Transplant News Webinar Transcript ______________________________________________________________________________
The UNOS Kidney Transplantation Committee proposal to change the existing kidney-allocation policy for deceased donors: what is the rational for the change; is it fair or flawed; is the change ethical; how will it impact OPOs? 
Webinar: Thursday, April 28, 2011

3:30 – 5:00 p.m. Eastern 2:30 – 4:00 p.m. Central 

1:30 – 3:00 p.m. Mountain 12:30 – 2:00 p.m. Pacific 

Speakers/Faculty
*Kenneth Andreoni, MD, Chair, United Network for Organ Sharing Kidney Transplantation Committee; Associate Professor of Surgery, Ohio State University, Columbus, OH

*Benjamin Hippen, MD, Metrolina Nephrology Associates, P.A. and the Carolinas Medical Center, Charlotte, NC

*Alan Leightman, MD, Professor of 

*Tom Mone, CEO/Executive Vice President, OneLegacy Organ Procurement Organization, Los Angeles, CA 

*Jim Warren, Editor & Publisher, Transplant News - Moderator

OPERATOR: Welcome to the transplant news webinar entitled the UNOS Kidney Transplantation Committee proposal to change the existing kidney-allocation policy for deceased donors. At this point I’d like to hand things over to our moderator for today, Jim Warren, Editor and Publisher of Transplant News. Jim.
JIM WARREN: Thank you. I’d like to welcome everybody here so close to the American Transplant Congress and certainly to my speakers who’ve taken the time today to discuss what is going to be a very, very important issue that’ll be discussed over the coming new year; maybe two. It’s my pleasure to introduce the panel all of whom have experience in this and no one knows more than certainly Doctor Ken Andreoni who is the Chair of the Kidney Transplantation Committee. He will be our first speaker of the day. He will be followed by Ben Hippen. You have all of the information I believe on both of these gentlemen. And the third speaker will be Tom Mone who will share his insights from the organ procurement organization perspective. Allen Leichtman, I do apologize, his name is misspelled in the slide by the way. And it is Leichtman, and he is under the weather and I suspect my misspelling even made it worse for him, and is not going to be contributing. But in his place to represent him we have Keith McCullough who’s a statistician and works with Doctor Leichtman at the University of Michigan. He will be the concluding person of the first hour of presentations and will lead us into the Q&A. At the end of the 30 minutes there will be a Q&A session that you can text, you can call in. This is where you provide your own feedback, your own questions to the panel, and it really becomes one of the most important aspects of the webinar formula because we can find out what you are concerned about, what you like, what you don’t like, and it gives the speakers a chance to explain what they had in mind. 

So with that in mind I also will be sending you at the end a short five question response survey just to see how we did and if there are any other topics that you’d like to have discussed some time later, etcetera. So with that in mind I’d now like to open this up with Doctor Kenneth Andreoni. He’s talked about this a lot. He’ll be talking about it an awful lot more, and now he gets to talk to you. Doctor Andreoni.
DR. KENNETH ANDREONI: Thank you Jim. It’s a pleasure to be here. Good afternoon. It’s a pleasure to be here. As Jim said I’m the current Chair of the UNOS Kidney Committee for a few more months; currently a transplant surgeon at Ohio State. And I really wanted to review the allocation concepts that have been put out recently. Again, this is not a new policy. These are initial concepts that we want to try to see whether they’re acceptable to people and something we can go forward with to develop a more thorough policy around. 

So let me just start to get us on base as to what we will or won’t talk about today. We’re talking really about standard adult deceased owner kidney allocation. We’re not talking about kidney with extra-renal organs. We’re not talking about pediatric transplantation. That’s not addressed or changed with these concepts that are being discussed. Issues that we have are not addressing for example, prior living donor category. There’s a zero mismatch national sharing policy which has been recently changed so I’ll talk about it very briefly. And I’m not talking about today are issues with changes of geographical allocation. It’s more of the current policy of local, region, national. But what do we do with the organs that are gifted etcetera? 

So I think a very important topic, and I’ve been on the kidney committee for over eight years now. And it took at least half those number of years for me to understand that when we think about deceased owner kidney allocation we all want to think about it in grand terms that there’s ten and a half or 11,000 deceased owner kidneys available in the country a year and what’s the allocation process. 

The problem with that is for those of you who work in this business, which I assume most of you are, when we are talking about our patients and transplants, allocation ends up being one or two kidneys at a time. So many of the theoretical concepts that people think about really just don’t work when we look at how we actually do transplantation in the United States these days. And that may sound obvious but for some people it takes a while to really understand that. 

So recent changes that have occurred, as many of you may know, the zero mismatched sharing right now it’s still local first, and then regional, and national for those candidates who have the calculated PRA 20 or higher. This has decreased the sharing for unsensitized patients around the country with a lot of organs being shipped and paybacks, etcetera. Most of the OPO’s have benefitted from this in regards of people being able to do more kidney pancreas transplants without having a large number of deaths in those areas of the country. And this is still something that we may be looking into with further development a potential policy as to is this a place where we can hopefully get more sensitized people some organ transplants. 

So how about back to what we’re talking about today with deceased owner kidney allocation policies. Well right now what’s in play today, and I have to pause and say that the large number of people who say that things today are just fine don’t actually understand how it goes and it’s kind of humorous at times. The system today is a bit complex. Right now when a kidney is gifted by a donor, and as all of us know nothing in transplantation occurs right now until there is that gift of an organ. When the organ is gifted the UNOS system decides is it an extended criteria donor kidney; that is an ECD kidney. If it is then it goes to ECD allocation as we know. If it’s not ECD then by default it’s a standard criteria donor or SCD kidney. 

As we all know, those candidates who are interested in an ECD kidney are consented ahead of time so hopefully the allocation process is efficient. If it’s not an ECD kidney and it’s an SCD kidney, then it goes by the current policies of local, regional, national. Candidates are then rank ordered by what we all affectionately call points. That is people get points for “waiting time”. That is actually listed time. So about a year a point but in between a year it’s not quite a point. It’s actually pretty complicated. We now still give some points for “tissue matching” and that’s with the HLA-DR allele only. So a potential candidate can get either zero, one, or two points depending on how they do or do not match a given donor. And then we are now currently using the calculated panel reactive antibodies, or CPRA, as a measure of sensitization or how likely someone is to find an appropriate donor in regards to allo-antibody and cross matching. And right now there is a hard cut off point at 80. So if someone has a CPRA from 0 to 79, they get zero points. And if they have a CPRA that’s 80 or higher, they get four points. Obviously, if no one locally feels they could use the kidney to their benefit, it then goes regional and then national also by the point system as mentioned above. 

So for most of us around the country the large majority of our candidates are at the top of any donor run list mostly by wait time. And so for those of us who do this and we get a call that Mrs. X is up on the list today, she’s been waiting Y number of years, here’s the potential kidney that’s being offered today, and it was donated. And then we talk to our patients about this, and they may say well if I wait a little bit longer could I get “a much better kidney”? And that is every patient’s right. We have these discussions with patients and obviously I think transplant is rather transparent roses than any other things in medicine these days, but it is difficult to understand at times. Sometimes this does not make very efficient use of what could be very usable kidneys. And I think right now we need better tools to help both patients and transplant professionals understand the trade off of getting a transplant sooner versus waiting longer for “a possibly better functioning organ”. And I think that’s part of what we want to do actually on the Kidney Committee is try to provide this type of tool. 

So what is again our allocation concept (not policy) is to again, look at the quality of the gifted organ. So today when an organ is gifted the question is, is it an EDC or SCD organ. What we’re trying to think about potentially in the future would more of a continuous scale quality of that organ with basically a rough estimate. Is it a kidney that is estimated toward the longest 20 percent versus other kidneys into an average recipient or not? So for the large majority of kidneys, that is 80 percent of the kidneys, the question then is which group of candidates should this kidney be offered to first? What we’re proposing in this concept would be a 30 year span of candidates plus or minus 15 years from the donor. 

So if the donor, for example, is age 55, the group of candidates which would be up first would be from 40 to 70. Then within that very large group of potential candidates, which for most of us would be the majority of our wait list, we would then again rank order just like we do today for SCD’s. The issues would most likely revolve around things such as wait time, CPRA, and tissue typing. Again, we haven’t really ironed out the details of the rank ordering, but the wait time will almost definitely be the lion’s share. These other issues will likely play. Again, the committee hasn’t decided because we’re still waiting for feedback and to discuss the feedback from the allocation concept document that we’re discussing today. 

Again, the faults would be if it’s not acceptable to that large group of candidates, then the other group of people, that is everyone else, would help the organ offered to them, again, by rank ordering, local, then regional, then national, etcetera. If a kidney is estimated to be in one that could survive the longest 20 percent of your local donor’s into the average candidate, then the question would be to first offer this to the group of people which are in the 20 percent of the estimated longest times to survive after their transplant. So this is not a cut point by any particular demographic. But for example, if you had 200 people on your blood type O wait list, 20 percent of 200 would be 40, so those 40 people would be first in this group A. They would then be rank ordered again by things yet to be determined, but more than likely to be the lion’s share of wait time, then likely CPRA, likely some tissue typing. So anyone who even entered that group would most likely still be “waiting” because there would be a significant number of people in those groups who would then be rank ordered. Again, if someone in that group did not want that kidney that day, it would then be offered to the other 80 percent of the candidates, again, by some type of rank ordering system. 

The reason we were looking at this more continuous measure of kidney function is that what we have now, although well intentioned, just does not seem to be working. The standard criteria donor versus the extended criteria donor concept or as a lot of the people want to call it the good versus the bad kidneys. What we really hear from talking to people who do this they sign up a lot of their patients on the ECD list, but what they’re really doing is waiting for “a really good ECD kidney”. And we actually all know this in practice that they exist. And when you look at it on this graph you can see that some of the better ECD kidneys, which are in the white bar, do have a better estimated function or survival than your SCD kidneys, which are in the darker bars. There’s a bit of overlap. So, again, that’s why we’re trying to come up with a system that would be a bit more granular for people to understand and that’s where we have come up with this kidney donor profile index. 

On the left are the donor characteristics and they’re only donor characteristics which go into the calculation. On the right are the current criteria for the extended criteria donors. And as we know right now any donor over age 60 no matter what else is happening even if they’re in perfect health as an ECD, or a donor between 50 and 60 if they have two of the medical criteria listed there, and they are now considered our ECD’s. What we were trying to do is figure out more of a continuum where the donor on the scale of zero to one, or zero to 100, or whatever we finally come up with could give people a little bit better clinical idea of where does this donor stand if you would put this donor kidney into your average candidate. To be honest I think what we all do clinically in the middle of the night when we get an organ offer we listen to the details of the donor, how the kidney’s functioning, the donor history, and we say well this is an average kidney, or this is better than average, or way better than average, or if it’s in the other direction. What we’re trying to do is something like that. This is not landing the rocket on the moon. This is more of a better idea of what’s the relative quality of this kidney versus others you would be offered. 

If you look at the next slide here you can see that the relative quality of the kidney shown on the Y axis, as KDPI from zero to 100 percent, varies throughout age ranges. And, in fact, if you look at the average kidney, which by definition is the 50th percentile, there’s a relatively wide donor age range, which you can see on the bottom of the screen, there on the X axis ranging from a relatively young child all the way up to a middle aged adult. So the relative functions of these kidneys are very reasonable over a very large donor age span. 

If we look right now at transplantation in regards to donor age on the Y axis, the arrow going up and down from 0 to 80, and recipient age going across the bottom by decade, you can see that there is significant age range. Let me explain that these are called the box (inaudible). The white line going across is the median. The colored box is the bottom 25 to the top 75 percent of the patients. And then the top and bottom of the white lines are from five percent on the bottom to 95 percent on top. I’m not a statistician and I don’t play one on TV as they say, but I’ll just try to give a little review of what I do know. This gives us a little bit of a picture of what are the relative volumes of patients that are within these ranges. And you can see and it’s been previously published that on average as a candidate gets older, the donor is a little bit older. Again, there’s a huge overlap as you can see by looking at both the colored boxes as well as the white whiskers there. 

If we look at the range of the potential function of the kidneys, ailing from the theoretical longest functioning kidneys on the left at zero percent and the theoretically shortest functioning kidneys on the right at 100 percent, you can see that for the large majority of kidneys as you go up the scale there’s actually very little difference on this continuum. And I think that’s an important point. Again, it’s not that vital if the kidney is really 19 percent, or 21 percent, or 15 percent, or 25 percent. That’s still a very good kidney. There are differences though as you go across larger boundaries. The good news is, I think, for all the candidates that even a kidney which may not sound that great to us ends up being a relatively very functional kidney. And I think that’s the big positive that I really have taken out of this. 

Again, if we look at a paper that Dorry Segev published he actually looked last year at the transplants that occurred in the middle of this decade and said well what are we already doing. And what he showed is that actually the median age difference right now is about 14 years in the country. So when we’re looking at plus or minus 15, which actually didn’t come from what we saw in his paper, I think we just have relatively good bits of overlapping data that this is not far from how we really practice medicine today in this country. 

The big issue, obviously, is utilization of deceased donor kidneys. I think the big part of whatever we come up with eventually with a policy over the next couple of years must involve better education of both potential recipients as well as transplant professionals. I think a big issue is going to be the relative value of the different quality of the organ which may be offered versus whether that candidate should wait longer for theoretically a potentially “better organ”. I think this is very complex. If we look at the estimated lifetimes that are remaining for folks, and this is more of a big picture almost life insurance type policy, if you look at that top green line you’re looking at the average years to live for the general population. So for example, if you’re 20 years old its just over 60 years which would get you over 80 years of theoretical lifetime. 

The bottom lighter green number and then the two above that are for people who have end stage renal disease on dialysis or with transplants. So the bottom blue line there is someone’s estimated median lifetime for a candidate who is on dialysis. And, again, these are broad estimates and this is data that is both simulated here and also very consistent with the U.S. RDS data. If someone receives a standard criteria donor transplant we’re looking at an improvement of estimated lifetime survival up to the upper kind of olive green line there. So for the 20 year old you can see on dialysis approximately 17. On the blue line with a transplant that’s SCD quality it’s somewhere around 22 and a half, 23 years. If someone has an extended criteria donor transplant on average the benefit in survival is usually in between that blue line and that green line as you can see with that more or less brown colored line. And as you can see as we move from a younger age of transplant on the left to an increasing age of transplant on the right, the absolute differences between those lines gets smaller. 

You can take that data and either make it more difficult or more easy to understand depending on your point of view by looking at the this isle of recipients here what their estimated survival given by relative quality now of the kidney. So instead of ECD and SCD, we have a kidney there that’s broken down into the 20th percentiles of the donor profile index. You can just look at these numbers. With large numbers they obviously look nice as they go from left to right. The trick is obviously trying to do that for individual people which gets more difficult. 

What we were trying to do was coming up, again, with an education tool which we think is extremely important. One education tool may look something like this and this is actually several years old so it’s not going to look like this for sure. But basically if a candidate wants to put their age in, their comorbidities, the area they’re living in, their donor, their specific OPO area we may be able to come up with something that’s relatively rough but will tell them on average a person like you will live X years plus or minus on dialysis. And in this example this person is estimated to live “2 years on dialysis”. If you had the option of a living donor transplant, which is that grey bar over to the right, you may on average live about seven years which is a big benefit of five years. If you wait for a deceased donor kidney in your area, over the various qualities again by colors with the theoretical longer functioning kidney on the left in the pink and the shorter in that violet purple on the right you can see what your estimated increase in lifetime may be. And I think this is important for people to understand especially with the concept of should I wait longer to get a better quality transplant because they need to know just on average what would it mean to their estimated survival what that is would they live long enough to wait for a much better kidney. And, again, what is the trade off with potential life years lost on dialysis versus getting a transplant which may work for them. So, again, I think this is an educational tool we need to develop not quite independent of allocation issues, but I think as an important addition too. 

Well we also need to look at in especially the simulations that were done are what is the real potential out there now? When we look at kidneys which have actually been procured for transplant but discarded, we’re looking really at that blue number of organs down there toward the right more than on the left obviously. Now some organs simply cannot be used for a number of reasons. We know that, but there are other organs which when you do a calculation of a reasonable estimated function but they may be in an area of the country where they’re just not used that much. And what we need to do, I believe, as a country get more efficient in getting organs to people better. We try to do that with the ECD, SCD issues, but clearly it’s not working all that well. We’re hoping that, again, more of a continuous scale, better education, and for people to understand the potential use and benefit of these kidneys may allow them to be used more both locally as well as shared regionally and nationally. And right now the easiest way to do more transplants is to use the organs which are procured which may be transplantable right now in appropriate people. 

I think all of us are concerned about what our outcomes are, and an issue always with utilization of more kidneys is the ying and yang of the OPO’s want us to use every kidney and the transplant centers need to worry about our outcomes for the obvious reasons. What we’re really also trying to do we think in a new system would be to try to get a better idea of where could outcomes potentially be, and what is going to affect them, and how should we do this right so we actually get a better outcome for the patient and not penalize the transplant centers also. 

So looking here on these three graphs these are kidney alone recipients through decades as you can read 50 to 60, 60 to 70, and 70 to 80 years old. And the kidneys that they received are divided by using the DPI into quartiles. So the best functioning quarters, the second quarter, third, and the fourth quarter. And as you can see I think most of us know clinically the risk tends to be early on with the kidneys working in DGF etcetera. After that it’s really hard to see much of a difference in death rates per year per candidate depending on quality of organs. And I think this could be useful both as an educational tool for the patients, as an educational tool to all of us (inaudible), and also potentially as a way of trying to get better estimated outcomes for centers so that people aren’t penalized trying to help patients by getting them transplants. 

So here’s the Big Picture Slide. This is from actually the U.S. RDS and this is in the concept document. And this is what you’d kind of be seeing already expected remaining lifetimes. And the concept of who is sickest, etcetera, death on the wait list, I think, is a very complex issue for kidney transplantation. I don’t think in the hour and a half that we have today we can even all discuss this topic and give it its due justice. People look at concepts of if you don’t get an organ transplant you’re going to die sooner and that’s the way we basically allocate organs now for liver transplants. Some people think of your time to death and your survival after transplant which is actually the lung allocation system. And then kidney transplantation it’s a little more difficult. Dialysis may not be as good as transplant which is not as good as your own kidneys, but it’s a whole lot better than not having dialysis as we all know and especially now with some nocturnal dialysis improving. 

So the question of the younger person having more years of life basically removed from them from end stage renal disease or the older person dying sooner on dialysis, both of those are very legitimate points. Every person deserves to live longer. There’s no argument at all with that, but I think it’s a very complex issue. And just looking at that from the wait list does not necessarily, I think, the be all, the end all in allocation most especially in kidney transplantation. And I’ll tell you at the Kidney Committee we discussed this for years, and we came up with the fact that there’s no good way of measuring who’s sicker, etcetera. 

So these are just numbers that describe what you just saw; the numbers on the previous slide. A 25 year old on dialysis on average lives about 13 years with a transplant about 34 years. A 60 year old lives about five years and with dialysis 12 years. Everyone pretty much who can make it through the operation will benefit with a transplant, therefore, if possible we should try to get everyone a transplant in a reasonable time. But the details are very different and some people get an increased quantity of lifetime in their years lived with a transplant versus others. 

So the allocation concepts we are trying to continue to have access to everyone. Again, what is already done in the country is the average difference in age being about 14 years and so for the average candidate access won’t really change. The average candidate will still receive about the same quality kidney as they’ve been doing for the last several years. What it will most likely prevent is transplantation across many, many differences decades of life. We think that we can increase utilization of kidneys by having a better way of estimating the function of the kidney with a continuous KDPI as opposed to the ECD, SCD. The exact accuracy of the KDPI I don’t think is as important as the rough estimation of how good is the kidney because we know this is a lot better than what we have now with the ECD, SCD. We think especially we just need to have people continue to understand the benefits of transplantation to all people, and hopefully this will continue to improve donation in this country which is the biggest problem. 

We have people worried about living donations, and if what we do will negatively impact living donation. We saw this with Pediatric Share 35 in that many children in areas of the country about are often able to receive deceased donor organ offers before their live donors could be thoroughly evaluated. That’s not true in all areas of the country as some of you know. We do believe though that by making this group with this concept of the 20 percent longest functioning kidneys to the 20 percent longest surviving patients, 20 percent of whatever that given blood type is that this group then will be rank ordered and will most likely be heavily weighted by time. So, again, even if we had that number of 200 Type O patients in your area, that group of 40 is going to be rank ordered. Someone who is just entering the system today or last month, or six months ago is highly unlikely to be at the top of that number 40 list. And so we don’t anticipate at all the same impact of people getting put on the list and transplanted very quickly in regards to saying its better to wait and then get a living donor transplant. 

Also, we do believe education is extremely paramount here and that concept of a tool to show people what for what most people is a much increased benefit from living donor transplantation versus deceased donor transplantation is an important part of anything that comes forward from out committee. So then quick enough 80 percent of the organs going to a group plus or minus 15 years, the ranked ordering will then be most likely very similar to today, wait time, CPRA, HLA match, not again determined yet since we don’t have a true policy out there. We think that this really is kind of clinical common sense. It’s what’s already done a large majority of the time throughout the country now, and we think it will align the potential function of the organ to the post transplant patient potential survival. The estimate of the 20 percent donor profile index and estimated post transplant survival, we think the models are reasonable. We know that they’re not accurate to the third decimal place. We’re not really sure they need to be. We’re just trying to basically make sure that the people which we think is reasonably accurate need a kidney that can last them a very long time, need a kidney that looks like it really will work a long time. 

C Statistic, I’ll leave this up to Doctor Hippen. He’s much better with stats than I am. It’s an ability to try to predict how good a model is. My, again, brief understanding is that it gives the same weight to telling people in the line who are next to each other versus who are far away. So we had previous discussions years ago with the old list system. The C-statistic for that was not as good as a lot of people wanted. The issues came up and again, Ben and Keith can talk about this more is that my understanding is it gives relatively same proportion as if there’s 10,000 people in line can you predict number one from 10,000 as can you predict number 5,000 from 5,001. That doesn’t seem to be clinically relevant in what we’re talking about. We’re really trying to talk right now just about predicting who theoretically can live the longest. Again, I’ll leave the statistics to the statisticians and I’ll keep going on. 

There are a couple of papers out there that actually Keith is one of the co-authors on as well as Allen and Bob Wolfe which talks about the previous LYFT issue. When you try to compare the best group versus some of the other groups, the C-statistic is not so bad, but again I’ll leave that to others to discuss. I think that’s my last slide, and I’m sorry I went over my time, and I’ll pass it back to Jim. 

JIM WARREN: Thank you very much. That gives us a very good stage for Doctor Hippen to present. Doctor Hippen, you’re on.
DR. BENJAMIN HIPPEN: Thanks. First of all thank you Jim for inviting me, and thanks Ken for a great overview. I’m going to talk about some empirical and some normative concerns with the concept document, but before I do that I want to start off by talking about a couple of areas where Ken and I agree. I absolutely agree with Ken that there are many theoretical allocation concepts that don’t translate well into practice, and I’m going to linger on that point a bit throughout the presentation. Absolutely agree that we need better tools to understand the risk benefit trade offs between earlier transplantation with a perhaps an optimal organ versus waiting longer. And I absolutely think that the criteria for ECD is wanting, and we definitely need better tools for that. What I’m going to suggest today though is that KDPI and EPTS may not be those tools. And I’d like to talk a little bit at the end about what tools might look like. 

So why are we talking about this? Well the concept document is really only the most recent iteration of a long standing project that the Kidney Committee’s been occupied with for six now maybe seven years. It’s the latest iteration of an alphabet soup of statistical models that are attempting to be good prognostic tools both for patient and graft survival. Three years ago we had quite a lot of discussion about what was then the kidney allocation score, and in the most recent iteration the thing that concerned me the most was that a lot of the conceptual and methodological problems with the kidney allocation score are mirrored in the KDPI and the EPTS. Unfortunately none of these models have been prospectively validated, and I’m going to explain why that might be of concern. 

So in order to explain why the statistical models may not be very good prognostic tools I want to linger on the distinction between a risk factor versus a prognostic tool. So we all know lots of different kinds of risk factors for certain kinds of diseases. So for example, diabetes is a risk factor for the development of renal failure. But diabetes as diagnostic category is not a very good prognostic tool for the development of renal failure and the reason is because diabetes as a diagnostic concept doesn’t distinguish well between people who do and don’t develop renal failure. So a risk factor is good prognostic tool only if it’s a concept or a variable that sharply distinguishes between people who do have a disease and don’t have a disease. 

And this graph from an article by Jim Warren in the New England Journal of Medicine demonstrates what happens when you try and use a risk factor that’s not a very good prognostic tool. These are two overlapping curves. The blue curve shows a group of patients without an event, and the red curve shows a group of patients with an event. And what it shows is that if you have a variable that overlaps significantly between groups of patients who do and don’t have an event, then you either have a very high false positive rate. That is if you identify someone with the risk factor and you think it’s a prognostic tool for the event, then you’re going to have a lot of times where you’re wrong about that, or you’re going to pay a price in sensitivity. That is you’re not going to identify people who do have an event whereas actually they don’t have the event. 
So there are different kinds of examples of this in clinical medicine. This slide shows examples of both a risk factor that is a good prognostic tool and a risk factor that isn’t. The graph on the left shows the use of alpha-fetoprotein for the detection of Spina bifida. This is a very good prognostic test in that if you have a high alpha-fetoprotein there’s not much overlap between women with affected pregnancies and without affected pregnancies. So for an acceptable false positive rate of five percent, you have an excellent detection rate. 

On the other hand if you look at the graph on the right, this is a graph looking at the use of cholesterol levels which obviously high cholesterol is a risk factor in an adult of ischaemic heart disease in men but the fact is that it’s not a very good prognostic tool because there’s a lot of overlap between hyperlipidemia in men who are or who are not affected from ischaemic heart disease. 

So why am I boring you with all of this? Well the reason is because this C-statistic that Ken referred to is actually a very good measure of how good a prognostic test is. It’s not actually a measure of a goodness of fit. And perhaps when Keith gets on the line we can talk about the difference. But just to give you an idea of what the C-statistic means with regards the measure of a prognostic test. A C-statistic of 0.5 for a binary outcome, that is either you have a disease or you don’t have a disease, a C-statistic of 0.5 then you basically have the coin flip’s chance of being right. Whereas if you have a C-statistic of 1.0 that’s a perfect prediction model. Back when we were talking about LYFT in 2008, the C-statistics for wait list patient and graft survival across all comers was not all together impressive particularly for graft survival which was not a whole lot better than a chance. And so when I happened in concept document across this quote mainly that estimated post transplant survival the EPTS in the concept value meant did not provide substantially greater predictive power than LYFT, I didn’t identify that particularly as a compliment. 

So what are the C-statistics for KDPI? Well across all of the quartiles it’s about .6 and across the middle quartiles, as Ken referred to, it’s pretty close to chance; pretty close to a coin flip. That’s the 5,000 furthest 5,000 in first. But the C-statistic between the lowest and the highest quartile which would be the healthiest risk candidates and the expected best performing kidneys and the opposite is about .78; a little more impressive. And so the KDRI, which is what it was referred to in this particular paper where the C-statistics are taken from, correctly identify the fact that KDRI is more useful for identifying differences between the extremes. That is by kidneys that are expected to perform very, very well versus very, very badly. And similarly for candidates as opposed to the middle ranges. But the relative distinction here is whether or not these formulas can reliably and reproducibly differentiate the top 20 percent of kidneys and candidates from the other 80 percent of kidneys and candidates respectively. 

And there’s some reason to have some concern about this. This is a graph from a study that Jesse Schold’s that Bruce Kaplan and Meier-Kriesche published in AJT a few years ago looking at a paper that Hariharan published in the New England Journal in 2000 which was widely cited. Hariharan’s paper suggested that half-lives of allografts were dramatically improving. And these are projections. And the white bars indicate Hariharan’s projections of graft outcome from 1988 to 1995. This is before we really had this data. And so what Kaplan and Meier-Kriesche did was went back several years later and in the black bars actually identify the actual Kaplan Meier half-lives of allografts, and it was considerably less than enthused and billed. And so this is one of the reasons that I tend to look at hypothetical statistical projection models and allograph half-life with a little scants. And that’s one of the reasons that I think it’s important to have at least some sort of prospected testing before we implement it wholesale in organ allocation and in kidney allocation. 

The other concern about these relatively low C-statistics is that there’s a high chance of mistriage. That is incorrectly identifying kidneys as good whereas they are perhaps more suboptimal and vice versa and the same with candidates because there’s no guarantee number one that mistriages won’t be in the 30 or 40 percent rate which is what the C-statistic suggests they might be. And there’s no guarantee that mistriage of either organs or candidates will be randomly distributed. That is there may be some groups of candidates that are mistriaged more often than others. And if there’s a frequent enough mistriage, then whatever else one thinks about this concept proposal for revising organ allocation it’s a failure of the organ allocation system to do what it purports to do, and, in fact, is basically the ethical basis for doing so. 

So those are my empirical concerns. Since I know we’re running short on time I’m going to quickly run through some normative concerns. This is perhaps an unfortunate way to put it, but it does at least have the virtue of being clear. In the concept document we know to some extent who’s predicted to win. As Ken mentioned, it’s more complicated than simply talking about young candidates, but for the most part that’s really what we’re talking about. What’s absent is a clear understanding of which groups will be worse off as a result of the new sorts of changes in organ allocation, and how many of them will lose. What was missing from both LYFT and what’s missing from the concept document is models of death on the waiting list. Now I absolutely agree with Ken that death on the waiting list is a much more complicated topic than would ordinarily be billed. It’s not only the elderly, and we really don’t have good models for who dies on the list and why. But we really need that because if we’re talking about increasing the utility of organs and not wasting organs in some fashion or another, we need to know who will lose out. Who’s going to be losing life years by virtue of being removed from the list without a transplant or removed from the list for death because in all utility models that I’m familiar with it’s not just maximization of benefits, it’s also minimization of harms. And we need to know what those harms are, and how to compare them to potential benefits. And one way to do this is to look at organ allocation or listing as an intent to treat analysis. 

What does that mean? Well basically in intent to treat analysis would allow you to treat each and every candidate on the waiting list as someone who is intended to be transplanted. And if you look at it that way then if somebody is removed from the list, either because they get too sick to transplant or because they die on the waiting list, that is included in the same model as looking at how many additional life years from transplant you might get by, for example, preferentially allocating the top 20 percent of kidneys to the top 20 percent of recipients stipulating that it’s not quite that simple as Ken mentioned. 

So this is figure ten from the concept document. And in rough thumb nail it shows how the current system is laid out and how the proposed system would be laid out in terms of allocating organs by age. And what it shows is about five percent of kidneys that are currently allocated through the 50 to 64 age group would be allocated to younger recipients and another five percent from the 65 plus age group would be allocated to younger recipients. 

Now I altered this graph a little bit because I think it’s important to realize that the age distribution on the waiting list is non-uniform, and this graph demonstrates that. So the blue and the red lines are basically figure ten reproduced, and the green and the purple lines look at the distribution of candidates on the waiting list by age. And what this shows is that disproportionately 50 to 64 year olds are represented on the list and 65 plus year olds are also disproportionately represented on the list. So when we talk about taking an additional five percent of kidneys from each of those groups and transferring them in essence to the 18 to 34 year olds and the 35 to 49 year olds, it’s not zero sum because again, the 50 to 64 year olds there are many more of them on the list, and there are many more 65 plus year olds than the 18 to 34’s and the 35’s to 49’s. The consequences of this, I think, are relevant as we think about whether or not this is a good idea to implement. 

So this is the Share 35 graph that Ken alluded to. This built on a study that Dick Thistlethwaite and Lainie Friedman Ross published several years ago. And in our recent New England Journal Article we took the data out to 2010. And what it shows us is that after Share 35 was implemented in 2004, which preferentially allocated kidneys from deceased donors under the age of 35 to pediatric candidates, there was a felling off in rates of living donation to pediatric recipients concomitant with the fact that there was additional access to deceased donor pediatric transplants. And the worry here is that this particular trend may be mirrored in the 18 to 34, and the 35 to 49 year age group. And the reason for that is because younger candidates on the list receive disproportionately more kidneys from living donors. So among the 18 to 34 year olds cohorts 53 percent of removals from that list were for transplants from living donors. And as you can see as the recipients get older, the fraction of removals for living donor transplant go down. And so any disproportional disincentivization of living donors among the young may actually reduce total rates of living donation. And it’s not clear that the young are not randomly and evenly distributed across DSA’s. In fact, the lower 20 percent may look quite different to across DSA’s and across individual centers. And it’s not clear at all that individual transplant centers would wrong in advertising their favorable less than 20 percent demographics. 

So Ken had mentioned a kidney that looks like you, but if you’re old and on the waiting list you’re pretty sick. And this is not a simulation. This is actually Kaplan Meier’s patient and graft survival data from you’re a transplant where they have an old-for-old system. And I think the Kaplan Meier’s told the tale. I used Kaplan Meier’s survival curves when I talk to my patients in evaluation clinic when we start to make these decisions. The solid line on the left, which is patient survival, is the Euro transplant senior program which allocates 65 plus year old donor kidneys to 65 plus year old recipients. The dashed line at the top, which is any to old, compares 65 plus year old recipients who are eligible for kidneys from donors of all ages which is similar to what we have in the United States. And what the patient survival Kaplan Meier graph shows is that these numbers, and these are actual numbers, this is actual patient survival not projected, fall off pretty quickly. And the separation is significant as time goes and it is statistically significant. 

The left sided Kaplan Meier set of graphs are four graft survival. That’s uncensored, and I tend to show patients death uncensored graft survival because I think death censored graft survival is profoundly misleading when you’re trying to advise patients. They’re not especially reassured that well if you make it through the first year then you’ll do great. It matters if they die early in the first year, and so these separations are maintained between the Euro transplants senior program in any-to-old. So if you’re counseling the patient because I’m a clinical transplant nephrologist and I counsel patients, and you’re asking them about what they would most people would prefer to be on the higher line. Now granted we have a growing disparity between the supply of organs and the demand as it may be appropriate to counsel and consent particular candidates to also sign up for kidneys from older donors, ECD, or whatever you want to call them, higher KDPI. But that’s the conversation that I think needs to be had between both the transplant nephrologist or transplant surgeon and the candidate themselves. I’m not sure it’s something that should be mandated. 

So the other concern here because one of the thoughts about the new system is that will reduce discard is it’s not clear to me at any rate why centers that already have a conservative risk tolerance would suddenly change their minds institutionally speaking with the new system. There’s a 79 percent one year graft survival from the Euro transplant senior program which is not something I think many of us would really want to put on transplant brochures not censored for death. And so it’s not clear that risk adjustment which certainly the SRT advertises as a way out, a way of avoiding being sanctioned because of taking the opportunity to use higher risk kidneys is necessarily going to help patients. It may help protect transplant centers, and it may help OPO’s convince transplant centers to accept organs from older and certain donors but it’s not clear in the long run, as far as I’m concerned looking at the Euro transplant data, that it is necessarily in the best interest of older candidates. Now it may be in the best interest of some older candidates, but I think that goes back to Ken’s point that we really need better and prospectively validated tools to make sense of that. 

This is a little more contentious, but it did occur to me that this needed to be the next slide. These kidneys don’t belong to any of us on this phone call. These kidneys are first and foremost a public resource. And what we do as physicians is we give advice to candidates, candidates who, at least in theory, should have an equal opportunity for access to these transplants, who deserve the best information that we can give them, and should be allowed to make choices relative to their own risk comfort and risk tolerance. And, again, additional risk and foreclosure of benefit from a public resource should not be foisted on the particular classes of candidates simply by fiat. 

So what are some alternatives? Well I mentioned one. Ken mentioned it earlier. We need better prospectively validated risk models, and we need risk models that are based on variables that actually do form good prognostic tools. These may involve variables that are not easy to collect, but they’ve got to be better than the ones we have now. I think that individual transplant professionals need to be doctors. And what I mean by that is that they need to tailor advice to their individual candidates during the evaluation based on the best information that we have. They need to assess and counsel individual candidates about their risk tolerance. They need to talk to candidates in real time as I do, as many of us do, when they get offered an organ whether it makes sense for them to do that. Now granted we have imperfect tools to do that. We’re relying a great deal on our clinical experience, and we’re relying somewhat on these models which the flaws of which we’re profoundly aware of. And the bottom line is that whatever we do to the allocation system it’s not going to significantly address the supply demand disparity in a meaningful way. What we really need is more donors and frankly more living donors because although there are areas where we can improve deceased donation, there is a clear ceiling to that. And with the growing rates of ESRD in the United States and around the world and our ability with improvements and immunosuppression to transplant more and more patients than we ever thought we could, this problem’s only going to get worse. Thanks very much. 

JIM WARREN: Thank you very much. Let me first ask the panel we are running a little long, but I want Tom to be able to have his whole presentation. Will you be able to stay just a little longer in Q&A if it comes to that? If you can’t, I’ll certainly understand. But I just want you to think on that as I introduce Tom Mone who will give us the organ procurement organization perspective. Tom.
TOM MONE: Jim, thank you very much, and  thanks to our colleagues here. Let me advance this first slide and we’ll get started. I think there’s great introductions in the nature of the concept document and some of the potential pitfalls with it. I’d like to start a little bit in some of the context of this discussion that we sometimes forget about and some of the environmental fundamentals and core principles that guide us in these decisions about organ allocation. And the basic understood factor is the organ supply is and will always be much smaller than the transplant demand. And we’ve made an ethical choice not to create a commercial market for organs. Therefore, every decision for every allocation decision that we make requires a conscious trade off, and we basically have medical and ethical criteria and we’ve heard a nice discussion of some of those trade off decisions here already. 

But, of course, every trade off affects not just pools of population but they affect individual patients. And there are trade off decisions that were made 30 years ago that we are dealing with the consequences of today. And every time we tinker with the system, like changing payback rules as we did a couple years ago or substantive changes like we’re discussing today, will certainly affect populations and individual patients; some to the benefit and some to potential harm. And we have to acknowledge that that is part of the decision making process no matter which way we go. Obviously, I think that it’s noted as a community we try to treat those with advanced organ failure and the sickest first mentality and approach is certainly cited in liver programs and lung allocations as well. And certainly dialysis makes that much more difficult in treating kidney disease because so many patients with end stage organ failure are on dialysis, and therefore, it’s harder to define sickest. So we have chosen to rely much more in the kidney area on the ethical constructs of balancing utility, getting as many people transplanted as effectively as possible for as long as possible. We’re justice and we have, of course, limited our concept of justice to age, and gender, and race, and economic factors. And unfortunately I think some of the tools used to measure utility from the very beginning were inadequate, I cite HLA on the cover here, and are actually counterproductive to fulfilling both the justice and utility goals. We’ll talk on that in a moment. 

One of the things that we do have to recognize our kidney allocation system, unlike most areas of medicine, has historically pretended that age is an irrelevant factor in determining the correct treatment. Of course, about eight to ten years ago we showed that in a pediatric preference in the liver allocation and shortly thereafter in kidney so there is some recognition that clearly it makes a difference for some. But we’ve also in other areas of medicine made very clear to support and not often use titanium hips in 70 year olds because it is not necessary for the long run and there would be a waste of resources there. In our kidney allocation system we haven’t made that choice and we often times are in fact wasting life years of a graft in a transplant in an older recipient. And as a result we’re often discriminating against, from a justice standpoint, our younger recipients by giving them organs that are less likely to survive and result in greater sensitivity and re-transplant need while simultaneously, and this is the crux of the issue here I think that’s really gone unstated, it more often results in older patients turning down perfectly viable organs waiting as Doctor Andreoni did say very clearly while they wait for better organs on an individual choice. And that shows up probably most tragically in this graph that you see in front of you now which looks at the Euro transplant experience which is highly driven by the German old-for-old program in which 65 year old organs go into 65 year old recipients or older. And you can see the relatively small discard of donor organs in the yellow bars there as compared to the U.S. discard rate which is dramatically higher. And this, of course, exists not just in the 65 plus age group but also in younger age groups because some of the same principles hold that an organ is not likely to be used effectively. 

In the U.S. waiting time is the primary allocation determinant of a 65 year old plus recipient, a 70 year old recipient who’s offered a 70 year old organ has every reason to wait the week or two, or three for a younger organ to be offered. With the notion that the average kidney donor is somewhere around 40 years old there is every likelihood that an older recipient can receive a younger organ within days or weeks. And thus, they’re often times discarded and more importantly sometimes not even recovered. 

So why did we let this happen? I think when we go back to the very first days of kidney allocation debate efforts to identify the predictors of graft survival for good reasons really lacked experiential data. We weren’t able to retrospectively or prospectively direct this. Now is the time to identify some estimate of utility in graft survival, HLA matching was chosen because it could at least be predicted to identify some benefits of graft survival at the same time to ensure justice across communities and across a population that focuses on age, and gender, and race, and economic differences. 

Now HLA, what’s really wrong with HLA? And nothing is inherently wrong with it and, of course, we still rely upon it today. However, it was never all that powerful of a predictor of graft survival. Certainly it was at zero mismatches. But the one to five antigen match had the 70 declining benefit in predicting graft survival. And, of course, it was always done independent of age factors so we would still allow a younger donor kidney to go to an older recipient which inherently undermined graft survival in itself. And as we know advances in immunosuppression have made HLA essentially a non predictive of graft and patient survival in all but the zero-mismatched cases and there’s ongoing discussions about that. The addition of the donor profile index and the expected post transplant survival supplements HLA and provides a good deal more predictive power to maximize graft life. And I think its worth noting it is not as powerful as LYFT would’ve been, but it is a dramatic improvement. 

Now waiting time as the other major factor in the earliest days of kidney allocation criteria that we’ve looked at it may ensure equality of access within a region or a DSA most likely within a donation of service area. But waiting time can vary four to five times and as many as five to ten years longer between different regions and different DSA’s largely due to the widely disproportionate list sizes, widely varied donor potential due to death rates that vary from four per 1,000 to 14 per 1,000 in various DSA’s across the country. And in a relatively moderate variation in donation consent rates which is driven more often than not by immigration status and English language issues that are somewhat outside of controls that affect waiting time. But the fact is the disparity is not addressed this concept but it would be benefited. We would be able to address it to some degree if we’re able to transplant more older organs. There’s some delayed reaction here.
So how does a donor profile index help her? First off it’s very clear from the data already presented that it does increase and maximize grafts are viable within that range of donors and recipients that are better matched. And by default it reduces rejection among some of the population. And more importantly sensitization of patients who are younger patients, middle-aged patients, who lose an organ through graft failure and require re-transplant. It certainly has been predicted that to reduce cold ischemia time resulting in delayed graft function because there’s less reliance on time consuming subjective assessment of donor recipient compatibility, and less time wasted offering older organs to younger patients. And, of course, the fundamental argument it would increase organ utilization because older donors would be less likely to be bypassed as the older recipients chose to wait today for a younger donor. 

Now it’s been stated in some publications that moving to this concept would not inherently increase organs available for transplant. However, that’s looking at existing UNOS and OPO data which, of course, does not include and old-for-old equivalent type of program or an age based program substantially. So we have to look outside the U.S. and looking at the German/Euro transplant data it demonstrated pretty clearly some of the benefits. First off we saw the much decreased discard rate already. The first year study that came out when this was first put in place ten years ago showed that the European senior program patients had 86 percent one year graft survival versus the controlled group across all patients only 79 percent. A remarkable benefit actually surprisingly and reduced cold ischemia time. 

The five year study, looking a little further out, noted that the availability of elderly donors doubled and the waiting time for senior program patients decreased and it resulted in less cold ischemia time and graft to patient survival were not negatively affected by the ESP allocation when compared to standard allocation. So the five year study corroborated and expanded on the benefits in the one year study. And the ten year study, just recently released, showed that they’re continuing to find that waiting time for the seniors has dropped by more than a year, and cold time and shipping time dropped by about six hours per case, which is a significant difference, and reduces delayed graft function, and has been associated with longer graft survival. So there is actually a fair amount of data out there if we look at the European experience which says that in age matching it actually does impact increase number of organs available, and benefits the senior population, and the general population by reducing some of the graft cold time and delayed graft function. 

So the EuroTrans predicted benefits increased organ availability, more transplants, decreased waiting time for the young and the old, decreased cold ischemia time, and equivalent one year graft survival, decreased younger recipient graft loss, decreased recipient sensitization, and a slightly increased older recipient three to five year graft failure. That is not death censored so it could be a factor of that. So translating from their experience while the German old-for-old system is more extreme, it’s a good deal more extreme than the concept here, it does reasonably predict that we will see decreased discards, and more transplants, and increased graft survival. While the concept paper has broader age bands which should be and could really be modeled to see if we can identify what the impacts would be on graft loss associated with the use of dramatically older organs to the extent we have enough data out there. 

Some of the ethical implications from a utility standpoint certainly we increase the utilization of overall kidneys, we reduce ischemic time, reduce waiting time, improve prediction of graft function, and life saved and benefitted. The justice benefits I think it’s worth recognizing that reduced graft loss and sensitization, and re-transplant are benefiting younger recipients who are being harmed by the current system. We made trade off decisions years ago that said that age was not a factor, but in fact it is and it does harm the younger recipients today both in access to organs but more importantly in access to organs that will ideally last their lifetime or closer to it. And the second one the increased transplants, reduce waiting time for older recipients offsets the loss of access to younger donor organs. 

Now from the OPO perspective, I think it’s always important to go back to what is the source of our organs, and our donor families, and what is their perspective on donation. And, of course, we have not had a survey of the donation community and donors of what they think of the DPI concept paper. But when asked what they hope for when they chose to donate number one is to save as many lives as possible for as long as possible. And they reiterate and they can keep my loved one’s organs functioning as long as possible. The concept fulfills both of those goals. It transplants more organs, reduces overall graft loss, and increases lives saved and years of function. 

Is it the ideal solution? Will this concept reduce discard rates as much as in German the old-for-old? No, it won’t. It clearly is not as dramatic. It’s not as black and white on the older population. There still may be advantage to holding out if you’re 65 for a 45 to 50 year old organ. But it can be predicted to decrease waiting time, reduce ischemic time, and lower discard rates to some extent. Will it save as many lives and shorten waiting time, and maximize life as much as LYFT? No, but it’s important to remember that making these trade offs our community has had an appropriate history of caution when fiddling with human lives and the impact on both parties those winners and losers. And the concept is a meaningful incremental step that will both extend life and save more lives. And will it end the demographic and geographical inequality? No, not at all. It won’t really address that directly but that’s another day’s work. But if the primary goal is balancing of utility and justice, and ending deaths on the wait list, increasing overall graft survival, fulfilling and honoring the wished of the donors and donor families who make donation possible, then it’s a significant step forward and it’s time to move it forward from concept to policy. Thank you very much. 

JIM WARREN: Thank you very much Tom. Operator what I would like you to do right now is open the lines and get the questions to questioners who want to call in get in a queue and also the same thing with the texting. I’m also happy to report that Doctor Leichtman has overcome his discomfort with me misspelling his name and has rallied and would like to add something. So Doctor Leichtman if you’re there I’d like you to have your response, and I think we agreed you’re going to give something for about five minutes while we queue people up. Is that fine with you?
DR. ALLEN LEICHTMAN: That’s fine with me.
JIM WARREN: Doctor Leichtman you’re on.
DR. LEICHTMAN: I’m a transplant nephrologist at the University of Michigan. I was the Chair of the OPO when the charge was given to the committee to look at the kidney allocation system, and I was for a decade I was one of the principle investigators at the SRTR. There’s one factual comment that I would like to correct or at least comment on from Ben Hippen’s presentation and that was the assertion that the model did not count for wait list survival. In fact, the incremental years of survival that are generated in the models was based on the entire candidate pool and these results are summarized in table seven on page 35 of the concept document. 

So let me start off with a question to Doctor Hippen and don’t feel singled out. I have also questions for Ken Andreoni. The current kidney allocation system fails to realize about 15,000 post transplant life years which is the equivalent of about 1,200 extra deceased donor kidney transplants per year. I’m wondering what you view as the ethical imperative that would justify this sacrifice of life years?
DR. HIPPEN: thank you for the question, Allen, and I’ve also recently stopped beating my wife. (chuckles) I think the additional number of life years is generated by a model which I spent a lot of time questioning. I think that additional life years from transplant needs to be balanced by the life years lost from people under a new system who would be transplanted and enjoy those life years but otherwise do not. If we’re talking about the current concept document, I’m not sure that 15,000 additional years of life were in fact was what being purported. That number sounds more like LYFT to me, but to substantively answer your question I just don’t accept the premise. I think that the additional number of life years from transplant that you’re referring to is based on a statistical model that hasn’t been prospectively validated and that I think there are good reasons to suppose may have a wide range of error if it were really true. But to answer your ethical question, if it were really true that the current allocation system resulted in 15,000 additional life years from transplant that were lost without concomitantly disadvantaging more people who would otherwise benefit under the current system, then I would say that is not justified. You and I would agree. 

DR. LEICHTMAN: I think we do. So can I just for clarification point out that we’re mixing results in your responses. The 15,000 years that I’m referring to are post transplant years among recipients. The entire survival of benefit from the entire candidate pool as modeled is an incremental 5,000 years. But you do raise another question which is that EPTF can’t really be practically prospectively validated because it would be employed somewhere for prospective validation. But there are ways to address these kinds of situations statistically, and one of the ways to do that is a half model in which the cohort of what’s being evaluated is split in half, predictive equations are built, forecasts of the model, the two predictive equations are then compared, and if they match up about 75 percent of the time, that’s considered a win. So as I know you’re aware, the split half model R squared for post transplant survival is .99 which is essentially unity. So I guess my question is why is that not satisfactory, and given that prospective validation is not a real world solution is there any real world validation of a survival model that you’re willing to accept?
DR. HIPPEN: Well I think my comparative of R squared and now we’re diving deep into statistical minutia, but it’s actually very important. The goodness of fit is different from index of variance. And I think goodness of fit is answering a different question. The question that I think is relevant is whether or not the statistical model offers a good prognostic tool. And I think the C-statistics for KDPI and EPTS are concerning that in fact what may be measured in these statistical models are risk factors that overlap considerably with patients who do well and patients who do poorly, kidneys who do well and kidneys which do poorly. I think that perhaps another topic of discussion is to what a prospective study might look like. I think over the biggest hurdle would be the end required to achieve significance without introducing a lot of error as well as a time frame. But I think the alternative, which is being proposed, which is to change the entire allocation system and see what happens is ill advised particularly with the C-statistics being what they are. So we may just simply be at an impasse on that one Allen. 

JIM WARREN: Can I ask a question?  So we’re talking about just 20 percent of the organs being allocated with any statistical modeling whatsoever and 80 percent of the organs, or almost all of them, going to plus or minus 15 years in regards to the donor age and the recipient age. Just to put it in perspective we’re talking about a small number of organs with these statistical maneuvers. Also, I think it would be unfair to say that we can’t accurately estimate the top 20 percent from the bottom 20 percent. There’s a little bit of that in there, Ben, but we’re not sure if they’re really not good at all, and I don’t think that’s true. 

DR. LEICHTMAN I don’t dispute that the model is strongest when it’s comparing the top 20 percent to the bottom 20 percent. That’s not in dispute. That’s clearly where the C-statistic turns out to be the best. The question is whether or not the top 20 percent versus the other 80 percent what the C-statistic there is. And I think that there’s enough overlap to where mistriages will happen frequently. And when you have a mistriage, you’re acting directly against what the system is supposed to be doing.  I would argue that the mistriages it’s not a mistake to give someone who’s top 19 percent versus top 21 percent. That’s an area of grey. I think what we’re trying to do is have a better alignment of the potential function of the kidney and the potential longevity of the recipient. And I think even if we’re off by a few percentage points at random, that’s much better than what we have right now. And I think that’s where we really need to be because what we have right now is an accident of allocation. We’ve removed all the HLA points as Tom pointed out, and we’re basically down to waiting in line. 

DR. HIPPEN: I’d like to just make a comment there. As I pointed out earlier, we clearly can’t retrospectively model a lot of this because we don’t have those older donor organs in the system so we have to look a little bit beyond our world. While we love the fact that we have the gigantic database of donor recipient information, it’s limited to those cases where we’ve chosen to have donors and those recipients got them from a relatively random system. We do have the benefit of looking elsewhere at some of the data that I cited here and some of the references behind it. And they certainly point out both the increased availability, but a relatively good outcome for both parties, the older recipients as well as the younger recipients which is very clear. So I don’t think we should just spend our time fighting entirely over our lack of data to predict these things when there is some sorts of data out there already. 

DR. LEICHTMAN: We can make sure though briefly a few statistics. This predictive value of the EPTS, the post transplant survival, is a bit better than MELD, a bit better than LAS, better than the predictive survival value of cholesterol, better than the predictive value of mammograms for predicting breast cancer. HLA has the C-statistic of .52 for patient survival and .53 for graft survival. We use HLA in allocation, we use MELD in allocation, we use LAS in allocation. Then the few acceptable metrics that guide allocation why is the superior EPTF not also acceptable? 

DR. HIPPEN: Well let me start off by saying I don’t think HLA should be used in allocation, and I’m looking forward to seeing it vanish. As far as C-statistics for things like mammograms for breast cancer that would be in my view the wrong use of C-statistic because a mammogram is being used as a screening test for breast cancer and not something that clearly distinguishes between people who do and don’t, at least for abnormal mammograms. That’s one of the reasons the C-statistics for breast cancer is low and why you have to do further testing. As far as MELD and LAS, I think again in those instances we’re talking about different kinds of allocation systems with different ends. We’re not talking about minimizing death on the waiting list. That would actually be a very interesting discussion to have with regard to kidney allocation. Structuring kidney allocation to minimize death on the waiting list would look quite different than the sort of allocation systems, I think, that we’re talking about here. 

But, I mean, again, I think the purpose of the purported benefit of EPTS and KDPI is maximizing life years from transplant. That is being able to take variables that are risk factors for graft survival or graft failure, patient survival or patient’s death and turning around and trying to use them as prognostic tools. And I think in this instance the C-statistic which is the best measure of a statistical model as a prognostic tool is unimpressive, and I think has a high rate of error as much as 30 or 40 percent. And I think when you’re mistriaging on that level you are doing a disservice to people by changing it to a system like that which becomes progressively less predictable as to where people stand. Whatever the problems with the current system, and I concede that there are problems with the current system, it is easy to explain to people and it is easy to explain to people relatively where they stand based on the decisions that they make with regard to ECD, or CDC high risk, or whether they’re going to stick with a standard criteria donor and the like. We can tell them more or less where they stand. 

DR. LEICHTMAN: So I think your reply is that the error rate the C-statistic for this type of metric would be misidentifying the list of 100 whether person 14 is person 15, but not misidentifying whether person 14 is number 84. And as Ken said, that’s a big step forward from where we are. I don’t mean to be monopolizing the questions, Jim, I could address the question to Ken, but if you prefer I’d be happy to step down and let other people ask questions of the panelists. 

JIM WARREN: Let me just ask I have one question while you regroup. We don’t have any callers on the line to my knowledge, but I have a question that I want to ask particularly to Ken and to Tom, but you can all weigh in. I’ve been covering this issue since 2004, 2005 when the committee first started to basically chew up chairman of the Kidney Transplantation group committee as they went forward to try and grapple with this issue. And what we saw with the proposal that just came out was a lot of press coverage and one of the themes that the press picked up on was the organs going to the young and is it going to mean a death sentence for the old. I mean it boiled it down to a pretty strong headline type of coverage. Is there a danger that while you’re talking the in wonderful scientific language, and statistics, and whatnot, of losing the public if it isn’t discussed so that they know what is really in there and is there a possibility that there’s going to be a perception problem that there’s a problem with this whole system that’s going to discriminate against older people? 

DR. ANDREONI: Well again, this is a great high school debate topic because we could each talk about three days for this and then keep going. The issue of discriminating against various people, etcetera, right now it occurs at age 18 if you want to say that. Now there’s mandate federal law that pediatric patients are treated differently. What’s the difference between a 17 year old 11 month person than an 18 year old one month person? Its two months, that’s all it is. The other issue, again, that I look at, which I hear all the time, is “death sentence” you use the term. It sounds good. It makes great headlines. But the truth is if you’re 20 years old and you have end stage renal disease you have a far bigger death sentence than if you’re 65 and you have end stage renal disease because if you’re 20 with end stage renal disease you have a very low statistical probability of ever living to be 65. Whereas if you’re 65 now, you have a 100 percent chance probability of living to be 65. Now that’s a stupid use of statistics, but some people do, do that; no one on this phone call, but other people through out the numbers all over the place. 

And, again, the bigger issue, I think, is not the denying people transplant as it is to make a better use of what we have. We know we don’t have enough organs. Everyone has acknowledged that. How can we make the system try to use what we have, try to make it better, try to not decrease living donation as Doctor Hippen is rather legitimately concerned? Which I don’t think we do, but it’s a concern, and we actually discussed it out loud in our kidney meetings. Allen talked about this has been discussed for more than nine years now probably more, and there’s a lot of people in the room who do this every day. So most I think of what people are bringing up we’ve thought about. I would love to have the best medical simple cheap test to figure out who’s going to die when and maybe some of this would be easier, but I’m not sure we actually need that for the large majority of what we need to do which is have a better estimate of which organ is most useful to which people meaning who really needs an organ with that horsepower versus not. So I’m trying to look at this with a lot of clinical common sense and also not just P values and it seems to be pretty reasonable. I think it’s pretty easy to explain to people that most people are going to get an organ that’s plus or minus 15 years versus their age. That’s 80 percent of the organs. That’s where I think 80 percent of our discussion should be, whereas we’ve spent 99 percent of our time on the 20 percent which is the small minority on actual numbers. So I think on whole this makes a lot more sense than it doesn’t. 
DR. LEIGHTMAN:  I think when that charge is thrown out that would discriminate against the old we have to recognize that we’re discriminating against the young today by taking younger organs that would benefit them better, longer, keep them healthier, reduce re-transplant, and give them to patients whose natural lifespan would not effectively use that organ in the first place. So there’s an inherent discrimination in any trade off you make and that’s the discrimination today. But more importantly and simultaneously we discriminate against the entire wait list, young and old, because we have a system that just incentivizes the non-use and discard of older donor organs that are absolutely viable and would successfully transplant many, many patients. 

JIM WARREN: I’m told we have a caller on the line. Will you go ahead and get the caller on the line please Jack.
QUESTIONER: This is Jeff Orlowski at Albany, New York. I’m CEO of the Center for Donation of Transplant and also currently AOPO president and a member of the UNOS board. However, my comment is… I have a comment and then a question. And first of all I want to thank all of the speakers for your insight and the really wonderful presentations that have been made. I think my concern is that we have to recognize a few things in the industry, and I believe that we’re getting caught up in statistical arguments when there’s really a few practical points that we have to get back to. 

Number one, the system that we have now is designed to allocate the kidneys that we had in 1987. And the fact of the matter is our donor population has changed quite a bit over the last 25 years and as we move forward it’s going to continue to change. So while we have a system in place I don’t think any of us would argue that the system we have in place is working well. And my second point would be I think that problem is going to increase dramatically in the next ten to 15 years as we see more and more people percentage wise in the above 60 age population and fewer and fewer people in the lower age population just as a result of the aging of our country. We know that we have a big bubble of baby boomers, of which I’m one, who are moving through the system. And the problem we have no is going to become increasingly magnified in the years ahead. So I think we have to acknowledge we have a system that is not designed to deal with the population we have now, and it’s a system that’s going to get progressively worse as the population continues to evolve in the direction we know it’s evolving. 

So I guess my question to the panel is what do we do to get past arguing over the realities of C-statistics, and P values, and so on, and get down to the fundamental question which I think we have to answer. And that fundamental question is do we hold out with a system we know is broken indefinitely in search of the perfect system or do we make an incremental change in the system that has some reasonable statistical data to show that it will improve things knowing that it’s not perfect. And my final comment would be I personally would lean towards making some incremental improvement because we know we’re not perfect now. We know it’s going to get worse. And the reality of it is we’re never going to have a perfect system until we have enough kidneys to go around. 

JIM WARREN: Who wants to jump in on that one? 

DR.HIPPEN: I think that’s a great question. The aging of the population, the aging of the ESRD population, the aging of the waiting list, I mean this is a compelling challenge. I think one of the slides I showed earlier showing the disproportional representation of patients 60 to 64 and patients 65 and older demonstrates this. And I think the answer to that question actually goes beyond even broad discussions within transplantation. I think it really speaks to the need to radically rethink the purpose of renal replacement therapy more generally which would lump dialysis and transplantation together in the same conversation. Ken briefly mentioned, and I’m pleased that he did, the amount of nocturnal hemodialysis increasingly home hemodialysis is becoming popular again. It fell off in the 70’s and all the sudden with next stage here it’s becoming more popular. And already we see Kaplan Meier’s survival group showing comparable survival rates among patients on nocturnal hemodialysis compared to standard criteria donor deceased kidney transplants and that’s very impressive. That’s enormously forward. 

And so we may get to the point where we would look at individual patients and counsel them based on risk assessment based on not only certain different kinds of transplants but also renal replacement therapy more generally. There may be patients, even young patients, here I’m thinking in particular of young patients who are being re or even re re-transplanted who are extremely sensitized, who already have a high immunosuppression burden, who may be physiologically not up to the task of a third transplant potentially with a lot more immunosuppression who may be better off with a more contemporary modern form of dialysis. I think that needs to be part of the whole conversation. And part of that’s going to involve breaking down the walls between general and transplant nephrology. 

JIM WARREN: We’re winding down now. We don’t have anybody on the line so Doctor Leichtman I’ll give you the last question, and then I have just a couple of housekeeping remarks when you’re done. Thank you all, again, for agreeing to stay a little bit later. Doctor Leichtman.
DR. LEICHTMAN: A question for Ken. Suppose waiting time was not used as you know in heart, and lung, or liver allocation and there is incredibly (inaudible) of the median time to transplant among kidney transplant programs by DSA and blood type varies from as short as three months to 90 months. It’s unpredictable for individual patients. It favors younger and healthier candidates. It does not look at the progression of the disease. It does not look at the benefits. It does not conform to the prior rules that calls for DSA’s and waiting time. So why in the world are we considering allocating kidneys within their survival cohort primarily by waiting time? 

DR. ANDREONI: Thanks, Allen. That was an easy one. Well I could only say you know what I don’t think I even have my medical degree when that was decided, but that’s an easy way out. Again, I think we talked about the fact that it’s more difficult to try to come to an agreement on measuring medical necessity, etcetera, in kidney transplantation versus other organs. I think even each of the other organ systems are having their issues with prioritization. For example, as you know better than I, MELD system now estimates death within 90 days waiting for a liver. They probably want to add some post transplant survival statistics into it like lung allocation has, etcetera, etcetera. I think right now that people talk about incremental change when Jeff came on, and I think that that’s kind of, I think, part of the concept of how do make things at least a little bit better than what we already have in a system that people at least kind of understand. I think we heard from a lot of patient groups that they wanted some type of concept of wait time. It doesn’t address the differences geographically, but we know there’s very complex issues in that. I think also people know who are involved in UNOS and most others probably know that people are looking at concepts of different wait times around the countries for all various organs including kidneys. I think people who are looking at this very thoughtfully and not just trying to use preconceived notions are finding out that some of what they assumed is not true. It’s not always at centers with shorter wait times can be picker. In fact some centers with shorter wait times have shorter wait times because they aggressively use organs. 

So how this really comes out in great detail is going to be rather complex, I think, over time. Right now what we are looking at is for people in the same area if you’re similar to someone else, and again that’s why I think we really don’t have a way of figuring out people who are relatively similar who’s different from each other what the sense of fairness is. Right now that has been “wait time”. As Allen knows, and many others may not know on the phone, when we’re looking at wait time we are probably going to be redefining wait time as ESRD time and or time when you’re listed with your estimated function less than 20. So Allen already uses that in his donor service area. And several others such as California already use this. But across most of the country most of us are using the older definition of wait time and that is time when you’re activated at your transplant center. So that in itself is a change which we didn’t talk a lot about today just because we had so much to talk about. 

JIM WARREN: Thank you very much. I think with that I’m going to bring this to a close. Those of you who are still on the line and listening, if you have any questions for the panel I would ask you to e-mail them to me at trannews@trannews.com, and I will forward them to the appropriate speaker and ask them if they’ll comment to you, or you can get in touch with them. I also want to remind you that now that this is over you will be receiving an entire slightly edited transcript of today’s proceedings and more importantly you’re going to be receiving a link as part of your registration fee that contains the entire webinar so that you can show it to other members of your staff in your hospital, and show them how complex this is, and what is going to happen with this in the future, we hope, so that that link will be yours and it will work on your own computer. I also will be sending you, as I said, a short five question response survey. And with that I want to thank the panel. You’ve been extraordinary on short notice before the ATC meeting that starts on Sunday, and thank you very much for spending some extra time on this most important issue that I’m sure we’re going to be discussing again in the past. Thank you very much. 

______________________________________________________________________________________
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