not identified as a risk factor, and thus not factored into the allocation score, for lung transplant candidates 12 years and above with a diagnosis of cystic fibrosis. Dr. Sweet noted that he was concerned that, within the cystic fibrosis diagnosis group, waitlist mortality risk was being underestimated for adolescent lung candidates. The Committee also raised the issue of addressing growth and development concerns for pediatric lung candidates. Growth and development markers are currently not factored into the Lung Allocation Algorithm. Dr. Egan noted that many pediatric (0-17 years) candidates take high doses of steroid medication and immunosuppressants post-transplant; this medication can also delay growth. The Committee noted that steroids may hamper physical growth milestones, but the medication does not impact development. Further, both the Committee and Dr. Egan agreed that many pediatric lung recipients (e.g.- candidates with a diagnosis of IPF or COPD) are nutritionally improved after lung transplantation. Dr. Sweet noted that given the data and discussion reviewed, he recommended the lung proposal be modified to reflect the pediatric priority outlined in the TSAM Simulation 1 model. 

Hui-Hsing Wong of HRSA noted several points of concerns raised by the Division of Transplantation. Dr. Wong noted that the Division of Transplantation (DoT) is concerned about the length of time waiting for transplant for 0-11year old pediatric lung candidates. The DoT encourages the development of a medical urgency based allocation system for younger (0-11years) pediatric candidates. Dr. Wong also noted that the DoT has raised questions regarding the inclusion of the “45( line” in graphs illustrating the suggested allocation balancing waitlist urgency and transplant benefit of the updated lung proposal. Dr. Wong noted that including elements that do not add significance to the model may cause uncertainty in the public’s view of the proposal. There is concern that the proposed allocation model is based on a measure of waitlist mortality that assumes a given lung candidate never receives a lung transplant as opposed to a measure of waitlist mortality based on remaining on the transplant list to wait for another offer. Dr. Wong noted that the Division of Transplantation has raised the concern to the Lung Allocation Subcommittee that this measure may not be an accurate predictor of true waitlist mortality. Finally, Dr. Wong noted that the issue of a transition period from the current waitlist system to the proposed allocation score system is important to address. She discussed the potential public comment negative feedback from patient groups and patient advocates if an outline of the transition process is not included in the March 2004 public comment proposal. The transition period used in the implementation of the MELD and PELD systems was noted as a precedent reference. Dr. Sweet and Dr. Egan noted that these issues would be further discussed at the scheduled January 2004 Lung Allocation Subcommittee meeting. 

The Pediatric Committee unanimously voted in favor of Dr. Sweet’s recommendations for the Lung Allocation Committee. Dr. Sweet’s recommendations were to note that the Pediatric Committee agrees that the updated Lung Allocation Algorithm is a beneficial model and if it could be implemented with full consensus, the Committee would support it. The Pediatric Committee, however, asks for a compromise addressing pediatric (0-17 years) specific needs through the assignment of pediatric priority in allocation of adolescent (12-17 years) donor lungs. The Committee asks that the Lung Allocation Proposal follow the SRTR TSAM Simulation 1 model, assigning priority first to adolescent candidates (12-17 years) followed by younger pediatric candidates (0-11 years) for adolescent donor lung offers. The Committee noted that precedent for assigning pediatric priority exists in every other organ allocation system. According to previously reviewed data, the Simulation 1 model would allow for a greater number of pediatric transplants than the Thoracic Committee’s updated Lung Allocation Proposal and suggests no increase in pediatric or adult deaths. The Pediatric Committee also voted unanimously in favor of a transition period between the phasing out of the current waitlist system and the implementation of the proposed algorithm score based lung allocation system.

Lung Allocation Subcommittee Meeting, May 13-14, 2004. For the May 13-14, 2004, meeting, the Joint Pediatric-Lung Allocation Subcommittee joined the standing Thoracic Committee Lung Allocation Subcommittee. The meeting was held in Chicago prior to the full Thoracic Committee meeting; members of the Joint Subcommittee who are not members of the Thoracic Lung Allocation Subcommittee were invited to join the meeting via teleconference. The focus of the May 2004 Lung Allocation Subcommittee meeting was to address responses received regarding the lung allocation algorithm proposal, March 25, 2004 Public Comment document.

Overall, the lung allocation proposal received 199 responses, 147 (73.9%) supported the proposal and 42 (21.1%) opposed the proposal; 10 (5%) of those responding to this public comment item did not register an opinion of support or opposition. The Subcommittee focused its review on recurring questions and concerns within the comments received from clinicians, patients & families, or patient groups/advocacy organizations (e.g.- Cystic Fibrosis Foundation, Alpha-1 Association, Pulmonary Hypertension representatives).  The Subcommittee noted that the issue of establishing an allocation weight or ‘tiebreaker’ for lung candidates with equivalent scores remains of concern among those responding to the March 25, 2004, issued Public Comment proposal. The Subcommittee discussed several possibilities involving the use of existent waiting time on the list for resolving this issue. The Subcommittee noted that time accumulated on the waitlist could be used as a tiebreaker or a representative factor/weight for time on the list could be incorporated into the algorithm to determine priority between two or more candidates within the same local allocation area or zone with equivalent allocation scores. It was also noted by the Subcommittee that the use of time on the waitlist may serve as the ‘tiebreaker’ for a set period of time only. The Subcommittee noted that the occurrence of a tied allocation score for lung candidates is expected to be small, however, it is an issue that would need to be addressed prior to full implementation of the proposed algorithm. The Subcommittee agreed to continue discussion regarding tiebreakers within the full Thoracic Committee meeting. 

The Subcommittee addressed concerns raised in Public Comment responses regarding “grand-fathering” in lung candidates based on wait time and/or outlining a transition period between the current allocation system and the proposed system. It was suggested by the Subcommittee, based on the precedent of changes implemented in liver allocation with the MELD and PELD systems, that lung candidates may be allowed to maintain some priority, based on their accrued wait time, for a defined period of time. Tom Egan, MD noted that his interpretation of the proposal’s intent is to remove any priority gained from time waiting on the transplant list and that it his recommendation that, after a set transition period for updating lab values necessary for allocation score calculation, wait time will not be a factor in any aspect of determining allocation priority. Dr. Egan noted that a 6month or greater transition period seemed sufficient for updating patient values and allowing time for change to and implementation of the proposed lung allocation system.

The Subcommittee reviewed the responses received noting concerns from the Alpha-1 Association and the Alpha-1 Foundation members that the proposed system may disadvantage lung candidates with a diagnosis of Alpha-1 Antitrypsin Deficiency. These concerns seem to be based on the inclusion of lung candidates with Alpha-1 within a larger diagnosis group primarily defined by lung candidates with COPD. The Subcommittee noted that education around the proposed lung allocation system may take time and increased effort so that all candidates and patient advocates understand the intended balance of the proposed updated lung algorithm. The Subcommittee discussed addressing this issue in two ways. First, specific to the Alpha-1 Association concerns, the Subcommittee discussed providing this group with data demonstrating the number of transplants occurring within this diagnosis under the current system and comparatively under the proposed system. Second, to comprehensively address education regarding the proposed system, the Subcommittee discussed working with OPTN/UNOS to produce several informational brochures, one geared towards healthcare professionals and one geared towards patients and families. The liver allocation system offers a precedent for this education effort; OPTN/UNOS brochures were produced in conjunction with the implemented changes in the liver allocation system regarding MELD and PELD allocation scores. Moreover, Dr. Leah Edwards, UNOS noted that there are also efforts to include information and a calculation formula on the UNOS website as outreach to patients and healthcare professionals.

The Subcommittee addressed concerns among responses to public comment that increased age may disadvantage lung candidates in the calculation of their allocation score and thus in receiving lung offers for transplant. The Subcommittee noted that while age is factored into the lung algorithm, it is not intended to act as an exclusionary measure. Moreover, Stuart C. Sweet, MD noted that model data presented by the SRTR suggest that the number of transplants under the new allocation proposal would be, and aims to be, balanced across age, race/ethnicity, and gender, as well as diagnosis [Exhibit C].

Issues raised by the Public Comment responses, including the responses representing or advocating for lung candidates with Pulmonary Hypertension, addressed the continuing effort to balance utility and medical justice. The Subcommittee discussed the possibility of establishing a Regional Review Board (RRB) to address lung candidates who may not be served fairly by the proposed system, or whose diagnosis may not be fully addressed within the proposed model. The Subcommittee agreed, in response to public comment feedback, to amend the lung proposal to include the intent of the Thoracic Committee/Lung Allocation Subcommittee to explore means of incorporating a Regional Review Board into the proposed lung allocation system to address the needs of unique lung candidates and exceptional cases whose diagnosis is not factored into the currently proposed algorithm. The Subcommittee noted the importance of offering an avenue to clinicians and to lung candidates to adjust an allocation score that may not accurately reflect the acuity of a candidate’s illness or other special medical circumstances and need for transplant. The Subcommittee agreed to further discuss this issue and begin to develop RRB guidelines within the full Thoracic Committee.

The Subcommittee further discussed a schedule for the update of clinical data as outlined in the lung proposal. It was noted by the Subcommittee that some of the items discussed for updating on a periodic basis may be tests that, dependent on a given patient’s severity of illness, may be too invasive for a patient to endure and/or to require for purposes of allocation score renewal. Of primary concern was the proposed requirement for lung candidates to update clinical data for right heart catheterization every 6months. The Subcommittee agreed to discuss this within the full Committee with the possible recommendation to update the right heart catheter data every 6 months dependent on clinical judgment. It was further noted by the Subcommittee that the full analysis of the retrospective lung data collection study may not be finalized at the time of implementation for the proposed lung allocation system. The Subcommittee noted that the retrospective analysis may suggest data elements, which are not included in the current proposal for serial collection, which may be of predictive value in the proposed algorithm. The question was raised as to whether the elements reviewed in the retrospective lung data project should be added to the proposed model for prospective collection until the analyses of the project were completed. The Subcommittee agreed that the data collection under the proposed model included only those elements that are currently included in the allocation score formula; additional elements may be added after review of the retrospective lung project data as a subsequent proposal. The Subcommittee agreed to meet by teleconference in the weeks following the Committee meeting to further discuss programming issues and questions around the proposal. 

Proposed Amended OPTN/UNOS Policy 3.7.6 (Status of Patients Awaiting Lung Transplantation), Policy 3.7.9 (Time Waiting for Thoracic Organ Candidates), Policy 3.7.9.2 (Waiting Time Accrual for Lung Candidates with Idiopathic Pulmonary Fibrosis (IPF), and Policy 3.7.11 (Allocation of Lungs) (Thoracic Committee). The proposed system would assign priority to lung candidates who are at higher risk of death if they do not receive a transplant (waitlist urgency) and who are likely to receive a greater benefit of longer lifetime with a transplant as compared to without a transplant (transplant benefit). This proposal would replace the current system that assigns priority to lung transplant candidates based solely on the amount of time they have accrued on the waitlist.  The Thoracic Committee predicts that these changes to the lung allocation system would direct lungs to those candidates who are most urgently in need of a lung transplant and who are expected to receive the greatest survival benefit from the transplant. The proposal includes provisions for updating transplant candidates’ clinical status, regular periodic review and improvement of the algorithm, and assigned allocation priority for pediatric candidates. Dr. Sweet noted that the Thoracic Committee supported the proposal, as did the majority of responses received to the public comment document. Dr. Sweet further noted that the pediatric priority assigned in the proposal reflects the recommendation from the Pediatric Committee. Dr. Sweet also noted that the Thoracic Committee discussed several details/issues outstanding regarding transitioning patients between allocation systems, clinical data schedules, and addressing exception cases (see discussion from the Lung Allocation Subcommittee above). Dr. Sweet recommended that the Pediatric Committee support the proposal as written and work to support the development of a review mechanism for exceptional cases. Dr. Sweet also noted that some clinical data likely to be required to be updated every 6months under the proposal may need to be amended due to the inability of patients to sustain certain procedures, e.g.- the Thoracic Committee waived the requirement for 6month updated data on right atrial pressure if the patient can not endure the procedure of a right heart catheterization. The Pediatric Committee voted unanimously to support this recommendation.
Dr. Sweet further noted that the next step forward in pediatric lung allocation would be to review historical and modeling data to determine if a medical urgency based allocation system would be feasible for younger pediatric lung candidates (0-11years) and how medical urgency for this age group would be measured. 

II. Patient Access Issues

2. Allocation Issues in Pediatric Renal Transplantation, Presentation by Dr. Ruth McDonald at the OPTN/UNOS Kidney and Pancreas Transplantation Subcommittee on Kidney Allocation and KPSAM, Ann Arbor, Michigan, February 11, 2004. A meeting of a subgroup of the OPTN/UNOS Kidney and Pancreas Transplantation Committee and the respective Chairs of the OPTN/UNOS Pediatric Transplantation, Minority Affairs, and Histocompatibility Committees was held at the offices of URREA in Ann Arbor, Michigan. The intent of the meeting was to review and discuss the structure and functions of the Kidney and Pancreas Simulated Allocation Model (KPSAM) being developed by the SRTR, as well as future directions for allocation policy. At the February 2004 meeting, Ruth McDonald, MD, the Pediatric Committee Chair and Kidney/Pancreas Committee member, reviewed slides addressing the unique allocation and transplantation needs of pediatric kidney candidates [Exhibit D]. Based on the discussion from Dr. McDonald’s presentation and previous data reviewed, the Kidney/Pancreas Committee subgroup outlined a recommendation for modeling changes in the kidney allocation algorithm and a direction for future allocation policy development. The recommendation from the subgroup focused on providing pediatric patients with well-matched kidneys from donors of optimal age (teenagers and young adults) in a short time frame to minimize the growth and developmental delay as well as the morbidity associated with End Stage Renal Disease (ESRD) and dialysis. 


In reviewing the February 2004 Kidney Allocation meeting at the May 2004 Pediatric Committee meeting, Dr. McDonald noted that evaluating preliminary analyses suggested as a means to address mortality in kidney transplantation made clear several points of significance for pediatric kidney allocation. First, Dr. McDonald noted that the co-morbidities included in the analyses were not in large part applicable to pediatric kidney candidates, and thus offered no predictive value for pediatric morbidity and mortality on the waitlist. Moreover, the co-morbidity factor of most importance to children, hypertension, was not shown to be statistically significant in the studies.  Second, pediatric mortality on the kidney waitlist is relatively low, however, one of the key focal points for outcome measurement in pediatric kidney transplantation is growth and development. Dr. McDonald noted that alternative endpoint measures are crucial to incorporate into data analysis and KPSAM modeling. Dr. McDonald encouraged the Committee to note what endpoints should be measured for future pediatric outcome analyses.

III. 
Other Issues

3.   Policy and By-Law Proposals Currently Issued for Public Comment. The Committee reviewed the proposals currently issued for public comment and offered the following comments.

March 15, 2004, Public Comment Document

i. Proposed Modifications to Local Voluntary Alternative System for Assigning Priority in Kidney Allocation to Original Intended Candidates for Living Donor Kidneys (Kidney/Pancreas Committee). This proposal would clarify a previous Committee proposal approved by the Board to create a generic alternative system that would provide priority in the kidney allocation system for original intended candidates (ICs) for living donor kidneys who are incompatible with their living donors due to crossmatch results or ABO blood type, when the living donors donate to candidates on the list of patients waiting for deceased donor kidneys.  Under the proposal, ICs would be ranked, in situations where more than one IC appeared on a match run, in order of date of donation from the living donor.  The term “time waiting” would be eliminated from this portion of the alternative system so as not to be confused with the standard meaning of candidate waiting time.  The intent of the alternative system approved by the Board was to facilitate kidney donation by living persons and increase the availability of organs for transplantation overall.  The present proposal is intended to assign priority among ICs, when more than one, in a manner that better reflects the alternative system’s overall objectives.  After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.  

ii. 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) (Kidney/Pancreas Committee). This proposal would exempt Donation after Cardiac Death (DCD) donor kidneys from the requirements of the zero antigen mismatch kidney sharing policy, except at the local level of organ distribution, as well as, the kidney payback policy.  OPOs would retain the option to offer DCD donor kidneys for payback, but would not be required to do so under the policy.  The intent of the proposal is to place DCD donor kidneys as rapidly as possible to avoid adverse impacts from increased cold ischemia time, as well as, increase organ donation by providing an incentive for transplant centers to develop and enhance their DCD donor programs. After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.  

iii. Proposed Modifications to OPTN/UNOS Policy 3.5.5 (Payback Requirements)(“ECD Kidney Exemption from Payback Sharing Requirements”) (Kidney/Pancreas Committee). The proposed modifications would exempt expanded criteria donor (ECD) kidneys from the requirements of the kidney payback policy.  OPOs would retain the option to offer expanded criteria donor kidneys for payback, but would not be required to do so under the policy.  The Committee based its proposal on data previously reviewed and discussed by the Committee, including data showing that approximately only 10% of ECD payback offers have been accepted since the implementation of the ECD kidney policy in November 2002.  The intent of the policy is to minimize cold ischemia time and maximize use of the ECD kidneys. After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.  

iv. Proposed Modifications to OPTN/UNOS Policies 3.5.5.1 (Kidney/Non-Renal Organ Sharing) and 3.5.5.2 (Deferment of Voluntary Arrangements) (Kidney/Pancreas Committee). The proposed modifications would increase the ABO blood group payback debt threshold from four to six in terms of an OPO’s ability to retain local kidneys or receive shared kidneys to be used in a simultaneous kidney-pancreas transplant.  The intent of the proposal is to provide additional flexibility in the payback system and enhance opportunities to use both kidneys and the pancreas from donors. After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.
v. Proposed Modifications to OPTN/UNOS Policies 3.5.5 (Payback Requirements) and 3.5.11.5.1 (Pediatric Kidney Transplant Candidates Not Transplanted within Time Goals) (Kidney/Pancreas Committee). The proposed modifications would elevate, at the local level of allocation, priority for high scoring PRA candidates and pediatric candidates who have surpassed their time goals to that above payback debts and credits. Please see Item 4, Page 22 of this report for the Joint Kidney/Pancreas-Pediatric-Minority Affairs-Histocompatibility Subcommittee’s discussion of this proposal. Dr. McDonald noted that all of the regions and the OPTN/UNOS Kidney and Pancreas Committee voted to support the proposal. The Pediatric Committee voted unanimously in favor of this proposal.
vi. Proposed Modifications to OPTN/UNOS Policy 3.5.11.2 (Quality of Antigen Mismatch) (Kidney/Pancreas Committee). The proposed modifications, originally developed by the Joint Kidney/Pancreas-Pediatric-Minority Affairs-Histocompatibility Subcommittee, would increase from 2 to 6 the total allocation points awarded to pediatric candidates who have a zero DR mismatch with a standard criteria deceased kidney donor. The additional points would not apply in determining priorities among zero antigen mismatched patients, prior living organ donors, or patients listed with OPOs receiving kidney payback offers. The modifications also would not apply to expanded criteria donor (ECD) kidney allocation. The intent of this proposal is to increase the number of transplants of well-matched kidneys into pediatric candidates while maintaining relatively short waiting time to transplant, and thus, minimize long-term sensitization in children and adolescents who will most likely require subsequent transplants during their lifetimes. This proposal was originally supported by both the Pediatric and Kidney/Pancreas Committees. Dr. McDonald noted that the Kidney/Pancreas Committee originally supported the proposal pending review of additional data on the impact of DR matching on pediatric kidney candidate outcomes and sensitization. Bill Harmon, MD, SRTR reviewed the pediatric DR matching data, previously reviewed by the Joint Subcommittee and the Kidney/Pancreas Committee, with the Pediatric Committee [Exhibit E] (See section 4 for discussion of this proposal by the Joint Kidney/Pancreas-Pediatric-Minority Affairs-Histocompatibility Subcommittee.) Dr. McDonald noted that Dolly Tyan, PhD of the Kidney/Pancreas Committee questioned whether the data analyses were controlled for both matched and mismatched measures.   The Kidney/Pancreas Committee discussed a number of options for pediatric priority, including prioritizing ‘ideal donor’ kidneys for pediatric candidates; ideal donor kidneys would be defined as kidneys from donors between the ages of 18 and 35years with less than 20 hours of cold ischemia time, for example. The Committee discussed different characteristics that might re-define ‘ideal donor’ kidneys for pediatric candidates. Dr. Harmon reviewed data that suggested that the majority of adolescent donor kidneys are allocated to adult recipients [Exhibit F]. Dr. McDonald noted that the Kidney/Pancreas Committee, due to lack of data demonstrating significance, voted not to go forward with this policy proposal. The Kidney/Pancreas Committee recommended this issue be readdressed by the Joint Subcommittee to work towards pediatric priority that would demonstrably better serve pediatric kidney candidates. The Pediatric Committee agreed to defer this issue to the Joint Subcommittee. The Pediatric Committee voted unanimously to not proceed with this proposal. The Committee also requested, as follow up, that the SRTR model local and regional sharing of adolescent donor kidneys and donor kidneys from donors less than 35 years; the Committee asked for the modeling to be performed for allocation of one and both kidneys. The Committee noted that such models have precedent in other organ allocation systems. The data request is intended to determine if local and regional sharing of adolescent donor kidneys or donor kidneys from donors 35years and under would allow every pediatric kidney candidate (approximately 700-800 annually) access to an appropriate kidney offer.

vii. Proposed Implementation Protocol for Modifications to OPTN/UNOS Policy 3.8.1.5

(Islet Allocation Protocol) (Kidney/Pancreas Committee). The proposal would determine how modifications to OPTN/UNOS Policy 3.8.1.5 recently approved by the OPTN/UNOS Board of Directors are to be implemented on the UNOS Computer.  For pancreata identified for islet transplantation, waiting time would be used to designate the candidate for whom the first pancreatic islet offer would be made.  The designated candidate’s transplant center would then have the latitude in those situations where it is determined that the islet preparation is not medically suitable for that candidate, to determine the most medically suitable candidate from its waiting list.  The islets would next be offered to the candidate with the longest waiting time at a transplant center(s) within the OPO (or other applicable local unit), if such candidate’s transplant center shares an Investigational New Drug (IND) application with the center receiving the initial islet offer.  If such a transplant center does not exist within the OPO (or other applicable local unit), the islets would be offered outside the local area to a transplant center(s) that shares in the IND.  The intent of the policy is to better address the need for applying medical judgment in pancreatic islet transplantation decisions and avoid islet wastage. After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.  

viii. Proposed Modifications to OPTN/UNOS Policy 3.8.1.6 (Mandatory Sharing of Zero Antigen Mismatch Pancreata) (Kidney/Pancreas Committee). The proposed modifications would eliminate requirements for sharing isolated pancreata for zero antigen mismatched patients except for highly sensitized candidates, defined as candidates with panel reactive antibody (PRA) levels of 80% or higher.  The proposal arose out of concerns presented to the Committee over the lack of demonstrated survival benefit for isolated whole pancreas transplantation when compared to the demonstrated survival benefit for simultaneous pancreas-kidney transplantation.  The Committee based its decision, in part, on data presented to the Committee showing only 50 zero antigen mismatched pancreata were transplanted between 1995 and 2002.  The intent is to allow for increased simultaneous pancreas-kidney transplantation by not requiring sharing of zero antigen mismatched pancreata, except for highly sensitized candidates whose opportunities for an isolated pancreas offer are limited.  After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment

ix. Proposed Modifications to OPTN/UNOS Policy 3.6.2.1 (Allocation of Blood Type O Donors) 

(Liver and Intestine Committee). This proposal, which was approved by the OPTN/UNOS Board of Directors for implementation concurrent with public comment, would increase the threshold for allocation of blood type O donors to blood type B candidates from a MELD/PELD score of 20 to a MELD/PELD score of 30.  This is intended to better equalize the donor pool for O and B candidates.  It was predicted to reduce the number of blood type O livers transplanted into blood type B patients and to increase the number of blood type O livers transplanted into blood type O recipients by the same number, without affecting the death rate in either population. It was noted that the Minority Affairs Committee discusse concern regarding the potential decrease in the number of transplants in liver candidates with blood type B as a result of this proposal.  After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment

x. Proposed Modifications to OPTN/UNOS Policy 3.6.2.1 (Allocation of Blood Type O Donors).  (Liver and Intestine Committee). This proposal would allow any remaining blood type compatible candidates to appear on the match run list for blood type O donors after the blood type O and B candidate list has been exhausted at the local, regional and national level. Under current policy, these patients do not appear on the match run and are therefore not eligible for organ offers. This may reduce organ wastage in some instances. After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.

xi. Proposed Modifications to OPTN/UNOS Policy 3.6.4.4.1 (Adult Patient Reassessment and Recertification Schedule) and 3.6.4.2.1 (Pediatric Patient Reassessment and Recertification Schedule) (Liver and Intestine Committee). This proposal, which was approved by the OPTN/UNOS Board of Directors for implementation concurrent with public comment, specifies that patients whose MELD/PELD scores remain uncertified will be reassigned to a MELD/PELD score of 6.  Pediatric patients whose uncertified score is less than 6 would remain at that lower, uncertified PELD score.  Under the current policy, some patients who are uncertified are allowed to remain indefinitely at an uncertified MELD/PELD score. It was noted that the proposal was approved in all of the regions, although two regions suggested amendments including adding a 3-day grace period to update the score before readjustment to 6 for lack of certification. Rob McTier, UNOS reviewed the flags in UNetSM that signal a transplant center when a patient’s lab values are due for recertification. The Committee voted unanimously to approve the amendment as written in the Public Comment document.
xii. Proposed Modifications to OPTN/UNOS Policy 3.6 (Adult Donor Liver Allocation Algorithm) (Liver and Intestine Committee). This proposal would modify the sequence of allocation for adult donor livers such that organs would be allocated to local and regional candidates with MELD/PELD score of 15 or higher prior to candidates with MELD/PELD scores less than 15.  The intent of the policy is to direct livers towards those patients who are more likely to receive benefit from liver transplantation. Dr. McDonald reiterated to the Committee that this proposal applies to adult donor livers only. The Committee noted that two regions voted against the proposal and that the Liver and Intestine Committee voted in favor of the proposal. Simon Horslen, MD, member on both Pediatric and Liver/Intestine Committees, noted that there was considerable discussion regarding this proposal in conjunction with the proposed modifications to OPTN/UNOS Policy 3.6.4.1, Item 13 in the March 15, 2004 Public Comment document, addressing minimum listing criteria for adult liver candidates. Dr. Horslen further noted that the Liver Committee approved both proposals. The Pediatric Committee questioned whether the intent of the proposal was to outline regional sharing for MELD > 15, i.e.-under current policy, affecting adult patients only, or to include the MELD and PELD systems in the regional sharing protocol. The Committee discussed setting the MELD regional sharing threshold at >15 and the PELD threshold at >10. Dr. Thistlethwaite noted that the Joint Pediatric-Liver/Intestine Subcommittee had previously discussed the importance of timing regional sharing proposals and policy implementation in such a way as to prevent disadvantage for pediatric candidates. Dr. Thistlethwaite noted that the Joint Subcommittee and the Pediatric Committee have continued to discuss and develop a draft proposal for the regional sharing of pediatric donor livers. Dr. Thistlethwaite noted that the impact of the adult donor regional sharing proposal on pediatric liver candidates was still in question. The Committee further noted the importance of coordinating this proposal with a pediatric donor regional sharing model to prevent any imbalance in the allocation system.  The Committee voted on the proposal with an amendment to implement the proposal contingent on the development and implementation of a pediatric donor regional sharing model. The Committee voted in support of the amended proposal, 20 in favor, none opposed, and 1 abstention.

xiii. Proposed Modifications to OPTN/UNOS Policy 3.6.4.1 (Liver Allocation, Adult Patient Status) (Liver and Intestine Committee).  This proposal would institute minimum listing criteria of a MELD score of 10 for adult candidates, with the exception of candidates meeting the requirements of Policy 3.6.4.4 (Liver Transplant Candidates with Hepatocellular Carcinoma) and 3.6.4.5 (Liver Candidates with Exceptional Cases).  Patients with Stage T1 HCC could be listed with their laboratory MELD score upon prospective agreement by the Regional Review Board.  Patients listed at the time the policy is implemented whose MELD score is less than 10, as well candidates whose MELD scores fall below the threshold of 10 after appropriate listing, would not be removed from the list.  Analyses of OPTN data indicate that it is highly unlikely that an adult candidate will benefit with transplantation during the first year post-transplant if their MELD score is 10 or less. Dr. Horslen noted that the Liver/Intestine Committee discussed this proposal at length and noted that five of the regions voted against this proposal. The Liver/Intestine Committee voted in favor of the proposal. The Committee noted that the language of the proposal protects adolescents using MELD system scoring from minimum listing; the minimum-listing requirement applies to adult liver candidates only.  After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.

xiv. Proposed Modifications to OPTN/UNOS Policies 3.6 (Pediatric Donor Liver Allocation Algorithm & Allocation Sequence for Patients with PELD or MELD Scores Less than or Equal to 6 (All Donor Livers), 3.6.4.2 (Pediatric Patients Status), 3.6.4.2.1 (Pediatric Patient Reassessment and Recertification Schedule), and 3.6.4.3 (Pediatric Liver Transplant Candidates with Metabolic Diseases), 3.6.4.4.1 (Pediatric Liver Transplant Candidates with Hepatoblastoma) (Liver and Intestine Committee).  Under the proposed modifications, adolescent pediatric liver candidates (age 12-17 years) would be assigned a MELD score rather than a PELD score. For the majority of adolescent liver candidates, a calculated MELD score offers an increase in allocation score and, thus, an increase in opportunity for transplant. Based on the variables included in allocation score calculation in the MELD system, MELD scores may also offer a more accurate picture of mortality risk and disease severity for adolescent candidates. Under this proposal, however, adolescents will maintain pediatric status in the policy, including assigned priority for children in the allocation of pediatric donor livers. This proposal was approved by all regions and was supported in Public Comment responses by 77% of those who responded with an opinion. The Pediatric Committee unanimously supported this proposal.

xv.
Proposed Modifications to the Region 5 Status 1 Sharing Agreement (Liver and Intestine Committee). The proposed changes to the Region 5 Status 1 sharing agreement would eliminate the provision for payback for Status 1 shares. The definition of Status 1 for both adult and pediatric candidates will be redefined to better identify patients in urgent need of a liver. These changes are recommended by the Liver/Intestine Committee, having been charged by the Board of Directors to adjudicate the issue. Hui-Hsing Wong, MD, HRSA noted that it is important to clarify that any changes made to the national pediatric and adult Status 1 definitions will also apply to the Region 5 sharing agreement. Dr. Horslen noted that Region 5 itself passed the proposal with an amendment to keep payback provisions in place for 6months and then re-evaluate regarding possible elimination of payback requirements. Region 5 also recommended that HAT diagnosis criteria be extended from 7days to 10days. The liver Committee supported the proposal as written (i.e.- immediate elimination of payback provisions) with the addition of the HAT extension to 10days and language recognizing that Region 5 Status 1 pediatric definitions must remain consistent with the national pediatric Status 1 definition. The Pediatric Committee unanimously supported the proposal approved by the Liver Committee (as written, with two amendments). 

xvi.
Proposed Modification to Standard H3.100 of the OPTN/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. (Histocompatibility Committee) The proposed modifications to standard H3.100 of the Bylaws is intended to make the standard pertinent to laboratory practice. Concurrent with this modification, new policies 3.5.17 and 3.8.8 are proposed that are clinical practice policies and set out the conditions when a prospective crossmatch for kidney (3.5.17) and pancreas (3.8.8) organ transplantation is mandatory. Appendix D to Policy 3 sets out guidelines for the development of joint written agreements between histocompatibility laboratories and transplant programs regarding risk assignment and the timing of crossmatch testing. This proposal had strong regional support and was supported by the Kidney/Pancreas Committee. After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.

xvii. Proposed New OPTN/UNOS Policy 3.7.17 (Crossmatching for Thoracic Organs).  (Histocompatibility Committee). The proposed new policy would require all thoracic organ transplant programs and their histocompatibility laboratory to have a joint written policy that sets out the circumstances when a crossmatch is necessary. After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.
xviii. Proposed Modifications to OPTN/UNOS Policy 6.4 (Exportation and Importation of Organs Developmental Status) (Ad Hoc International Relations Committee). The OPTN/UNOS Ad Hoc International Relations Committee proposes modifications to the Policy 6.4 that would help to ensure the accuracy and fairness of organ allocation where organs are offered into the U.S. from foreign countries by requiring higher standards of verification from the foreign exporters.  In addition, the proposed policy changes would ensure that imported organs would first be available to the OPO or transplant center that arranged to import them.  The proposed changes to policy would require:

· Foreign donor organizations must provide verification of donor consent, brain death, and donor ABO. 

· Organ importers must obtain verification that foreign entities are medical centers authorized to export organs.

· Imported organs will be first allocated locally to the OPO or transplant center that arranged the import. 

After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment. 

xix. Proposed Guidelines for Living Liver Donor Evaluation  (Item 1 of 2)  (Ad Hoc Living Donor Committee). This proposal would establish specific guidelines for potential living liver transplant recipient and donor evaluation, including provisions for an independent donor team, psychiatric and social screening, and appropriate medical, radiologic, and anesthesia evaluation.  While these are not being proposed as OPTN/UNOS Policy, the Ad Hoc Living Donor Committee believes that the guidelines could evolve into the standard of practice for living donor evaluation.  Guidelines for living kidney donor evaluation are contained in the next proposal in this series. After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.

xx. Proposed Guidelines for Living Kidney Donor Evaluation (Item 2 of 2)  (Ad Hoc Living Donor Committee). This proposal would establish specific guidelines for potential living kidney transplant recipient and donor evaluation, including provisions for an independent donor team, psychiatric and social screening, and appropriate medical, radiologic, and anesthesia evaluation.  While these are not being proposed as OPTN/UNOS Policy, the Ad Hoc Living Donor Committee believes that the guidelines could evolve into the standard of practice for living donor evaluation.  Guidelines for living liver donor evaluation are contained in the previous proposal in this series. The Pediatric Committee noted that the Liver/Intestine Committee discussed establishing a minimum listing criteria for living donor candidates that parallels the minimum listing criteria for liver candidates on the deceased donor waitlist. The Committee also noted that three Regions voted to oppose parts 1 and 2 of this proposal. After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.

xxi. Proposed Modifications to OPTN/UNOS Policy 3.1.4 (Patient Waiting List). (Ad Hoc Operations Committee). The Ad Hoc Operations Committee is seeking public comment on new and modified policies for listing transplant candidates on the national waiting list.  The proposed policies address: processes for ensuring the accuracy of a transplant candidate's ABO type on the waiting list; requiring transplant centers to enter and maintain transplant candidate data electronically using UNetsm; requiring transplant candidate ABO typing on two separate occasions prior to listing; and listing transplant candidates with their actual ABO type.  This proposal also requests comment on the applicability of ABO verification processes for living donor transplant recipients and donors. After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.

xxii. Proposed Modifications to OPTN/UNOS Policy 3.2.3 (Match System Access). (Ad Hoc Operations Committee). The Ad Hoc Operations Committee is seeking public comment on modifications to Policy 3.2.3, (Match System Access). The proposed modifications would require two separate determinations of the donor's ABO type prior to initiating the organ recovery incision, and more specific policy language for the process of distributing organs using the match.  After discussion of this proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.
xxiii. New OPTN/UNOS Policy 3.4.7 (Allocation of Organs During Regional/National Emergency Situations), 3.4.7.1 (Regional/National Transportation Disruption), and 3.4.7.2 (Regional/National Communications Disruption) (OPO Committee). The Health Resources Services Administration (HRSA) has requested the OPTN develop policies for maintaining the organ matching and allocation process during times of regional or national emergencies that compromise telecommunication, transportation, or the function of or access to the OPTN wait list or matching system. OPTN staff drafted the proposed policies for consideration by the OPO Committee.  The policy was approved by the Board of Directors and became effective December 22, 2003, concurrent with public comment. After discussion of this proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.
Proposed Modification to the Criteria for Institutional Membership, OPTN/UNOS By-Laws, Appendix B, Section III (C) (Transplant Programs): Proposed Modifications to Item (15) (Social Support) (Transplant Administrators Committee). The OPTN/UNOS Transplant Administrators Committee proposes a By-law modification that delineates a transplant program’s specific responsibilities in providing psychiatric and social support services (psychosocial services) for transplant candidates, recipients, living donors, and family members.  Individuals trained in psychiatry, psychology or social work may provide these services.  These individuals should be designated members of the transplant team, and work with patients and families in a compassionate and tactful manner in order to facilitate access to and continuity of care.  The Committee noted that the Kidney/Pancreas Committee will be suggesting a change of the proposal’s language from “psychiatric” to “mental health”. After discussion of the proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.

xxiv. Proposed Modification to the Criteria for Institutional Membership, OPTN/UNOS By-Laws, Appendix B, Section III (C) (Transplant Programs): Proposed New Item (20) (Clinical Transplant Pharmacist)  (Transplant Administrators Committee). The OPTN/UNOS Transplant Administrators Committee proposes a change to the OPTN/UNOS By-laws that delineates the specific responsibilities of a clinical transplant pharmacist in an active transplant program.  The goal of the proposal is to provide additional detailed information about the essential care provided by pharmacists and teams led by pharmacists, in an effort to assure that this care remains available to transplant recipients and the transplant team.  It is not the committee’s goal to create a membership requirement on par with the primary physician or surgeon. After discussion of this proposal, the Pediatric Committee determined there were no pediatric issues requiring comment.

4.
Discussion of the OPTN Final Rule Requirements for Organ Allocation Policy Development. 

Board Resolution on OPTN Policy Development, Final Rule, and OPTN Long Range Planning

Cindy Sommers, UNOS reviewed the outcomes of the Fall 2003 strategic planning meeting held in conjunction with HRSA and the Division of Transplantation. The meeting focused on policy development and on improving systems and outcomes through application of quality assurance measures. The meeting included the OPTN/UNOS Executive Committee and OPTN/UNOS Committee Chairs. The strategic planning session resulted in the following resolution:

RESOLVED THAT when making policy recommendations to the Board of Directors regarding organ allocation, committees shall include recommendations specifically addressing the performance goals set forth in the OPTN Final Rule, including performance indicators to measure the achievement of performance goals and transplant center performance. Such performance indicators shall include baseline data evaluating how the policy being addressed is meeting the performance goals, the estimated or desired amount of improvement to be achieved by implementation of the policy as proposed, and the assessment required by the OPTN Final Rule. Committees shall make recommendations to the Board of Directors at its next regularly scheduled meeting regarding such performance goals, performance indicators, and assessments for existing policies regarding organ allocation. In doing so, committees shall take into consideration the deliberations of the strategic planning process of the OPTN.

The OPTN/UNOS Board of Directors approved the resolution at its November 2003 meeting. The Pediatric, Minority Affairs, and Organ Specific Committees will review, as a starting point, the current policies and their associated measures of efficacy. These Committees are being asked to draft language addressing this resolution for the June 2004 Board of Directors meeting. Template language for the resolution was reviewed by the Pediatric Committee at its January 22, 2004 meeting. The Pediatric Committee noted that continuing development of this template could provide an opportunity for the Committee to offer a pediatric perspective regarding performance goals and measures for inclusion in an introduction to current and future policy. The Committee agreed to have representatives from each organ specific field participate in drafting and review of possible template language prior to the May Committee meeting.

Update on and draft language for the Pediatric Committee response to the Board Resolution on OPTN Policy Development, Final Rule, and OPTN Long Range Planning. A working group of the Pediatric Committee met via teleconference on May 11, 2004, to review draft responses to the Board resolution from the organ specific Committees and to develop guidelines for the Pediatric Committee draft response. The Committee reviewed the resulting draft response at its May 21, 2004, meeting [Exhibit G]. The Committee offered several additional recommendations to the response. Dr. Wong suggested noting the need for matching appropriate donors for/to appropriate patients. Dr. Wong noted that the inclusion of this statement may further support broader sharing when justification exists in data or other information.  It was noted by the Committee that including further language on the recurrent issue of small study cohorts in the pediatric patient population may be of benefit in future policy development. The Committee suggested that the language emphasize the need to not allow a small study group (n) to prevent otherwise meaningful policy proposals from being considered. The Committee suggested the inclusion of language addressing the pediatric specific representation present on organ specific Committees and Joint Subcommittees, by design, to include pediatric viewpoints/advocacy in allocation policy development. It was suggested that the various points could be summarized by requiring a form of pediatric and special interest “impact statement.”  Performance measures appropriate to pediatric patients also should be considered.  The Committee reviewed the OPTN/UNOS Executive Committee Planning Report and agreed on the importance of the Board Resolution response document. The Committee discussed whether the document should stand separately or as a part of each organ specific Committee response. Dr. McDonald asked Committee members to forward further suggestions and input to OPTN/UNOS staff.

Status of Kidney and Kidney/Pancreas Allocation Policy Review

Proposal to Prioritize High Scoring High PRA Candidates and Pediatric Candidates Who Surpass their Transplant Goals Ahead of OPTN/UNOS Payback Debts and Credits. At its September 26, 2003 meeting, the Joint Kidney/Pancreas-Pediatric-Minority Affairs Subcommittee resolved to offer a proposal assigning children who have reached their established time goal without a transplant priority ahead of kidney paybacks.  Highly sensitized patients (i.e., PRA > 80%) who otherwise would have priority ahead of children at their time goals to transplant would maintain their existing priority over pediatric candidates who have reached their time goal; these highly sensitized patients would thus also have priority ahead of kidney paybacks. This proposal bases priority in kidney allocation on the biologic disadvantage existent for highly sensitized candidates and children in jeopardy of missing significant growth and cognitive developmental milestones. The proposal received unanimous support from both the Pediatric and Kidney/Pancreas Committees. 

At the January 22, 2004, meeting, the Pediatric Committee reviewed a handout of the policy language to be included in the March 2004 Public Comment document. The proposal will be submitted by the Kidney/Pancreas Committee with Pediatric Committee support as Modifications to OPTN/UNOS Policies 3.5.5 (Payback Requirements) and 3.5.11.5 (Pediatric Kidney Transplant Candidates). 

Report from the Joint Kidney/Pancreas-Pediatric-Minority Affairs-Histocompatibility Subcommittee Meeting, January 13, 2004. Ruth McDonald, MD, Co-Chair of the Joint Subcommittee, presented a summary report and reviewed the issues discussed by the Joint Subcommittee at its January 13, 2004 teleconference. The Joint Subcommittee has expanded due to the merging of two previously existent Subcommittees: the Kidney/Pancreas-Pediatrics-Minority Affairs Subcommittee and the Kidney/Pancreas-Minority Affairs-Histocompatibility Subcommittee. 

Dr. McDonald noted that the Joint Subcommittee unanimously approved a proposal to provide pediatric candidates who are a 0 ABO DR mismatch with the donor an additional 4 points to the 2 points already received for matching; thus, these pediatric candidates would receive a total of 6 points for a 0 DR mismatch.  The proposal would apply to the standard algorithm.  The goal of this proposal is to improve opportunities for a pediatric candidate to receive a well-matched kidney within a reasonable length of time. This proposal addresses the negative impact renal failure and dialysis have on critical growth and development for pediatric candidates.  Dr. McDonald noted that better matching improves outcome and avoids sensitization; these are vital issues for pediatric candidates who may need a lifetime of transplants. This proposal will be distributed for Public Comment in March 2004 with support from both the Kidney/Pancreas Committee and the Pediatric Committee. At its January 20-21, 2004 meeting, the Kidney/Pancreas Committee requested further data analysis of the benefit and impact of assigning pediatric candidates higher priority for DR matching. These data are to be to be reviewed simultaneously with public comment.

Dr. McDonald noted the SRTR final data analysis on Distribution of Waiting Time and Age Points by Age (Adult and Pediatric) for Patients with ABO=O and PRA<80 who were Active on the Waitlist on 3/31/03; this analysis was part of the final SRTR data packet of September 19, 2003 [Exhibit H] reviewed by the Joint Subcommittee.  Tables 4.3 and 4.4 suggest that the number of adult candidates competing with pediatric candidates at the local level varies by OPO. The tables reflect a model in which pediatric candidates, who currently receive a minimum of 3-4 points for assigned pediatric priority, would receive an additional 1-2 points for DR matching. According to this data analysis, there are only approximately 10 OPOs with a substantial number of adults with at least 6 points; for the majority of OPOs, there are few adult candidates competing with 6 or more points. The current proposal supported by the Kidney/Pancreas Committee assigns pediatric candidates 4 additional points for 0 DR matching; pediatric candidates would still receive 1 additional point for 1 DR mismatch. It was noted by the Pediatric Committee that previously reviewed data suggest that the primary benefit with regard to graft survival appears to come from a 0 DR mismatch. Dr. McDonald noted that based on this data, the Histocompatibility members of the Joint Subcommittee recommended placing the weight of additional assigned priority on 0 DR mismatch. The Histocompatibility members of the Joint Subcommittee further suggested that it would be of greater benefit to pediatric candidates to wait longer for a 0 DR mismatch kidney than to be transplanted more quickly with a 1 or 2 DR mismatch.

Dr. McDonald reviewed discussion from the Kidney/Pancreas Committee relating to application of the proposed additional points for pediatric DR matching within the standard allocation algorithm. As approved by the Kidney/Pancreas Committee, the additional points would apply beginning at the level of the common OPO list, with the exception of UNOS Payback Debts and UNOS Payback Credits. It would not be used in assigning priority among zero antigen mismatched patients or patients offered kidneys in satisfaction of kidney payback offers.  The Pediatric Committee, by unanimous vote, joined the Kidney/Pancreas Committee in supporting the proposal to assign an additional 4 points to pediatric candidates for 0 DR mismatch, starting within the standard algorithm at the level of ‘Common OPO list, Highest Scoring High PRA Candidates.’ 
Dr. McDonald further noted that the Joint Subcommittee elected to delay consideration of a proposal to modify points for matching at the A and B loci for pediatric candidates with a 0 DR mismatch.  The intent of the delay is to assess the projected impact of the proposal on minority pediatric candidates by utilizing the Kidney/Pancreas Simulation Allocation Model (KPSAM). Bill Harmon, MD of the SRTR noted that in the overall weighting of matching, it appears that the significant benefit of matching comes from the DR locus. Dr. Harmon also noted that, in studies supporting recent changes to the kidney allocation system, it was the inclusion of prioritized matching at several of the B locus sites that contributed to disparity in allocation for African-American kidney candidates. 

Dr. McDonald reviewed Subcommittee discussion regarding designing a system in which young donors would be prioritized for children.  She noted that the Joint Subcommittee considered a proposal to prioritize adolescent donors to pediatric candidates who have met their time to transplant goals.  These children already receive priority for such organ offers, along with all other organ offers. The proposal for additional assigned pediatric priority for 0 DR mismatching would better direct organ offers based upon matching. Dr. McDonald re-emphasized that the Joint Subcommittee discussed that the most important goal is to help pediatric candidates receive a well-matched kidney relatively rapidly; the proposal to increase points for 0 DR matching addresses this issue. Modeling of an allocation system that assigns preference to pediatric candidates for adolescent donor kidneys with and without regional sharing was tabled by the Joint Subcommittee until KPSAM is available.

The Committee reviewed data presented by Bill Harmon, MD of the SRTR regarding adolescent survival rates. The Committee discussed addressing the issue of divergence in survival rates for adults and adolescents at two years following transplant by evaluating the causes of graft failure for adolescent candidates (11-17 years) with graft failure within or at 2 years post-transplant and the causes of graft failure for adolescent candidates who lose their graft after 2 years post-transplant. This data request is intended to assess issues potentially unique to adolescent candidates, e.g.-relative high rates of noncompliance, clinical issues specific to diagnosis, demographics of the adolescent waitlist.  

Dr. McDonald also raised the issue of the number of older adult donor kidneys currently being offered to pediatric candidates. It was suggested that an upper age limit for offers of adult donor kidneys to pediatric candidates be considered due to concerns that pediatric candidates are being listed for receipt of expanded criteria donor kidneys. In an effort to help physicians make informed decisions regarding kidney offers for their pediatric patients, the Committee requested data analyzing the impact of donor age on graft and patient survival for pediatric candidates. For this analysis, pediatric candidates will be separated into the following age groups: 0-5, 6-10, 11-17 years.  

Dr. McDonald noted that the Joint Subcommittee reconsidered the issue of prospective crossmatch criteria for kidney and pancreas transplant candidates.  Susan Saidman, Ph.D. submitted some discussion points including options for policy changes.  The Joint Subcommittee agreed to adopt guidelines building on a prior Kidney and Pancreas Committee crossmatch proposal and providing less restrictive policy language mandating prospective crossmatching for sensitized candidates; the new proposal language would offer recommended guidelines for defining “sensitized candidates”. The proposal would also require histocompatibility labs to have a joint written policy with their transplant program on crossmatching strategies. Members of a working group of the Joint Subcommittee are developing draft language for the guidelines and distributing them for Joint Subcommittee review.  

Dr. McDonald also reported that members of the Joint Subcommittee discussed the next steps for evaluating the use of cross-reactive antigen groups (CREGs) in kidney allocation.  Some Members felt that the development of a study in the form of a Committee-sponsored alternative allocation system for CREGs is the most pragmatic option.  Such a study would provide for a time limit after which the study could be reviewed and the effect of CREGs determined.  The Joint Subcommittee agreed to allow a small subgroup headed by Steve Takemoto, Ph.D. to develop a proposal for future review by the Joint Subcommittee.

Approved Local Voluntary Study to Assess the Impact of Accruing Waiting Time from the Initiation of Dialysis. Ruth McDonald, MD noted that the OPTN/UNOS Board of Directors approved this proposal as a local voluntary study at the November 2003 Board meeting. The Kidney/Pancreas Committee submitted a proposal in the August Public Comment cycle to modify OPTN/UNOS Policies 3.5.11.1 (The Point System for Standard Donor Kidney Allocation - Time of Waiting) and 3.5.12.1 (The Point System for Expanded Criteria Donor Kidney Allocation - Time of Waiting)  (“Time on Dialysis”) (Kidney/Pancreas Committee). The proposal would have permitted kidney waiting time accrual to commence, for primary transplant candidates, from the time of initiation of chronic maintenance dialysis once listed as an active transplant candidate even if this date precedes the date of listing. For repeat transplant candidates, waiting time would begin accruing from the time of return to chronic maintenance dialysis after graft failure once re-listed even if this time pre-dates the date of re-listing. The intent of the proposal and of the local voluntary study was/is to help address disparities patients may face in gaining access to the waiting list for kidney transplantation. In response to mixed Public Comment and Regional meeting review, the Board agreed that the proposal needed to move forward as a three-year local voluntary study to allow for further assessment of the impact of the proposed modifications on the waitlist. 

Report from the Joint Kidney/Pancreas-Pediatric-Minority Affairs-Histocompatibility Subcommittee Meeting, May 13, 2004 (topics addressed by the Joint Subcommittee are listed below in bold).

Proposed Modifications to OPTN/UNOS Policy 3.5.11.2 (Quality of Antigen Mismatch) (Kidney and Pancreas Transplantation Committee) The Joint Subcommittee reviewed the final data analysis from the SRTR, 5/7/04, evaluating the effect of DR matching on pediatric patient and graft survival and the effect in the pediatric population of prior mismatch level on subsequent sensitization [Exhibit I]. The study cohort for this analysis is comprised of pediatric kidney candidates (<18years) who received their first deceased donor kidney transplant with at least one HLA mismatch during the study period of 3/6/1995 and 6/30/2001, with follow-up for the study extended until 12/31/01. Albin Gritsch, MD and Bill Harmon, MD, SRTR noted that it is difficult to reach a conclusive interpretation of the data due to the small numbers comprising the cohort. The data, as they are, do not show the graft survival advantage in pediatric patients when comparing 1 mismatch and 2 mismatch to 0 mismatch at the A, B, and DR loci that is seen in the entire group (adult and pediatric candidates combined). Ruth McDonald, MD further noted that, though the numbers may be further reduced, it may be of interest to separate out younger pediatric candidates (0-11years) from the adolescent group (12-17years) given the added complications of compliance, etc noted with adolescent recipients. Dr. Harmon noted that, for all kidney recipients (adult and pediatric) combined, there is an approximate 1.25 Relative Risk benefit with DR matching. Dr. Harmon further noted that the question this data analysis intended to address is whether there is a difference in advantage or disadvantage with DR matching, a biological histocompatibility difference, in the pediatric population. The Joint Subcommittee agreed that the small numbers in this study cohort do not allow for conclusive answers regarding this issue.

The Joint Subcommittee agreed that a continuing issue in pediatric kidney transplantation is balancing waiting for a well-matched kidney with the benefit of meeting time to transplant goals in order to prevent growth and development delays. Dr. Gritsch reviewed the SRTR analysis evaluating the effect on the pediatric recipient/candidate population of prior (1st transplant) mismatch level on subsequent sensitization levels.  Susan Saidman, PhD noted that, the PRA data reviewed would not include class II antibody information since UNOS has started only recently to collect this information on the data forms. The Joint Subcommittee agreed that, with only the historical PRA data available for this analysis, DR matching at first transplant would be expected to show no impact upon subsequent sensitization.  Results from this analysis are, therefore, difficult to interpret. Dr. Gritsch noted that in Table 1.2 of the final SRTR data analysis, the +10.6 increase in change in PRA for the category Time Since Failure of 1st Transplant (per year) suggests that the longer pediatric candidates wait from the time of failure of first transplant to the time of listing for 2nd transplant the more the rate of sensitization will increase. Karen Nelson, PhD suggested that during the time interval between transplants, candidates stop immunosuppression therapy/medications. Dr. Nelson further suggested that patients may be responding to tissue remnants (post-nephrectomy) from the first transplant during this time off of immunosuppressants.  It was noted by the Joint Subcommittee that it is difficult to determine from this data whether pediatric candidates become increasingly sensitized the longer they wait for transplant, or if they wait longer for transplant because they are sensitized. 

Dr. Gritsch reviewed the data on race/ethnicity, blood type, and sensitization in Tables 1.2 and 1.3 of the SRTR final analysis, 5/7/04. The Joint Subcommittee noted that the data suggest increased sensitization among black pediatric patients and pediatric patients in blood group B.  Dr. Harmon noted that the increased risk may be attributed to longer waiting times on the transplant list for patients with blood type B; however, this analysis did not include data on time waiting on the list.  Nathan Goodrich, SRTR noted that the small number of patients in the study cohort did not allow for clear interpretation of the analysis results. The Subcommittee noted that race/ethnicity was among the factors adjusted for in the SRTR data analysis. It was further noted by the SRTR that within the adult kidney transplant candidate population there was no apparent difference in change in PRA between blood types. Given that the number of pediatric patients in the cohort with blood type B is small (n=40), Hui-Hsing Wong, MD suggested reviewing the race/ethnicity of the patients in this group. Dr. Wong noted that if all the patients with blood type B in this study were of one race or ethnicity group, it would be difficult to adjust for this factor in the analysis. Dr. Harmon noted that children and adolescents are more than likely not different from adults in histocompatibility of blood type. Dr. Harmon suggested that the results from the analysis may be due to the lack of statistical significance with the small numbers of pediatric patients in the study cohort instead of a statistical trend specific to race or blood type.   

The Joint Subcommittee discussed whether or not the data reviewed offered enough statistical evidence to move forward with the Joint Subcommittee developed public comment proposal to assign four additional points to pediatric kidney candidates based on 0 DR matching. Dr. Harmon noted that the intent of the proposal was to further balance the issue of matching and wait time for pediatric kidney candidates. Currently, pediatric candidates receive less well-matched kidneys.  It is suggested that this is attributable at least in large part to assigned allocation priority at time of listing and then once time-to-transplant goals are surpassed.  The proposal now out for public comment would allow pediatric kidney candidates increased opportunity to receive better-matched kidney offers and maintain time goal priority.  Dr. Harmon noted that, given the small numbers of pediatric kidney candidates, there is currently no significant data to support the proposal based on biological advantage, however, there is also no data to suggest that pediatric candidates differ from adults in receiving benefit from DR matching. The Joint Subcommittee further noted that there may be limited studies on the benefit of DR matching in pediatric kidney candidates given the substantial number of parent living kidney donors. It was noted by the Joint Subcommittee that, in the case of parent living kidney donors, the laboratory protocol for transplant is different than for a deceased kidney donor, thus, there may not be the same data available for living kidney donor transplants. Moreover, previous data has suggested that recipients of living donor kidneys do better than recipients of deceased donor kidneys regardless of matching; therefore, this data may not be applicable to the analysis of the impact of DR matching in pediatric deceased donor kidney recipients. 

Dr. Leichtman discussed whether pediatric kidney candidates would be better served by receiving additional priority for being < 18years and thus improving their access to a greater fraction of all kidney offers or would young children and adolescent candidates be better served by receiving assigned priority points for age and assigned priority points for matching. Dr. Leichtman suggested that as long as currently assigned pediatric priority is maintained, it would only be helpful for pediatric kidney candidates to be assigned additional priority for matching. The Joint Subcommittee agreed, given the discussion above and the 90% approval rate of public comment responses, to support the proposal to assign additional priority points to pediatric candidates for 0 DR matching and present the proposal to the Board of Directors in June 2004. The support of this proposal was unanimous within the Joint Subcommittee with the exception of one individual who was opposed to this proposal moving forward and noted that there were not sufficient data to support the proposal in its presentation to the Board of Directors. Dr. Frank Delmonico further noted that supporting a proposal without sufficient evidence may set a difficult precedent for future policy development. Moreover, using HLA DR mismatch as a factor in allocation for children, could suggest to physicians that they should wait for DR matched organ offers before accepting organs for their pediatric patients.  In the interim, they may miss opportunities for other younger, for example, donor kidney offers that actually are preferable to the DR matched organ offer.  Dr. Gritsch noted that currently, given the small numbers of pediatric candidates, data on the effect of DR matching in pediatric kidney recipient survival and sensitization is not statistically significant, however, given the evidence and logic of DR matching benefit in adults the proposal to assign priority for pediatric matching should go forward.  

There also was discussion regarding the benefit of assigning preference for children for HLA DR matching in light of the data showing no statistical significance upon graft survival, versus assigning a more absolute priority that would at least help address concerns regarding children waiting beyond their time goals to transplant.  Again, there is trade-off between the two goals of improved matching, which may have clinical significance despite lack of statistical significance, and shorter waiting times for children.        

Dr. Takemoto noted that Table 2 in the OPTN data analysis, Pediatric Patients Who Have Surpassed Their Time to Transplant Goals, seems to illustrate the issue of the small percentage of pediatric kidney candidates receiving 0 DR mismatch deceased donor kidneys. Only 7.4% (n=22) of pediatric patients who were transplanted between 1/1/02 and 12/31/03 (Total n=296), and had surpassed their time goals at time of transplant, received a 0 DR mismatch donor kidney. 

The Joint Subcommittee also discussed the possibility of allocating adolescent donor kidneys preferentially to pediatric kidney candidates. Table 2.2 in the SRTR Final Data Analysis, 5/7/04, suggests that pediatric deceased donor kidney recipients have the best survival rate when transplanted with an adolescent donor kidney although the improvement is not statistically significant. Dr. McDonald suggested that pediatric candidates be prioritized for 0 DR matching and adolescent donors. Dr. Wong requested, for the next Joint Subcommittee meeting, the review of data on the number of times pediatric kidney candidates appeared on the match run but did not receive a 0 mismatch offer because an adult kidney candidate had greater priority for and accepted the offer. Dr. Delmonico also requested that an analysis of the number of times pediatric candidates bypassed an adult 0 mismatch candidate on a match run list be added to the above requested OPTN descriptive data analysis; the analysis will look at the trends in this data from the past five years. 

Dr. McDonald suggested moving forward with the current proposal assigning four additional points to pediatric kidney candidates for 0 DR matching and, in addition, assign priority to pediatric kidney candidates for adolescent and young adult donor kidney offers. Dr. McDonald recommended that the proposal for additional assignment of priority to pediatric candidates for pediatric donor kidney be put forth separately in the August 2004 public comment cycle and that the current proposal regarding DR matching move forward to be presented to the Board of Directors at the June 2004 meeting. The SRTR Final Analysis of 5/7/04 included a graph following Table 3.3 that further illustrates that 11-17year old deceased donor kidneys offer pediatric candidates the best graft survival rate. Dr. Wong suggested breaking out the age group of 18-34 years to see if younger adult donor kidneys offer the same survival benefit to pediatric candidates as adolescent donor kidneys. Dr. Leichtman requested the OPTN to prepare and distribute to the Joint Subcommittee a histogram of deciles of donors by age for further discussion of definition of ‘ideal’ donor for pediatric kidney candidates. Dr. Harmon noted that the risk of donors over 35years compared with under 35years for pediatric recipients is approximately 1.24 RR benefit for the pediatric candidate to receive an 18-34year old deceased donor kidney as compared with a 35-49 year old deceased donor kidney. Dr. Harmon noted that this is the same benefit conferred, based on adult and pediatric (combined) recipient data, from a 0 DR mismatch compared with a 2 DR mismatch. Dr. McDonald and Dr. Leichtman recommended increasing priority for 0 DR mismatch offers to pediatric kidney candidates beginning at the local level.

As noted earlier in this report in discussing policy proposals currently issued for public comment (see 3.vi), additional discussion of the available data, as well as alternative protocols to more completely address needs of pediatric kidney patients, has taken place subsequent to the Joint Subcommittee meeting.  As a result, a more comprehensive approach to prioritizing children for donor kidney offers best suited to pediatric patients is being developed.  It is anticipated that this will include focus on donor age less than or equal to 35 years, degree of HLA DR mismatch, expanded distribution area, and other factors as deemed appropriate.  

Maureen McBride, PhD, OPTN reviewed the data analysis, Pediatric Patients Who Have Surpassed Their Time to Transplant Goal, with the Joint Subcommittee [Exhibit J].  Table 1 of the analysis shows the characteristics of pediatric candidates who have surpassed their time to transplant goals and were still waiting for a kidney transplant on April 30, 2004.  Dr. McBride outlined several of the results of the analysis including:

· With the exceptions of Regions 6 and 8, there are candidates in each age group who have surpassed their goals currently waiting  for transplant.  The majority of the patients are in Region 5 (CA, NV, AZ, UT), the region with the largest waiting list.

· The majority of the patients are blood type O.  Specifically, 55% of the 0-5 year old candidates, 59% of the candidates aged 6-10, and 55% of the 11-17 year old candidates are blood type O.

· Over two-thirds of the youngest pediatric candidates are not sensitized (Peak and Current PRA 0-19%).  However, among the adolescent candidates, 28% have a Peak PRA > 80%, and 19% have a current PRA > 80%.

· Twenty percent of the candidates aged 0-5 have had a previous transplant, compared with 32% of the candidates aged 6-10, and 46% of the 11-17 year old candidates who have surpassed their goals.

· Fewer than 40% of the candidates who surpassed their goals are white.  Eighteen percent of the 0-5 year old candidates are Black and 25% are Hispanic.  Among the 6-10 year old candidates, 26% are Black and 30% are Hispanic.  Finally, among the adolescents, 35% are Black and 20% are Hispanic.

· Overall, 30 patients currently waiting have not received any offers.  Most have received 1-10 offers.  Over 20% of the adolescent candidates have received more than 40 offers.

The Joint Subcommittee noted that the Pediatric Committee has previously reviewed reasons/turndown codes for deceased donor kidney offers to pediatric candidates. Approximately one-third of the offers were turned down for donor quality, other turndown reasons included issues of size/weight. The Joint Subcommittee requested a histogram of turndown reasons, a descriptive analysis of number of offers and reasons for declining offers by OPO/Transplant Center/Region, and a comparative analysis of race/ethnicity of pediatric kidney candidates who have surpassed their time goals and race/ethnicity of the total waitlist. Dr. Leichtman recommended reconvening the Joint Subcommittee after the May Committee meetings but prior to the June 2004 Board of Directors meeting in order to review the data analyses requested.

Proposed Modifications to OPTN/UNOS Policies 3.5.5 (Payback Requirements) and 3.5.11.5.1 (Pediatric Kidney Transplant Candidates Not Transplanted within Time Goals) (Kidney and Pancreas Transplantation Committee). The Joint Subcommittee reviewed the second proposal submitted for the March 2004 public comment cycle. The proposed modifications would elevate the priority at the local level of organ distribution assigned to high scoring high panel reactive antibody (PRA) candidates and pediatric candidates who surpassed their transplant goals ahead of payback debts and credits.  This proposal is supported by medical criteria justifying priority in allocation to highly sensitized patients and children versus no similar medical justification for payback offers specific to the patient group receiving the priority.  The intent is to provide better opportunities for transplant for pediatric candidates who surpass their transplant goals as well as high PRA candidates who would rank ahead of these children but for the pediatric preference.  This proposal, received 100% support from the public comment responses received.  

Predicting Candidates Most Likely to Receive Zero Antigen Mismatched Kidney Offers. Lee-Ann Baxter-Lowe from UCSF presented an abstract at the 2003 ATC meeting describing a program developed to predict which patients would most likely receive a 0 mismatch kidney offer. Susan Saidman, PhD discussed the subsequent presentation of the abstract to the OPTN/UNOS Histocompatibility Committee. The Joint Subcommittee noted that this predictive process may be useful as a tool for patient management but not as a factor in allocation or policy development. The model has been tested against a relatively small patient population.  Ms. Baxter-Lowe would like now to use UNOS data to further test results of the UCSF model. The Joint Subcommittee noted that approximately 75% of 0 mismatch offers occur within 12-18months of listing. In light of this percentage, it is even more difficult to understand why so few pediatric kidney candidates are receiving 0 mismatch transplants and if there are improvements in allocation priority that can be made at the local level to increase offers of well matched kidneys to pediatric candidates. It was noted by the Joint Subcommittee that regional and local differences in donor populations would also play a role in predicting which candidates would be most likely to receive 0 antigen mismatch kidney offers. The Joint Subcommittee agreed to follow up with Lee Ann Baxter-Lowe as to her availability to speak at the next meeting [Exhibit K].

KPSAM Pending Data Requests. The Joint Subcommittee reviewed the pending KPSAM data requests and agreed to add prioritization of these requests as an agenda item at the next Joint Subcommittee meeting. The KPSAM pending data requests to date are as follows:

a. Estimate the Time to First Offer of a Zero DR MM Kidney to Pediatric Candidates in Short, Medium, and Long Waiting Time DSAs. Stratify the Report by Age Group (0-5, 6-10, 11-17 years). Rules to be Tested: Award 2, 4, or 6 Points for a Zero DR MM. Keep and Eliminate the Current Pediatric Listing Points. (January 2004 request)

b. Determine the Effect that Regional Sharing for Adolescent Donor Kidneys Would Have on a System that gave Preference to Pediatric Patients for Adolescent Donor Kidneys. (January 2004 request)

c. Analyze the Effect on Pediatric Patients (number of recipients and quality of match) of an Allocation Algorithm that, Following 0 Mismatch, Allocated 0 DR MM Kidneys to Pediatric Patients First. (October 2003 request)

d. Determine the Effect that Increasing the Number of Points Pediatric Patients Receive for DR Matching would have on the Number of Pediatric Patients Transplanted and the Quality of Match that the Pediatric Patient Receives. Also, What Number of Points (for 0 DRMM, 1 DR MM) Would be Needed to Effect the Percent of Pediatric Patients who would Receive a Transplant Keeping in Mind the Possibility of the Change in Waiting Time Based on Dialysis Date. (October 2003 request)

e. Determine the Effect on Minority Children of a Policy that, for Pediatric Patients who are 0 DR mismatch, Gives Extra Points to these Pediatric Patients for A and B Matching. (October 2003 request)

f. Model DR matching point assignment for all kidney candidates on the waitlist.

Report from the CREG Working Group of Joint Kidney/Pancreas-Pediatric-Minority Affairs-Histocompatibility Subcommittee, May 13, 2004 meeting, summarized by Steve Takemoto, MD, Chair of the Working Group. Participants of the CREG Alternative System sub-committee conference call agreed that the recent deceased donor kidney allocation policy change to eliminate points for B-locus matching incorporates one of the original goals of the CREG alternative allocation system, and that is to increase access to transplantation for minority candidates and those with uncommon HLA antigens. There was general consensus that it is premature to propose a new CREG alternative system because outcomes associated with the policy change are not yet fully known. It was suggested that a year of follow-up might be necessary for a more comprehensive evaluation of the data, including outcomes. It was proposed that the subcommittee design studies to develop preliminary data for a future alternative system proposal. Below is a framework for the initial analyses. 

In a recent multivariate analysis completed by the SRTR, no benefit for avoiding mismatches of the 9 CREGs initially used for the UNOS variance (0-CREG 0-DR mismatch) could be demonstrated over avoiding DR mismatches alone. The subcommittee generally agreed that before a new CREG alternative system could be proposed, there must be solid evidence that CREG matching improves graft outcome. Dr. Takemoto presented data suggesting more complex models that included 18 or 36 CREGs may result in improved graft outcome. There is also emerging evidence that CREGs based on amino acid triplets, as proposed by Dr. Duquesnoy, may have increased clinical relevance. One task of this subcommittee will be to elucidate the CREGs to be used in the future model.

Another recent analysis from the SRTR suggests patients with “advantaged” antigens; that is, antigens that were more common among historic donors compared to waiting list patients, had a higher probability of receiving a 0 A, B, DR mismatched transplant compared to those with “disadvantaged” antigens, i.e., those that were less common among donors than candidates.

In the previous CREG allocation study, the majority of 0 CREG, 0 DR mismatched transplants occurred in larger OPOs. One focus of the future alternative system could be to define minimal sharing units for adopting the system. The percentage of patients receiving a 0 DR mismatched transplant is expected to increase with larger sharing areas (e.g. with at least 2000 renal transplant candidates). We might also want to examine whether this expansion in the sharing area will increase transplantation of sensitized patients, and/or the availability of 0 DR mismatched transplants for pediatric candidates.

Proposals to be modeled with KPSAM:

1. Should patients with “advantaged” A and B locus antigens have decreased access to DR matching points to increase their dwell time and therefore the probability of receiving a 0 A, B, DR mismatched transplant (i.e. when there are multiple 0 DR mismatched candidates identified for a donor)?

2. Should patients with “disadvantaged” DR antigens be given increased priority for 0 DR mismatched transplants (i.e., to equalize median time to transplantation)? 

3. What measure of phenotype diversity should be used to assess whether a candidate is phenotypically disadvantaged?

4. Should priority be given for 0 A,B CREG mismatched candidates over non-0 A,B CREG mismatched candidates within the 0-DR mismatched group?

5. Should the variance be implemented only in broader geographic areas?

Status of Liver and Intestinal Organ Allocation Policy Review

Report from the Joint Pediatric–Liver/Intestine Subcommittee Meeting, January 14, 2004. Jorge Reyes, MD reviewed the materials and agenda discussed at the Joint Subcommittee. Dr. Reyes noted that the Joint Subcommittee discussed the December 2003 MELD/PELD Consensus Conference and reached agreement that, at present, there is not enough data to implement minimal listing criteria for pediatric candidates. The Subcommittee agreed to continue to review pediatric mortality on the waitlist and corresponding PELD scoring. 

Dr. Reyes summarized data reviewed by the Joint Subcommittee suggesting a high variability both intra-regionally and inter-regionally regarding pediatric Status 1 listing practice and percent of pediatric candidates transplanted at Status 1. Dr. Reyes noted that the Joint Subcommittee agreed that a redefinition of Status 1 should focus on maintaining Status 1 classification for fulminant liver disease patients and limiting Status 1 criteria for pediatric candidates with chronic liver disease to include only patients with truly urgent need of transplant. The Subcommittee agreed that stricter Status 1 guidelines should be based on objective measurable criteria. Sue McDiarmid, MD noted that the largest groups of pediatric liver candidates being transplanted appear to be candidates listed at Status 1 and candidates with a PELD score <10. This disparity in recipient score/status grouping reinforces the benefit of re-evaluation of current Status 1 listing practice. 

Dr. McDiarmid noted that the graph “Log Crude Rate of Waitlist Death: MELD vs. PELD (non-exceptions)” included with the slides prepared by the SRTR for the Subcommittee illustrates a plateau of waitlist deaths at a PELD of approximately 27 [Exhibit L]. Dr. McDiarmid noted that this plateau could be due to some regions listing pediatric candidates with higher PELD scores (greater than 25 or 27) as Status 1. Dr. McDiarmid noted that broader sharing for pediatric candidates, together with the redefinition of Status 1 listing practice, may help improve opportunity for transplant for pediatric liver candidates.  Broader sharing could offer improved opportunity for the sickest pediatric liver candidates to be transplanted and to increase access to size appropriate organs for pediatric candidates.

The Subcommittee reviewed data prepared by Nathan Goodrich of the SRTR regarding modeling the effect of regional sharing for pediatric donor livers to pediatric candidates. The regional sharing model analysis suggests that regional sharing would increase the number of pediatric liver transplants. The Subcommittee agreed that broader sharing guidelines for pediatric donors to pediatric candidates offers the best opportunity to increase pediatric liver candidates’ access to size appropriate organs.  Dr. Reyes and Dr. McDiarmid noted that increasing the number of pediatric donor livers offered to pediatric candidates may also increase and encourage split liver transplantation. The Subcommittee requested that the SRTR repeat the Liver Simulation Allocation Model (LSAM) analysis to model the impact of pediatric donor liver regional sharing on split liver transplantation.

The Joint Subcommittee also discussed setting the PELD threshold for regional sharing at a PELD score of 10 up to 20. Several of the Pediatric Committee members recommended setting the threshold at PELD > 10. The Pediatric Committee members of the Joint Subcommittee noted that setting the threshold at PELD > 10 addresses both growth and development concerns as well as waitlist mortality; it was noted that, based on data presented by the SRTR, pediatric candidates appear to have a higher waitlist mortality at PELD < 18 than adult candidates at MELD < 18. The Subcommittee also recognized that a pediatric liver candidate with a PELD score of 10 presents differently than an adult liver candidate with a MELD score of 10. There still remains ongoing debate as to how completely PELD reflects the acuity of illness for pediatric liver candidates. The issue of setting the PELD threshold at 10 or 20 was deferred to full Committee (Pediatric and Liver/Intestine) discussion. 

The Pediatric Committee noted that previous data presented by the SRTR and reviewed by the Committee suggested that the particular PELD threshold (10, 20, etc) used is not very important in increasing pediatric liver transplantation. Instead, the data suggests that regional sharing is the most important factor in increasing access and opportunity for transplantation for pediatric liver candidates. It was noted by the Committee that current data suggests that there is no survival benefit in the aggregate for transplanting pediatric recipients at a PELD score of 10. The Committee acknowledged that there are currently two main concentrations of pediatric liver candidates receiving a transplant: pediatric candidates at Status 1, and pediatric candidates with a PELD score < 10.  The Committee noted that it was important to set the regional sharing threshold at a level that does not advantage less sick pediatric liver candidates over very sick adult liver candidates.  It was further noted that the threshold should reflect a reasonable point of medical urgency for pediatric candidates. 

The Committee further discussed balancing the need for size appropriate organs for pediatric candidates with relative medical urgency. Dr. Harmon of the SRTR reviewed data on the “Distribution of Pediatric Livers going to Pediatric Patients with Different Thresholds of Risk: Using LSAM for 4/1/02-9/30/02”, final analysis from January 9, 2004 [Exhibit M]. The data was broken down by PELD threshold 10 or 20 and by regional sharing model, Regional-Regional (first offered to pediatric candidates above a set PELD threshold on a regional basis, then regionally to adult candidates above the set threshold, then to pediatric candidates regionally below threshold, then to adult candidates regionally below threshold) or Regional-Local (offers first to pediatric candidates above a specified threshold within a given region, then to adult candidates above the 50% MELD mortality threshold within a given local area, then to pediatric candidates below a set PELD threshold on a regional basis, then to adult candidates above the 50% MELD mortality threshold regionally, then to adult candidates locally below the 50% MELD mortality threshold, then to adult candidates regionally below the 50% MELD mortality threshold.) Within this study timeframe, the current liver allocation system would allow for 161 pediatric transplants, the Regional-Regional allocation system model yields 182 transplants at a PELD threshold of 20 and 183 at a PELD threshold of 10, and the Regional-Local allocation model results in 190 pediatric transplants at a PELD threshold of 20 and 187 at a PELD threshold of 10. Pediatric waitlist and post-transplant mortality appeared fairly constant under either regional sharing system model. Adult waitlist and post-transplant mortality appeared to increase slightly under the Regional-Local system versus the current system or the Regional-Regional system. The Joint Subcommittee was in favor of using the Regional–Local System. The Committee suggested the recommendation of using the Regional-Local model for pediatric allocation sharing and setting the sharing threshold at a PELD score of 10.

Dr. Reyes also reviewed Subcommittee discussion regarding adolescent candidates using the MELD scoring system. The Subcommittee agreed that adolescents would benefit from using MELD score calculation in terms of the score itself. It was noted that with specific components for growth failure and albumin levels, the PELD scoring system may be weighted more toward younger pediatric candidates. The Subcommittee discussed the benefit to adolescents of a higher calculated score while maintaining other pediatric priorities. In the data prepared by the SRTR for the Joint Subcommittee, the calculated MELD score for approximately 150 adolescent liver candidates was higher than the calculated PELD score for all of the candidates except 3 [Exhibit L]. The Subcommittee agreed to maintain the pediatric re-certification schedule for adolescent liver candidates and reviewed distributed draft language to incorporate the proposal into policy text.

The proposals approved by the Subcommittee for review by the Pediatric Committee and the Liver Committee are as follows.  Please note that the first two recommendations below are intended to be proposed in combination.

· Regional (“Regional-Local”) sharing of pediatric donor livers to pediatric candidates at or above a calculated PELD score threshold to be determined by the full Committees; the Pediatric Committee approved a threshold of >/= 10

· Redefinition of Status 1 for pediatric liver candidates to address concerns of subjectivity and overly broad application to chronic patients; the Pediatric Committee considered a draft proposal and recommended that the definition of Status 1 for adult liver candidates also be reviewed for consistency

· Adolescent liver candidates to use MELD system with existing assigned pediatric priority (including, for example, pediatric priority for pediatric donor liver allocation); the Pediatric Committee supported this proposal

· For implementation of the new MELD mortality risk curve in computing MELD scores, use Lab MELD versus Lab MELD plus exception scores; the Pediatric Committee determined that this proposal would be best addressed by the Liver/Intestine Committee

At the January 2004 Joint Subcommittee meeting, Doug Heiney of UNOS reviewed the November 2003 OPTN/UNOS Board of Directors meeting resolution to approve the implementation of the updated MELD mortality risk curves and to defer implementation of the updated PELD mortality risk curves. He noted that there is a potential impact to pediatric liver candidates in this resolution. Prior to the November 2003 Board meeting, the Executive Committee of the Board of Directors voted to defer implementation for both MELD and PELD updated curves until further review by the Joint Pediatric-Liver Subcommittee and the MELD/PELD Consensus Conference scheduled for December 2003. The implementation of the updated MELD curve lowers the 50% MELD threshold from 33 to 30, thus placing an increased number of adult liver candidates ahead of pediatric liver candidates in the allocation system. The Subcommittee noted that with the recommended proposal of regional sharing for pediatric donors to pediatric candidates above an assigned PELD threshold, the MELD 50% mortality threshold change may not significantly impact pediatric liver candidates. The issue was raised that there be may be a time gap between implementation of the new MELD curve and the approval and subsequent implementation of a new pediatric sharing proposal. The Subcommittee further noted the difficulty in addressing the Board resolution; if the updated PELD curves were implemented, the disparity between MELD and PELD 50% mortality thresholds would increase. The Subcommittee agreed that the best means of addressing the issue would be to move the pediatric liver allocation system away from the use of the 50% mortality threshold and toward regional sharing above an assigned PELD threshold of 10 up to 20. Hui-Hsing Wong, MD, JD suggested that the implementation of the updated MELD curve was intended to apply to MELD lab scores only, not exceptions. Rob McTier, UNOS noted that at present the implementation is extended to lab scores and exceptions. As noted above, the Subcommittee suggested that a recommendation be made to the Board to apply the updated MELD curve to lab scores only in order to minimize potential disadvantage to pediatric liver candidates. Jack Lake, MD noted that he believed the Liver/Intestine Committee would support this recommendation. 

SRTR Update Regarding Pediatric Status 1Mortality. The SRTR updated the Pediatric Committee on issues raised by the Joint Pediatric-Liver/Intestine Subcommittee at its January 14, 2004 meeting. The Joint Subcommittee expressed concern regarding the data analysis of mortality of pediatric chronic liver disease candidates listed as Status 1. In response to the Joint Subcommittee’s concerns, 
the SRTR re-examined its initial analysis with respect to deaths reported for pediatric patients at Status 1 with chronic liver disease. The Subcommittee noted during the conference call that the Status 1 designation in the pediatric population is more heterogeneous than Status 1 designation in the adult population. The SRTR noted that, due to this heterogeneity, separating out subpopulations proved more difficult in the initial data review.


The SRTR redefined the pediatric Status 1 subgroups with the following changes to the initial data analysis reviewed by the Joint Subcommittee:

· The number of deaths in the fulminant group has changed from 18 to 3 (Net -15)

· The number of deaths in the PNF/HAT group has changed from 9 to 2 (Net -7)

· The number of deaths in the chronic patients has changed from 0 to 22 (Net +22)

At the January 22, 2004 meeting, Jorge Reyes, MD reviewed the Joint Subcommittee’s concerns and the above data changes to mortality among diagnosis subgroups listed at Status 1. The SRTR updated the analyses requested by the Joint Subcommittee and presented the updated data to the full Pediatric Committee [Exhibit N].  

Discussion and Draft Language for Pediatric Status 1 Re-definition, Sue McDiarmid, MD. Sue McDiarmid, MD joined the Committee by conference call to review suggested changes to pediatric Status 1 criteria developed at the recommendation of the Joint Pediatric-Liver/Intestine Committee. Dr. McDiarmid drafted this language for discussion at the full Pediatric Committee and for part of the submission from Region 5 for a modification to the region’s alternative system for liver allocation. The draft language was distributed and reviewed at the Committee meeting. 

Dr. McDiarmid noted that part of the impetus for redefining Status 1 is the occurrence within some regions of an unusually elevated number of pediatric candidates being transplanted at Status 1.  Dr. McDiarmid believes that this has caused increasing difficulty for pediatric candidates with a relatively high PELD score (e.g.- >25) to be transplanted. Dr. McDiarmid noted that she believes the PELD curve plateaus at a score of approximately 25 due to the high number of pediatric candidates at or above this score being listed as Status 1. Dr. McDiarmid noted that the next most common group of pediatric candidates being transplanted at present are pediatric candidates with a PELD score < 10. Dr. McDiarmid believes that this anomaly is due to current Status 1 listing practices and is best addressed by reviewing the criteria for listing pediatric candidates as Status 1. 

Dr. McDiarmid reviewed her suggestions for changes in Status 1 listing criteria, current OPTN/UNOS Policy 3.6.4.2, with the Committee.  She noted that one of her objectives in redefining Status 1 is to ensure that criteria are clear and objectively measurable (e.g.- laboratory results, clinical events). Dr. McDiarmid outlined four allowable diagnosis groups for Status 1 listing: pediatric candidates with fulminant liver failure, primary non-function (PNF), hepatic artery thrombosis (HAT), and chronic liver disease. Draft language for OPTN/UNOS Policy 3.6.4.2 outlined the suggested changes for Status 1 listing criteria by each diagnosis group [Exhibit O]. The Pediatric Committee offered further recommendations for Status 1 redefinition. The Committee agreed that criteria for Status 1 listing for this group required redefinition to ensure that Status 1 is being used only for candidates in urgent need of transplant.

For pediatric liver candidates, the Committee discussed setting the Glasgow coma score, where applicable in the Status 1 guidelines, at 10 instead of 8, as initially suggested by Dr. McDiarmid. Dr. McDiarmid noted that she believed 10 would be a better measure of encephalopathy. Committee members agreed generally that the Glasgow Coma score is objective and a good predictor of disease severity.  Jorge Reyes, MD questioned the exclusion of bilirubin measure for pediatric liver candidates. Dr. McDiarmid noted that including bilirubin with Status 1 listing criteria may exclude pediatric candidates with fulminant liver disease who present without elevated bilirubin levels. The Committee suggested listing bilirubin levels as an ‘or’ option for Status 1 listing with INR ( 3.0 and Glasgow coma score ( 10. The Committee deferred including bilirubin as one of the measures for fulminant liver disease Status 1 listing criteria at this time. It was suggested that the Committee consider how changes to pediatric Status 1 listing practice without accompanying changes to adult Status 1 listing criteria would impact pediatric candidates. The Pediatric Committee recommended that the definition of Status 1 for adult liver candidates also be reviewed for consistency. 

Dr. McDiarmid noted that it was her understanding that the Liver/Intestine Committee intended to begin to address Status 1 listing criteria for adult candidates with fulminant liver disease, PNF, and HAT at the February meeting. Jorge Reyes, MD suggested maintaining acute decompensated Wilson’s disease as a pediatric Status 1 listing criteria in order to match the current adult Status 1 listing criteria to prevent pediatric disadvantage in current Status 1 listing. Dr. McDiarmid suggested the criteria for listing a pediatric candidate with decompensated Wilson’s disease as Status 1 mirror the criteria for pediatric candidates with either fulminant liver disease or chronic liver disease but that retaining it as a separate category is reasonable as well. Additional criteria suggested by Dr. McDiarmid for PNF and hepatic artery thrombosis (HAT) include meeting two of the following: ALT ( 2000, INR ( 3.0, or total bilirubin ( 10 mg/dl. This level of detail for HAT was thought to be premature at this time and the Committee, therefore, suggested striking it as applied to HAT.  The Committee further discussed developing a clear quantifiable definition for point at which a pediatric liver patient requires dialysis, CVVH, or CVVD.  The Committee noted that the language should reflect the importance of managing fluid balance and preventing pulmonary edema.

Dr. McDiarmid focused additional discussion on refinement of the definition of Status 1 pediatric candidates with chronic liver disease. Dr. McDiarmid’s proposed policy language states that “pediatric patients with chronic liver disease and in the ICU can be listed at Status 1 if one of the following criteria is met: (1) on a mechanical ventilator, (2) have a PELD score  > 25 and gastrointestinal bleeding requiring at least 30cc/kg of red blood cell replacement within the previous 24 hours, (3) have a PELD score of > 25 and renal failure requiring dialysis, CVVH, or CVVD, or (4) have a PELD ( 25 and a Glasgow Coma score ( 10.” It was noted that a pediatric candidate with chronic liver disease with a PELD score of 25 or greater may present as more medically urgent than an adult with a similar MELD score. The Committee further noted that pediatric candidates with PELD scores at 20 and greater are children presenting with significant illness and frequent need of medical attention. The Committee noted that lowering the minimum PELD score for pediatric candidates with chronic liver disease to be listed at Status 1 may be indicated.  Bill Harmon of the SRTR presented data to the Committee outlining mortality risk on the waitlist by PELD and MELD score [Exhibit N]. The data suggests that the risk of dying is greater for pediatric candidates with PELD scores < 18 than for adult candidates with MELD scores < 18. Conversely, adult candidates with MELD score > 28 have a higher mortality risk than do pediatric candidates with PELD scores > 28. Dr. Harmon noted that lower PELD scores are, thus, associated with greater risk than lower MELD scores. The suggested score of PELD > 25 as a marker for Status 1 listing for pediatric liver candidates falls in the middle of predictive mortality for PELD.  It was noted that the data presented by Dr. Harmon did not include the correct number of pediatric candidates with chronic liver disease listed at Status 1. As outlined above, the SRTR corrected the number of deaths among pediatric candidates with chronic liver disease from 0 to 22. The Committee noted that including this identified increase in the number of deaths among Status 1 pediatric candidates with chronic liver disease in the mortality risk data analysis may impact the mortality risk reported by PELD scores. It was noted by the Committee that the median Lab PELD score = 21 for Status 1 pediatric candidates with chronic liver disease. Dr. Harmon stated that the SRTR will run this analysis again to include the updated data. The Committee discussed the possibility that the updated data analysis and mortality risk curve may give weight to lowering the suggested required PELD score (currently suggested to be PELD > 25) for Status 1 listing of pediatric candidates with chronic liver disease.  The Pediatric Committee will continue to review this factor.  The Pediatric Committee also discussed the need to define/measure the point of renal failure requiring dialysis in the policy text; the intent of defining “point of renal failure requiring dialysis” would be to allow for Status 1 listing to immediately precede actual dialysis start.  Suggestions will be circulated among Members following the meeting for possible incorporation into the proposal.   

Update on the December 8, 2003 MELD/PELD Minimum Listing Consensus Conference, Washington D.C., Rich Freeman, MD. Rich Freeman, MD of the OPTN/UNOS Liver-Intestine Committee joined the Pediatric Committee by phone to review the outcomes of the December 2003 Consensus Conference. The Consensus Conference was convened to evaluate the efficacy and operation of the MELD and PELD systems to date. Dr. Freeman noted that the December Conference was structured around committees focusing on data evaluating the following four topics: De-listing Criteria, Variables Not Currently Included in the MELD/PELD System, Minimum Listing Criteria, Use of Additional Factors to Consider in Liver Allocation—e.g., Post-transplant Survival. Dr. Freeman noted that he believed the Minimum Listing Criteria discussions would be the topic of most interest to the Pediatric Committee. 

Dr. Freeman noted that the SRTR presented data at the conference addressing Minimum Listing Criteria and the evaluation of the benefit of transplant for pediatric and adult liver candidates. Dr. Freeman noted that the pediatric data suggested trends, but not statistical significance; the lack of statistical significance may be due in large part to the small numbers of pediatric candidates/recipients in the study cohort. Based on the data reviewed and the lack of statistically significant results, the conference committee agreed that it would be premature to implement a minimum PELD score listing criterion for pediatric liver candidates. Dr. Freeman noted that the Liver Committee planned to discuss possible adjustments to the 50% PELD mortality risk allocation threshold at its February meeting. Dr. Freeman noted that, based on current PELD score distribution, it seems unlikely that pediatric candidates will meet the current PELD score 50% mortality risk allocation threshold.  He further noted that the conference attendees and the Liver Committee acknowledge that the issue of redefining Status 1 is crucial in improving the allocation system with regard to pediatric candidates. 

Update on the Cause of Death Data Collected on Pediatric Liver Patients Who Died on the Waiting List (OPTN). John Rosendale of the OPTN reviewed initial data from the Pediatric Liver Candidate Cause of Death on the Waitlist survey. Completed data forms were received from 50 of the 51 centers surveyed. According to the data collected, the most frequently cited cause of death on the isolated liver waitlist, 26%, was multiple organ system failure. Previously, Committee members noted that this data may be particularly helpful to assess waitlist cause of death among candidates with a relatively low PELD score. For candidates with relatively low PELD scores, the data show the following causes of death: multiple organ system failure, hemorrhage, infection and malignancy. 

Based on the initial data review, the Pediatric Committee requested further data analyses updating the data to include the time from listing until death for the different causes of death and listing the data in three groups: 1) candidates awaiting a liver alone, 2) candidates awaiting a liver and an intestine alone, 3) candidates awaiting a liver regardless of whether or not they are awaiting any other organ. As of December 3, 2003, UNOS is collecting candidate waitlist cause of death information prospectively.

Report from the Joint Pediatric-Liver/Intestine Subcommittee Meeting, May 17, 2004. The Joint Subcommittee reviewed SRTR data analyses evaluating PELD scores for chronic Status 1 pediatric candidates and waitlist mortality risk by PELD score and diagnosis group [Exhibit P].  The study cohort for this group includes pediatric candidates added to the liver waitlist between 2/27/02 and 6/30/03 with follow up extending to 9/30/03.  Bob Merion, SRTR reviewed the analyses for the Joint Subcommittee. The data suggest that the inclusion of Status 1 chronic liver disease candidates in Lab PELD score categories increases the number of deaths on the waitlist in this cohort by 10 (from 63 to 73). The category showing the largest increase in death rate with the inclusion of Status 1 chronic liver disease patients is the PELD > 35 category. With the inclusion of Status 1 chronic liver disease patients, the number of deaths in the PELD > 35 category increases by 5 and the death rate (per patient year) increases from 0.67 to 0.97. The Joint Subcommittee noted that the data suggest that the death rate per patient year on the waitlist remains approximately the same with or without the inclusion of chronic Status 1 pediatric candidates in the cohort for all Lab PELD scores except Lab PELD score > 35.  

Dr. Merion reviewed Table 1.3 in the SRTR Final Analysis, 5/7/04 and outlined the difference in mortality risk for Status 1 diagnosis groupings and exception cases. The data suggest that pediatric liver candidates in the PNF/HAT diagnosis group have a substantially greater mortality risk on the waitlist than other pediatric candidates with different Status 1 or exception case diagnoses. According to the data, pediatric Status 1 candidates with fulminant liver disease have the next highest waitlist mortality risk. The data further suggests that waitlist mortality risk is relatively low for exception cases. The Joint Subcommittee noted that, based on this data, Status 1 listing for exception candidates should be further evaluated and exception diagnoses further differentiated. Figure 1.2 below illustrates the waitlist mortality risk for pediatric Status 1 and exception candidates.

[Insert Table 1.3, Number of patient days, deaths, and death rates for status 1 and exception patients]

[Insert Figure 1.2, Waitlist death rates for status 1 and exceptions]

Dr. Merion noted that these data support prior discussion in the Pediatric and Liver Committees regarding the utility of one all inclusive pediatric Status 1 category; prior discussions have noted that the current Status 1 system may no longer be best serving pediatric Status 1 liver candidates. It was noted by the Joint Subcommittee that the Status 1 pediatric category currently encompasses patients with widely divergent waitlist mortality risk.  The Joint Subcommittee discussed the possibility of categorizing/ranking pediatric Status 1 classification by diagnosis. Sue McDiarmid, MD noted that the Liver Committee, at the January 2003 meeting, supported the then newly proposed redefinition of Status 1 for pediatric candidates. Dr. McDiarmid also noted that while the newly proposed Status 1 redefinition for pediatric candidates with chronic liver disease may be appropriately strict in classification, the strict redefinition for pediatric candidates with fulminant liver disease may not be appropriate or to the best service of the patient. Jack Lake, MD proposed that the Joint Subcommittee put forth a recommendation that Status 1 be divided into Status 1A, including pediatric candidates with PNF/HAT and fulminant liver disease, and Status 1B, including pediatric candidates with chronic liver disease. The Joint Subcommittee discussed the possibility and advantages/disadvantages, given the data discussed above, of including pediatric candidates with chronic liver disease with a Lab PELD score of  > 35 as Status 1A.  The Joint Subcommittee discussed the possibility of a higher Status 1 priority for pediatric candidates with fulminant liver disease due to the potential among these patients for rapid clinical change and permanent neurological deficits if not transplanted quickly. It was noted by the Joint Subcommittee that sometimes there is benefit in pediatric candidates with fulminant liver disease waiting a short period of time prior to transplant given that a percentage of fulminant liver disease patients recover. The Joint Subcommittee discussed the role of clinical judgment regarding management of this issue. The Joint Subcommittee noted that it may be more appropriate to separate PNF and HAT within Status 1 classifications such that PNF and fulminant liver disease would be diagnoses included under Status 1A, and HAT and chronic liver disease would be diagnoses included under Status 1B. Jorge Reyes, MD suggested further discussion on this topic at the upcoming Liver/Intestine Committee meeting and presentation/discussion of the Liver/Intestine Committee input at the subsequent Pediatric Committee meeting. Dr. Reyes also suggested holding a Joint Subcommittee conference call following the Pediatric Committee meeting to share new discussion points and proposal recommendations.

The Joint Subcommittee requested the Waitlist Death Rates for Status 1 and Exceptions analysis be rerun to reflect both deaths on the waitlist and those candidates who became too sick to undergo transplantation. Dr. McDiarmid noted that including this group would increase the number of events in the analysis and may help to further illustrate important issues/trends for pediatric candidates with chronic liver disease and pediatric candidates with fulminant liver disease. Dr. Lake requested that Figure 1.2 be re-presented to the Joint Subcommittee with numbers of deaths (n) included on the graph with corresponding diagnosis group and death rate. It was noted by the Joint Subcommittee that, given the time frame of OPTN/UNOS July Committee meetings and the August Public Comment cycle, it would facilitate the pediatric Status 1 redefinition proposal development to have draft language ready for review at the next Joint Subcommittee meeting in June/July prior to the next round (July) of full Committee meetings. It was noted that the continued intent of the Joint Subcommittee is to submit a proposal for pediatric Status 1 redefinition in conjunction with a proposal for broader pediatric donor liver sharing. Responses received to current Liver/Intestine Committee public comment proposals may be informative to the direction/development of pediatric donor sharing recommendations. Further discussion and recommendations from the May Pediatric and Liver/Intestine Committee meetings may be helpful in guiding the Joint Subcommittee draft proposal.

Update on Discussion and Draft Language for Pediatric Status 1 Re-definition and Regional Sharing for Pediatric Donors. Sue McDiarmid, MD joined the Pediatric Committee via teleconference for review and discussion of the redefinition of pediatric Status 1 classifications. Dr. Reyes summarized the Joint Subcommittee meeting from May 17, 2004, for the Committee. Dr. McDiarmid reviewed background information for the initiation of pediatric Status 1 redefinition and discussed with the Committee the changes made to the pediatric Status 1 definition and allocation model following discussion from both the Joint Subcommittee and the Liver/Intestine Committee May 2004 meetings. Dr. McDiarmid reviewed for the Committee the relatively high percentage of pediatric liver candidates who are transplanted at Status 1.  Dr. McDiarmid noted that, for the period of 8/27/00 to 8/27/03, 44% of pediatric patients are transplanted with a listing of Status 1. Moreover, within this same time period, approximately 25% of these Status 1 patients are Status 1 by exception; i.e.- they have been presented to a Regional Review Board and granted exceptional case status to be elevated in priority to Status 1 classification [Exhibit Q]. Dr. McDiarmid noted that the majority of exception cases during this time period were assigned due to complications of chronic liver disease. Malignancy and metabolic liver disease represented a smaller percentage of Status 1 exception cases in the study period. Further, the definition of Status 1 chronic liver disease during the study time period and at present is more broadly defined than the definition proposed by the Liver Committee for the Region 5 sharing agreement and recommended for a policy proposal changing pediatric Status 1 definition on a national level. Dr. McDiarmid noted that she was concerned that, within the current Status 1 system, pediatric and adult liver candidates with fulminant liver disease may be at a disadvantage due to their increased mortality risk and the relatively high percentage, with some regional variability, of pediatric patients listed at Status 1.

Dr. McDiarmid noted that the Joint Subcommittee put forward a recommendation supported by the full Liver/Intestine Committee to assign higher priority to adult and pediatric liver candidates with fulminant liver disease than to other adult and pediatric diagnosis groups included in Status 1. The recommendation was based on the data reviewed by the Joint Subcommittee that suggested a higher mortality risk for patients with fulminant liver disease [Exhibit P]. The Joint Subcommittee recommended that the higher priority listing for pediatric and adult liver candidates with fulminant liver disease be defined as Status 1A. It was the recommendation of the Joint Subcommittee and the Liver/Intestine Committee, based on data reviewed by the Joint Subcommittee and presented to both Pediatric and Liver Committees, to also include pediatric liver candidates with diagnoses of primary non-function (PNF) or hepatic artery thrombosis (HAT) under Status 1A classification due, again, to relative risk of mortality. Pediatric candidates with Decompensated Wilson’s disease will also be included in the pediatric Status 1A definition. Adult patients with fulminant liver disease, PNF, HAT, and Decompensated Wilson’s disease will be included in Status 1A as well.  Pediatric liver candidates with chronic liver disease will be classified at the lower priority of Status 1B. The Joint Subcommittee, and Liver and Pediatric Committees updated the re-definition of renal failure for pediatric liver candidates with chronic liver disease; the original redefinition is in Table 1 of the Region 5 Sharing Agreement proposal submitted for public comment in the March 15, 2004 document [Exhibit R]. The definition of renal failure for a pediatric liver candidate with chronic liver disease was changed to be defined as on dialysis, CVVH or CVVD. It was noted by the Committee that the criteria regarding Glasgow coma score < 10 determination and GI bleeding requiring at least 30cc/kg of red blood cell replacement within the previous 24 hours, as outlined for Status 1 (1B) chronic liver disease classification in Table 1, would remain. Dr. McDiarmid noted that, though not discussed by the Liver/Intestine Committee due to time constraints, pediatric patients with diagnoses of metabolic liver disease and hepatoblastoma should be recommended for inclusion under the Status 1B classification. 

Dr. McDiarmid discussed the issue of the relatively high percentage of pediatric Status 1 patients reaching Status 1 listing by exception. It was recommended by the Liver/Intestine Committee that the ability to list a candidate at Status 1 by exception should be eliminated, however, appeals to Regional Review Boards would still be allowed for increasing a candidate’s PELD or MELD score. Dr. McDiarmid suggested that eliminating this option may help to re-balance the PELD system and allow the allocation model to work as it was intended by prioritizing severity of illness and mortality risk by score. It emphasizes the need to address pediatric patients with metabolic liver disease and hepatoblastoma under Status 1B since the present pathway for listing these candidates as Status 1 by exception score would be eliminated.  Similarly, the provisions of Policy 3.6.4.2 permitting patients listed for liver transplantation under the age of 18 to retain pediatric status after reaching age 18 refer to Status 1 by exception and will need to be addressed to preserve the possibility of pediatric Status 1 classification for these candidates.  It was noted by the Committee that, under these new guidelines, there exists a possibility of a pediatric candidate with chronic liver disease receiving a score of PELD > 25 by exception, and then, with the PELD >25, meeting criteria for Status 1 listing. To address this issue, the Pediatric Committee recommended adding language to the proposed policy that pediatric chronic liver disease patients can only meet Status 1 criteria by calculated PELD or MELD score, not by PELD or MELD score elevated by exception.  

Dr. McDiarmid noted that the Liver/Intestine Committee also discussed the issue of regional sharing for pediatric donor livers. The Liver/Intestine Committee reviewed data previously considered by the Joint Subcommittee and the Pediatric Committee modeling pediatric donor regional sharing options. The Liver/Intestine Committee agreed that the best result for pediatric liver candidates, with relatively small impact on adult liver candidates, is to regionally share pediatric donor livers to pediatric candidates with a MELD or PELD score > 10. Dr. McDiarmid noted that the Liver/Intestine Committee did discuss changing the pediatric donor age definition to <12 years. The Pediatric Committee liaisons to the Liver Committee discussed with the Liver Committee the importance of maintaining pediatric age definition at <18years and also addressed the importance of older or larger pediatric donor livers in split liver transplantation. The Liver Committee agreed that the pediatric age definition of < 18years should remain as written. The proposed regional sharing for pediatric donors and redefined Status 1 classification and algorithm, as unanimously supported by the Liver/Intestine Committee, is as follows:

· Local Pediatric 1A

· Local Adult 1A

· Regional Pediatric 1A

· Regional Adult 1

· Local Pediatric 1B

· Regional Pediatric 1B

· Regional Pediatric MELD/PELD > 10

· Local MELD/PELD*

· Regional MELD/PELD*

· National MELD/PELD*

*To follow, pending Board approval, modifications to OPTN/UNOS Policy 3.6 (Adult Donor Liver Allocation Algorithm) which would modify the sequence of allocation for adult donor livers such that organs would be allocated to local and regional candidates with MELD/PELD score of 15 or higher prior to candidates with MELD/PELD scores less than 15.  

Hui-Hsing Wong, MD noted that the Liver/Intestine Committee debated the issue of the necessity of the pediatric (and adult 1A) Status 1 stratification. Some of the discussion centered on the mortality risk by Status 1 diagnosis group data reviewed by the Joint Subcommittee. It was noted by the Liver/Intestine Committee that the death rate data for pediatric candidates with chronic liver disease reflects the mortality under the current broad definition of chronic liver disease Status 1 classification. Under the proposed Status 1 criteria for pediatric candidates with chronic liver disease, the death rate data may change. Dr. Reyes and Dr. Horslen noted that, following the criteria of the new proposal, the mortality risk for pediatric patients with chronic liver disease listed at Status 1 would be expected to increase. The Committee discussed what level of priority would be appropriate for this group of pediatric patients if the death rate increases to the mortality risk suggested by the fulminant and PNF/HAT data. Dr. Thistlethwaite noted the importance of reviewing the death rates of the true chronic liver disease Status 1 pediatric candidates under the newly proposed definition at the next Joint Subcommittee and full Committee meetings. It was suggested by Committee members that adult liver candidate PNF classification and death rate seem to have a wide variability dependent on center and/or region. The Committee noted that reviewing PNF and HAT mortality rates for adult and pediatric liver candidates at the next Joint Pediatric-Liver/Intestine Subcommittee and Pediatric Committee meeting may be helpful in assessing this issue. The Committee also agreed to reduce the PNF Status 1 INR criteria for pediatric liver candidates to INR > 2 in order to parallel the current adult liver candidate PNF Status 1 listing criteria. It was noted by the Committee that pediatric PNF and HAT definition criteria for Status 1 should reflect adult liver candidate PNF criteria for Status 1 listing.  Since the pediatric criteria are being specified with more objective requirements, it would be appropriate for the adult criteria to be re-evaluated as well.     

Dr. Horslen noted that there is reason to consider maintaining one Status 1 classification for pediatric liver candidates. Dr. Horslen noted that if, when the death rate data is available for Status 1 pediatric candidates with chronic liver disease (as defined in the new proposal), there is a discrepancy in death rate between pediatric patients listed at Status 1 with chronic liver disease and the death rates of pediatric candidates with diagnoses stratified as 1A in the recommended proposal (fulminant liver disease, PNF/HAT, decompensated Wilson’s disease), then the recommended stratification should stand. If, however, in moving forward, the death rate of the chronic liver disease group to be listed at Status 1B equals or surpasses that of the 1A group, then the current recommended stratification should be re-evaluated and possibly returned to one classification of Status 1. Dr. McDiarmid noted that, however the chronic liver disease patients are classified, patients with fulminant liver disease should be assigned higher priority given the highly changeable nature of the clinical course of these patients. Dr. McDiarmid further noted that the death rate data reviewed does not include pediatric candidates who are too sick to transplant or who have suffered permanent neurological damage/deficits while waiting on the list. Dr. Reyes noted that, under the allocation system currently in place, it is the adolescent liver candidates who compete most with adult liver candidates for size appropriate organs. The algorithm for regional sharing of pediatric donor livers may help pediatric candidates, specifically adolescent candidates, receive increased offers for pediatric donor livers. 

 Dr. Sweet questioned what would happen to the pediatric cystic fibrosis patients with related liver disease. Dr. Sweet noted that, under the current liver and lung allocation systems, these patients receive Status 1 listing by exception and are often transplanted for liver and lung based on the priority received from the Status 1 liver classification. The Committee noted that these patients will still be eligible for chronic liver disease Status 1B classification based on their need for mechanical ventilation. Dr. Sweet noted that the time waiting for these patients may also be reduced following the implementation of the proposed lung allocation algorithm. 

The Committee unanimously supported the proposed regional sharing algorithm for pediatric donor livers (regional MELD/PELD >10). The Committee also unanimously supported the motion to update the previous Status 1 re-definition and add the stratification of pediatric Status 1 classification as outlined below.

Pediatric Status 1 Classification (All in ICU)

1A: 

Fulminant liver failure, with (1) ventilator dependence, (2) dialysis, CVVH, or CVVD, or (3) INR >2.

PNF (diagnosis within 7 days of implantation), with 2 of the following:  (1) ALT ≥ 2000, (2) INR > 2, or (3) total bilirubin ≥ 10 mg/dl

HAT (diagnosis within 14 days of implantation) 

Decompensated Wilson’s Disease.

1B: 

Liver candidates with chronic liver disease who meet 1 of the following criteria:  (1) on a mechanical ventilator, (2) have a calculated MELD or PELD score >25 and GI bleeding requiring at least 30 cc/kg of red blood cell replacement within the previous 24 hours, (3) have a calculated MELD or PELD score > 25 and renal failure defined as on dialysis, CVVH, or CVVD, or (4) have a calculated MELD or PELD score > 25 and a Glasgow coma score <10.         

Pediatric liver candidates with metabolic liver disease. 

Pediatric liver candidates with hepatoblastoma     

Elimination of mechanism for Status 1 listing by exception.   

This motion was passed with the provision that the Committee will review the following data and analyses at the next meeting: definition of PNF and HAT for adult and pediatric liver candidates, update SRTR Status 1 mortality rate analysis to (1) separate out PNF/HAT from the fulminant liver failure diagnosis group, (2) evaluate the death rate for pediatric liver candidates with chronic liver disease and a calculated PELD score > 25, and (3) compare death rates for these three patient diagnosis groups. If, moving forward, the death rate of the pediatric patients stratified as 1B matches or is greater than the death rate of pediatric patients stratified as 1A, the Committee will readdress the necessity of a stratified Status 1 classification. The Committee also agreed that this proposal applies to liver candidates only and that the Committee will discuss the issue of assigning and classifying priority for liver and intestine pediatric candidates at its next meeting.

The Committee also discussed, separate from the above motion, requesting an update on the SRTR death rate data analysis that would include, with the number of pediatric candidate deaths on the waitlist, the number of pediatric patients removed from the waitlist because they were too sick for transplantation. 

Dr. McDiarmid noted that the draft policy language defining Status 1 criteria for pediatric liver candidates with metabolic disease may need to be reviewed and revised. The Committee referred this item to the Joint Pediatric-Liver/Intestine Subcommittee. Dr. Reyes reaffirmed that language and policy referencing the transition of pediatric patients to adult status may also need review and revision by the Joint Subcommittee.  

Finally, the Committee reiterated that the proposals being discussed for redefinition of Status 1 and regional distribution for pediatric donor livers, as well as the proposal developed by the Liver/Intestine Committee to modify the sequence of allocation for adult donor livers based upon candidate MELD/PELD score of ( 15, must be considered for implementation simultaneously.  The Committee is concerned that absent implementation of the proposals in a comprehensive manner, children will be disadvantaged by the more strict Status 1 criteria without the intended additional priority (and benefit to outcomes) assigned through the pediatric donor liver protocol.  

Memorandum from UNOS Policy Compliance Regarding Rounding of Laboratory Values Used to Calculate MELD/PELD Scores. Dr. McDonald reviewed the memo and issue with the Committee. Dr. Horslen noted that the Liver/Intestine Committee discussed this issue and decided to recommend a clarification be published to emphasize that rounding up of lab values included in allocation score calculation would be considered a policy violation. The Liver/Intestine Committee agreed to recommend that all MELD/PELD related lab values be carried out to one decimal place. 


Status of Thoracic Organ Policy Review (See Organ Availability Issues, Other Significant Issues)

5. OPTN/SRTR Data Working Group Proposed Transplant Endpoints Presentation, Lawrence G. Hunsicker, MD. Larry Hunsicker, MD, Chair of the Data Working Group, joined the Pediatric Committee to review a proposal on broadening outcome measures by developing additional transplant endpoints. Historically, transplant outcome measures have primarily focused on time to death and/or time to graft loss. Dr. Hunsicker noted that with improved patient outcomes and recipient survival, these categories are not the only relevant measures of transplant endpoints. Dr. Hunsicker, as Chair of the Data Working Group, a Joint OPTN/SRTR and HRSA Committee, asked to present this summary proposal to the OPTN/UNOS Data Advisory Committee and other OPTN/UNOS Committees involved in allocation policy. The Data Working Group (DWG) is requesting input and feedback from these Committees. 

The Data Working Group, following an ACOT recommendation for the OPTN to begin to collect and analyze data on the impact of transplantation on ‘quality of life’, outlined five major categories of outcomes, or “additional transplant endpoints”. The five categories are:

· Mortality

· Morbidity

· Heart attacks

· GI bleeds

· Other events requiring hospitalization

· Functional status

· Pain and suffering

· Ability to perform activities of daily life

· Psychological Distress

· Anxiety 

· Depression

· Resource Use

· In-patient and ICU hospitalizations

· Ambulatory Care

These categories were developed at the April 2003 DWG meeting as endpoints that may be useful “in evaluating the role of transplantation in decreasing patient morbidity and burden of disease, thereby improving patient quality of life and functional status.” The DWG noted in summary proposal background materials and slides distributed to the Pediatric Committee [Exhibit S], that the ultimate goal for exploring additional transplant outcome measures is to enable the OPTN/UNOS committees further information and data analyses that may offer direction in the course of policy development and may help to identify patients who would most benefit from transplantation. Dr. Hunsicker noted that the DWG recognizes the importance of feedback from the Pediatric Committee to help address the substantial differences between pediatric candidate/recipient issues and outcome measures and adult candidate/recipient issues and outcome measures. Dr. Hunsicker noted that pediatric priority in deceased donor kidney allocation is based on preventing delays or permanent deficits in the intellectual, physical, and social maturation of children and adolescents due to prolonged wait time for transplant. Dr. Hunsicker noted that currently, though this is a significant policy goal, there is no data evaluating the impact of early transplantation on these levels of maturation in pediatric recipients. The intent of the current DWG proposal for additional transplant endpoints is to collect data that would allow for these outcome measures and analyses to be performed. 

Pediatric data analyses often do not reach statistical significance due to the small number (n) of pediatric candidates and recipients. Dr. Hunsicker noted that there may be a statistical advantage in broadening examined endpoints. It is likely that alternative endpoints such as morbidity and functional status will be highly correlated with mortality risk, but as opposed to graft failure/mortality, will have more than one observation. Cumulative morbidity and functional status can be measured on a number of occasions and may offer greater statistical power in data analyses. 

Dr. Hunsicker reviewed the above five categories of outcomes and the status and direction of data collection for each measure. Dr. Hunsicker noted that current data collection for mortality measures includes the OPTN database, supplemental information from the Social Security master file and the National Death Index. With respect to data collection regarding morbidity measures, OPTN/UNOS is currently collecting limited hospitalization data on transplant recipients through the transplant recipient follow-up form. The current follow-up forms ask only about information regarding transplant related hospitalizations; the updated forms are designed to collect data regarding all hospitalizations following transplant. There is currently no data being collected on morbidity/hospitalizations for patients on the transplant wait list. Dr. Hunsicker noted that the DWG intends to have this data collected in the future as candidates on the wait list generally have greater morbidity and increased hospitalizations. Dr. Hunsicker noted that Disability-functional status may serve as a significant measure for development in pediatric candidates and recipients. Functional status measure for pediatric patients would be tailored to reflect pediatric specific issues, e.g.- ability to attend school, grade appropriate learning, etc.

Some functional status information is currently collected on transplant recipients through data forms completed at the time of transplant and for follow-up; transplant candidate functional status data is captured only at the time of registration. Dr. Hunsicker noted that the data currently collected on functional status has a high correlation with outcomes; however, the data may not be granular enough to capture less than gross loss of function. For example, levels of patient functional status collected on kidney transplant forms are restricted to four options: no limitations, requires some assistance, requires total assistance and hospitalized. To increase the accuracy of the data collected, Dr. Hunsicker noted that the DWG recommends substituting the current four level functional status scale with an eleven level SF-36 mental health form and a ten level Karnofsky functional status/disability index. This change would require the transplant centers to educate staff regarding use of these data tools/instruments.

 Dr. Hunsicker noted that the intent of the DWG is to add the least additional burden possible on the transplant centers in moving forward with additional transplant endpoint data collection. Moreover, the DWG recognizes that many patients are managed and followed at hospitals/sites other than their registered transplant center(s). As a means of addressing this issue, the DWG has proposed and has received approval from the Commonwealths of Virginia and Pennsylvania to evaluate comprehensive hospital/patient data on transplant candidates and recipients in these two states.  Dr. Hunsicker further noted that it is the intent and role of the DWG not to determine policy, but to help in developing data collection and analyses that may be useful in policy development.  The DWG has recommended analyzing the data and outcome measures using combined analysis of multiple outcomes; the outline of the statistical methods for the combined analysis of multiple outcomes can be found in the slides presented to the Committee by Dr. Hunsicker, [Exhibit S].

Dr. Hunsicker reviewed the DWG recommendations to the OPTN/UNOS Data Advisory Committee (DAC). The DWG recommended that the Data Advisory Committee replace the present functional status scale on the UNOS data collection forms with the Karnofsky Index and consider the DWG proposed pilot study of collection of SF36 data. The pilot study of collection of SF36 data would consist of OPTN/UNOS sending out 600 forms to adult (18years and older) patients, with a targeted return of 500 forms. The patients would be selected at random and would represent each organ transplant type; patients on the wait list (at listing and at median time to transplant or 6months, whichever is less) and transplant recipients (at time of transplant, 6months, and 1year). It is the intent of the DWG to develop, in cooperation with the Pediatric Committee, a separate pilot study for pediatric (<18years) patients. Dr. Hunsicker noted that the SF36 from may not be the appropriate data collection tool for pediatric patients and asked the Pediatric Committee for input regarding development of an effective parallel pediatric data instrument. The Data Advisory Committee will take these recommendations to the Board of Directors June 2004 meeting for approval pending comments/feedback from the OPTN/UNOS Committees. 

In opening the discussion to questions from the Committee, Dr. Hunsicker noted that at present there is no pediatric specific representation on the Data Working Group. Dr. Hunsicker suggested establishing a Joint Pediatric-DWG working group to ensure adequate representation and pediatric input to the DWG. Marjorie Hunter, Esq. of the Pediatric Committee noted the importance of distinguishing the severity of patient hospitalizations pre- and post-transplant to reflect accurate morbidity and ‘quality of life’ changes. Dr. Hunsicker noted that there are means, though not completely without elements of subjective interpretation, of using cumulative morbidity to scale the severity of hospitalizations. James R. Thistlethwaite, Jr., MD noted that, regarding the data and data forms/scales generated and collected, the issue of medical justice needs to be addressed and balanced with utility. Dr. Thistlethwaite noted that the current recommended outcomes measure utility; the effect of utility on justice needs to be assessed. Dr. Hunsicker noted that data may inform both utility/efficiency and justice. Dr. Thistlethwaite noted that in order for Committees involved in policy development to make informed decisions regarding changes in the allocation system, data on equity must be reviewed alongside justice measure. 

Ruth McDonald, MD asked if the DWG has researched the availability of an existent pediatric functional status scale so that the Pediatric Committee has a basis from which to start development of a pediatric transplant data tool. Dr. Hunsicker noted that they have not identified a pediatric scale yet as it was the intent of the DWG to involve the Pediatric Committee in the development/research of a pediatric data scale from the beginning. Dr. Thistlethwaite also noted that the development of a pediatric scale should take into account correlation with the adult scale to allow for interface and comparison of data analyses. The Committee noted that this proposal has the potential for significant impact on the measure of growth and cognitive development in pediatric patients. Bill Harmon, MD and Dr. Hunsicker further discussed that if there is an existent scale to measure certain aspects of growth and development, the DWG is open to incorporating these measures into a developing pediatric data tool.   The Chair will appoint a subcommittee to begin work on this project. 

6.  Pediatric Co-morbidity Data/Transplant Candidate Registration Form. The Pediatric Committee recommended referring this item to the Data Working Group and/or Data Advisory Committee. The Pediatric Committee supports the development of a tool for capturing on-going or updated pediatric co-morbidity data. The current TCR form captures co-morbidities more frequently associated with adult patients and captures the information only at the time of listing. Ruth McDonald, MD, Pediatric Committee Chair, will follow up with the DWG/DAC Chair(s) to discuss possible options for capturing this data. The Committee also discussed the possibility of linking the UNOS database with other databases (e.g.- USRDS) to improve access to and detail of candidate and recipient data. 

Following this discussion from the January 2004 meeting, a memo from Dr. McDonald was sent by the Committee for review by the Data Advisory Committee (DAC) at its May meeting [Exhibit T]. In response to the memo, the DAC recommended establishing a Joint Pediatric-DAC Working Group to develop pediatric co-morbidity data elements and measures for both the existent transplant candidate and transplant recipient UNOS forms. 

7.   Update on the Data Received as a Result of the Pediatric Transplant Survey, Stephen P. Dunn, MD/ OPTN. Dr. Dunn was not able to attend the January Pediatric Committee meeting. The update on the Output of Center Specific Report Data for the Time Period of the Data Collected in the Pediatric Program Survey (1998-2001) to the OPTN will be addressed at the May 2004 Pediatric Committee meeting. 

At the May 2004 meeting, Dr. Dunn updated the Committee on the results of the pediatric transplant survey. Dr. Dunn noted that the intent of the project was to characterize what defines a ‘good quality’ pediatric transplant center. The transplant survey covered questions regarding a variety of topics including associated hospital services (transplant focused and general), personnel, free-standing children’s hospital or internal pediatric program, etc. The project had an approximate 80% response rate for all of the pediatric organs transplanted, however, the survey did not reach approximately 40% of existing centers due to distribution of transplant volume [Exhibit U]; these centers perform only 1-2 transplants annually. The results were analyzed using an actual to expected result ratio. Dr. Dunn noted that none of the results (patient and graft survival) were predictive or significant due to the small pediatric sample size. Dr. Dunn also noted that several positive measures resulted from this project. First, the Committee now has access to detailed data characterizing centers where pediatric candidates are being transplanted and a descriptive report (without analysis) on these characteristics could be developed as a reference and resource. Second, the survey could be updated and re-distributed focusing on additional endpoints/outcomes other than patient and graft survival. The Committee also discussed reviewing current data to try and correlate characteristics of good outcomes with center characteristics as a best practice guideline. 

Dr. Horslen asked if the PELD scores of patients on a transplant center specific waitlist were evaluated. The Committee noted that it may be that larger centers are managing and transplanting sicker patients and thus outcomes may appear parallel to smaller centers transplanting less sick pediatric candidates. John Rosendale, UNOS noted that this study was risk adjusted in its analysis. Dr. Mallory suggested separating out transplant programs that perform a low volume of pediatric transplants annually, and within this group separating out the age of the pediatric candidate transplanted (adolescent vs. younger pediatric patient). Dr. Mallory noted that some adult transplant programs may transplant one adolescent candidate every other year with good outcomes and still be credited as a pediatric transplant program. It was noted by the Subcommittee that these outcomes may be very different for smaller programs that infrequently transplant younger pediatric patients.  The Subcommittee will continue to assess uses of the data.

Dr. McDonald noted that the Committee would be updated on the Donor Disposition project at its July 2004 meeting.

8. 
Items Referred by the OPO Committee. Jorge Reyes, MD summarized the January 8, 2004 OPO Committee teleconference meeting. The teleconference was held to address the proposed modifications to OPTN/UNOS Policies 4.0-4.8. The Pediatric Committee reviewed the proposed modifications as well as issues regarding the role and responsibilities of the “Coordinating OPO” and recommendations for use and/or reuse of organ transport containers. Dr. Reyes noted that the discussion from the teleconference focused on the issue of improving communication and documentation regarding serology results and malignancy development. The Pediatric Committee recommended timely communication regarding HIV and donor malignancy events and offered recommendations from several current regional protocols regarding the role of the “coordinating OPO.”

Cindy Sommers of UNOS reviewed the background information regarding the OPO Committee’s work to define the role and responsibilities of the “coordinating OPO.”  The ABO Joint Subcommittee asked the OPO Committee to review the practice standards of OPOs to ensure safe and effective communication in procurement and transplantation. UNOS Policy 3.2.3 has been updated based on this review.

3.2.3
Match System Access.  The allocation of any and all organs from deceased donors must be made through the UNOS Match System.  The Host OPO or donor transplant center, as appropriate, must enter required information about the donor (Policies 3.5.7, 3.6.9, 3.7.9 and 3.8.5) and execute the UNOS Match System computer programs which determine organ allocation priorities.  Such information must be entered into the UNOS Match System for all deceased donors.  For all renal deceased donors, UNOS Members must enter all donor data into the UNOS Match System within 15 hours after organ recovery. The OPO shall be responsible for ensuring the accuracy of the donor’s ABO data in UNetSM. Each OPO shall establish and implement an internal procedure for providing on-line verification of donor ABO data by an individual other than the person initially entering the donor’s ABO data in UNetSM. The OPO shall maintain documentation that such separate verification has taken place and make such documentation available for audit.  Organs shall be allocated only to patients who appear on a match run. In the event that an organ has not been placed after the organ has been offered for all potential recipients on the initial match run, the Host OPO may give transplant programs the opportunity to update their transplant candidates’ data, and the Host OPO may re-run the match system. In any event, the organ shall be allocated only to a patient who appears on a match run.  For all deceased donor organs, the organ must be transplanted into the original designee or be released back to the Host OPO or to the Organ Center for distribution.  If an organ is accepted for a patient who ultimately is unavailable to receive the transplant at his/her listing transplant center in the organ allocation unit to which the organ is being distributed, then the organ shall be released back to the Host OPO or to the Organ Center for allocation to other transplant candidates in accordance with the organ-specific allocation policies. The Host OPO may delegate this responsibility to the Local OPO.  Further allocation at the local level must be done according to the match run. The final decision whether to use the organ will remain the prerogative of the transplant surgeon and/or physician responsible for the care of that patient.  This will allow physicians and surgeons to exercise judgment about the suitability of the organ being offered for the specific patient. If an organ is declined for a patient, a notation of the reason for the decision refusing the organ for that patient must be made on the appropriate OPTN form and promptly submitted.
From the discussion and review of the role of the OPO, it was asked who should be responsible for the subsequent allocation if the organ cannot be used at the original offer center or for the original intended recipient. In response to this question, the OPO Committee released a survey asking participants to relate how the newly revised Policy 3.2.3 would affect the ability of a given OPO to comply with the new policy. The survey included questions addressing how the revised policy reflects current OPO practice, how the revised policy requirements have affected OPO staffing, and if it would be preferable to assign responsibility to the transplant program that received the original offer but could not accept the organ for the original designated candidate. The survey responses varied by OPO, however, there appeared to be an overall sense that the responsibility of organ placement lies with the OPO rather than the transplant center. The OPO Committee will review these responses in detail at its March 2004 meeting. The OPO Committee is requesting input on the survey and survey responses from the Pediatric Committee. 

It was noted by the Committee that variation in OPO survey responses occurred between kidney placement and non-renal organs. The Committee discussed the importance of communication between the OPO(s) and transplant center to facilitate efficient and effective placement and prevent discard of the organ. It was noted by the Committee that allowing the Local OPO to place the organ, with the approval of the Host OPO, may in some cases facilitate use of organs. 

The Committee agreed with the OPO Committee’s recommendations regarding organ transport containers. These recommendations are listed below.

· The re-use of disposable transport boxes should be prohibited due to the integrity of the box being compromised during the removal of labels.

· Coolers should be allowed for non-commercial transporting when the organ recovery team is taking the organ with them from the donor hospital to the transplant center. The re-use of coolers should be allowed; all labels from the previous donor organ must be removed before re-using the cooler.

· If the organ is to be commercially shipped, such as with a courier service, commercial airline, or charter service, the organ should be packaged in a disposable transport box, as outlined in Policy 5.5 (Standard Organ Package Specifications), to comply with OSHA and federal transportation regulations that would require a sealed, leak-proof container.

9.    Alternative System Requests. The Pediatric Committee reviewed alternative system requests for kidney allocation from the Texas Organ Sharing Alliance addressing both proposed alternative points assignment and inter-OPO sharing within Texas. The Texas State Legislature previously convened a task force including legislative representatives and members of the transplant community to address the disparities in candidate waiting time among the three Texas organ procurement organizations (OPO). The work of the task force resulted in Texas Senate Bill 1226. Texas Senate Bill 1226 mandates inter-OPO kidney sharing agreements for the three local Texas OPOs. The sharing agreements are intended to balance the current waiting time disparities by making available a statewide pool of organs, 20% of deceased donor kidneys, to be offered with priority to those candidates with the longest waiting time for transplantation in Texas. The Texas legislature directed each of the three OPOs to develop a protocol to meet the requirements of Texas Senate Bill 1226 while maintaining compliance with the national allocation system. The protocol was to be submitted for review by December 20, 2003.

Letters from the three OPOs and one transplant center, Texas Organ Sharing Alliance (TOSA), Southwest Transplant Alliance, LifeGift Organ Donation Center, and Children’s Medical Center of Dallas (Dr. Seikaly), were summarized and discussed by the Committee. Texas Organ Sharing Alliance (TOSA) submitted a letter with signature support from TOSA’s area transplant centers for review with a proposed system for meeting the requirements of the state law. The letter from TOSA is an initial outline and states that a full application will follow. Southwest Transplant Alliance also submitted a letter noting its commitment to work with TOSA and UNOS in considering the proposal. LifeGift also submitted a letter, indicating support for the proposal from the OPO and most of its affiliated kidney transplant centers although signatures were not available [Exhibit V].  

An outline of the proposal, the Alternate Points Assignment (Variance) and Texas Inter-OPO Sharing Agreement, was included with the Texas Organ Sharing Alliance letter. The outline notes that the Texas kidney transplant candidates receiving priority would consist of those candidates within the top 20% of patients by accumulated waiting time and who have current PRA ( 10%. With the exception of zero antigen mismatch, assigned points for HLA matching would be eliminated by the participating OPOs; waiting time would be used to establish priority access to the inter-OPO pool along with some priority for local distribution. At its January 20-21, 2004 meeting, the Kidney/Pancreas Committee raised several questions regarding the intent of the proposal language addressing the role of HLA matching and waiting time in allocation as well as the intent of the OPOs and whether this is a final proposal. As a result of these questions, the Kidney/Pancreas Committee decided to table the review of this proposal until these issues are further answered and developed by the OPOs. The Kidney/Pancreas Committee also asked the OPOs to submit their full applications for review including data analysis on which patients or groups of patients are impacted by the state waiting time disparities. 

Dr. Seikaly from the Children’s Medical Center of Dallas submitted a letter to the Pediatric Committee outlining his concerns regarding the impact of Texas Senate Bill 1226 on pediatric candidates [Exhibit W]. Dr. Seikaly is concerned that fewer pediatric kidney candidates will be transplanted as a result of this bill. Dr. Seikaly notes that given the waiting time and PRA requirements for candidates to gain access to and priority from the pool, not only will pediatric candidates not benefit from the inter-OPO sharing agreement, fewer pediatric candidates may be transplanted as a result of the agreement. Dr. Seikaly notes in his letter that including pediatric candidates in the pool without PRA or waiting time restrictions will help the small number of pediatric candidates receive a transplant quicker, thus addressing issues of growth and development, without significantly disadvantaging the adult candidates. Dr. Seikaly also notes in his letter that the oversight committee for the sharing proposal should include a pediatric transplantation specialist to voice the impact of the proposal on pediatric candidates. The Pediatric Committee discussed submitting a letter to the OPOs and legislative task force addressing the potential negative impact the sharing agreement may have on pediatric transplantation. 

The Committee further reviewed requests from the Illinois Gift of Hope Organ and Tissue Donor Network regarding allocation of pancreata and kidneys for transplantation. The proposal outlines assigning 1st level priority to candidates awaiting both kidney and pancreas transplants, even if the organs are transplanted separately, i.e.-at separate times. The proposal places isolated pancreas offers after combination kidney/pancreas offers and ahead of offers of pancreas for islet transplant. Pancreas for islet transplant, however, would be offered at the OPO level before being offered outside the local area. The proposal outlines a priority assignment for pediatric candidates ahead of adult candidates in each local allocation category, however, the proposal also eliminates points for DR matching. Gift of Hope proposed eliminating points assigned for DR matching based on data which suggested no local evidence for DR matching advantages regarding outcome or sensitization. The Kidney/Pancreas Committee viewed the Gift of Hope proposal as inconsistent with current national allocation policy and with the proposal to be submitted for public comment in March 2004 regarding additional points for DR matching for pediatric candidates. Based on current and proposed policy, the Kidney/Pancreas Committee has asked Gift of Hope to rework and update the proposal to be reviewed at the next Kidney/Pancreas Committee meeting, May 2004. 

The Pediatric Committee also discussed an alternative system request from the Midwest Transplant Network, regarding allocation of A2/A2B expanded criteria donor kidneys and reviewed an informational inquiry letter from LifeCenter NorthWest (WALC) regarding a potential alternative system request.

10.  Informational Items Dr. McDonald summarized the informational items for the Pediatric Committee. The informational items reviewed included New Policy Proposals and Modified Procedures for Wait Listing a Transplant Candidate, Donor Entry and Donor Organ Distribution, as well as a new policy regarding ABO Verification Prior to Transplant, effective February 1, 2004. The Committee also reviewed the updated Policy 8.0, Travel Expense and Reimbursement Policy.
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