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ASTS Questions & Concerns:
OPTN/UNOS proposed LYFT-based Allocation System

1. LYFT Score, Modeling:

a. To provide interpretable information for the public, it woudhelpful to
provide some graphical representation of the overlap gidpelation by
age decile (i.e. what percentage of the 60 year olds vgetithe same
benefit as the population that is 5 years younger?).

b. The results of the simulations demonstrate that Vifeleyears are
increased, graft years are not effected. How much diféhgears are
coming in patients who have returned to dialysis affaifed transplant?
What would be the effect of discounting these life gearthis population
by 0.6 rather than 0.8 as the quality of life after retardialysis is
arguably much worse?

c. What proportion of the LFYT score is derived from HDR typing? That
is, all other things being equal, what effect on probgtulit
transplantation does 0, 1, 2 DR matching provide?

d. We are concerned about the significant bias towards ypeogle because
of the significant number of years post-transplaat they will be alive
when compared with older patients with competing riskslé&ath. We
would argue that life years after transplant shouldi$eodnted as is
typical in most effectiveness research. Furtherdi®eounting would
decrease the uncertainty associated with the tailsedfurvival
distribution and would provide for the ability to test otkervival curves
than the median survival curve in calculation of LYRWNe think it would
inform the community more accurately if you would providiécome
models with standard discounting of life years along vath cases of
50% and 200% of the discount rate. Please discuss tloe @feounting
will have on outcomes and the ability to use other moddier
discounting, please examine models using truncation of slitines at
5, 10, and 15 years.

e. What was the mean survival time of patients used inuhaval models?

Have results of re-transplants, as well as interastbetween re-

transplantation and other covariates in the LYFT mdakgn taken into

account in the LYFT calculations?

g. Various contradictory reasons have been given for tbleigrn of race
from the LYFT calculation. In the past, the comnatjestified not using
ethnicity in the algorithm - saying that there was novelifference in
SRTR data. However, recently the rationale was predehat the
committee excluded ethnicity as it was too politicallyrgea and the

-



groups were not well-divided. From SRTR data for live doamc non-
ECD deceased donors, there is a difference in outcbetegen African
Americans and Caucasians. What exactly is driving theisxci of this
predictor from the LYFT score? What is the ethicafificaition of
excluding some variables, race, and including others, digyand age?

h. The variables included in the model include a number wherddta was
noted as missing. While these variables have signifeffetts, one
wonders about the veracity of the data with inclusibtinese variables.
Please provide estimates of outcome and uncertainty nakvahout
inclusion of these variables. The list of variabledwded has a number of
variables that have significant effect on LYFT, butevexcluded for
apparently arbitrary reasons, such as “inappropriate lfmyadion”.

I. Itis unclear how PRA was used in the model, in pdeicBRA greater
than 80. Please explain how the effect of PRA wamatad.

] The committee is looking at a model that decreaselsahefit of LYFT in
order to encourage living donation. Please provide estiroathe
decrease in the number of living donor transplantatisingy estimates
from transplant centers with very short waiting tinaad the pediatric
population. Please estimate the outcome with 1.0, 0.8.&ndYFT.

k. Apparently the LYFT modeling was performed using only SChéyc.
Please explain what affect this would have on the madetompared to
using both SCD and ECD kidneys. What is the effetia@ing donor
factors in both LYFT and DRI?

2. LYFT Score, Statistics:

a. We understand that LYFT score accurately predictyéfas from
transplantation. In other words, we understand that f@ngpatient
characteristics, the predicted LYFT would be comparabibe@verage
life years gained among historical patients with thoseacieristics.
However, it is likely that some patients with thokaracteristics had
much shorter life years gained than would be predicted #yTldnd
some had much longer life years gained than would be peddiy
LYFT. We would like to see this uncertainty about theaklity in life
years quantified. Please provide a c-statistic and anssipreof the
residual uncertainty of the outcome and estimatelsi®ticertainty vs.
age. The examination of the variability should alson@ra the effect of
varying the accounting of post transplant years from tbeéiam to shorter
time intervals such as 25/75, 5 years and 10 years (se®)belo

b. Patient survival was censored at the time of re-transation. This seems
arbitrary. Please explain the advantages and disadvardaages
censoring.

c. The long term extrapolation of the data necessary eppede fanciful
and would have significant effects on the outcome ofLYThe use of
the latest results to correct the slope of theezatlirves but with the use
of the later data to create these slopes would argue afansse of long
time frames after transplantation.

American Society of Transplant Surgeons



d. We are concerned that the LYFT score is based on setdbat suffers
considerably from unmeasured confounding, residual confounding,
missing data, and possible misclassification bias. Exampidude key
missing recipient factors such as cardiovascular sisemnd binary
comorbidities instead of severity indicators. The appatgmess of risk
adjustment based on SRTR data is already a pointntfaaersy in terms
of transplant center outcomes monitoring. We are eoad that these
same flaws will be perpetuated to something that not onhjitors our
outcomes but decides which of our patients dies. We uaaerthat
LYFT (and the OPTN/SRTR database) is "the best thatamecurrently
do with the data we have." However, we would point outalibough the
bar for validity and reliability is not as high forsesarch studies, and not
even as high for outcomes monitoring, it should be gl when we put
our patients’ lives on the line.

e. Has an expert panel examined the mathematical andistgdtraethods
used in the development of this allocation policy? Jfvgas a report
made? Were changes in the methods suggested?

3. Donor Profile Index (DPI):

a. This score comprises a significant portion of the LYRBdx simulations,
yet nothing on the SRTR website details its methododoglyvalidation.
We would request that simulations from UNOS should bedoasesither
a working paper on the website or a published manuscript. Wel\wopk
that the paper describing the DPI would describe the unertithe
score. The estimates of uncertainty and those of L§h6uld be
graphically represented in estimates of the beneflt@tystem and the
age distribution of those receiving transplantation.

b. We are concerned that the DPI might neglect effextihers (interaction
terms). In other words, we know clinically that somenkigs will do
better in some recipients than in others, and woridbisikind of
donor/recipient matching will be taken into account wlig DPI1 score.

4. Simulations:

a. Since some patients will be much less likely to nexaitransplant (i.e.
older patients), it is likely that death on the waitiisy will increase. We
feel that death on the waiting list should also bestrimtaken into
consideration when evaluating simulation outcomes. \ighie increase
in death on the waiting list by age decile from patidgitson the list at
one and three years as compared to the current system?

b. After the run of the simulations, what is the resigjtdistribution of age by
DPI by time on waiting list of those patients trangpdal? What is the
distribution of time on the list and age for patieets dn the list?

c. How would this system affect likelihood and outcomes aéer
transplantation?

d. Decreasing the weighting of LYFT to 80% appears to shiferk@mneys
to older patients. As the purported benefit of this chaveygeto increase
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living donation, has the committee examined delaying tleeedf LYFT
directly, for example one or two years after ligtinather than
decrementing the LYFT weighting?

e. Looking at the older patient, with long waiting times &mel highest risk
kidneys, what is the benefit of transplantation Hradvariability around
this benefit? Please explain how using LYFT, which loatksurvival
using SCD kidneys, can be used to examine survival followiggeniDPI
index kidneys.

f.  We do not have the outcome of all the simulations alkal Given the
relatively low bar for the increase in LYFT being cdesed with the 0.8
LYFT model, have the previous simulations been examinéghnhof this
bar (i.e. has the committee re-reviewed the previguslations)? Please
make available (in a public place such as www.ustransptghthe
outcome of the previous simulations and the reasonghehgommittee
decided not to use the allocation scheme.

g. Did the simulation examine the effect of policies thauld force patients
on the waiting list to wait for the best kidney, suclwaging for a better
matched kidney or a younger kidney?

5. Logistics:

a. We are concerned about the cost of HLA typing for cmatus PRA. Has
this been modeled?

b. It seems counter-intuitive to decrement the LYFT edor patients with
high PRA and then provide a factor to increase trantgilan in this
population. What are the results of simulation if biattors are removed
from the model? What is the sensitivity of the siatioins to the factor
given to increase transplantation in this populatioo@king at the SRTR
data on outcome in this population, what is the LY RO&off of
providing transplant to this population? What is the justifan of
provision of priority to this population rather than to dsstunderserved
population?

c. What is the plan for transitioning from the currenttegsto a LYFT-
based system? If this is not a smooth transition,r@e&@ncerned that
patients who have been waiting for many years, butheve low LYFT
scores, will be angered and demoralized. One possibititydibe to
gradually phase in the weight of the LYFT (start vitB waiting time and
0.2 LYFT and then slowly transition to the goal of 0.2timgitime and
0.8 LYFT).

d. What will happen to paybacks as this system transitigngiih particular
attention to centers that are owed a number of pagBack

e. Although the use of dialysis time (instead of waitinggirmakes up for
nephrologists who fail to refer patients to transg#an in a timely
manner (which we acknowledge has been reported many dimaes
amplifies racial, socio-economic, and gender dispajitiee are
concerned that patients who were offered transplanthtio initially
refused (and eventually consider it when they get iotaltie) will be

American Society of Transplant Surgeons



treated with the same level of priority (or highes)those who "did
everything the right way from the start."

f. There currently are extreme variations in waiting tumél transplantation
around the country by DSA. Inthe LYFT/DPI model, itikely that
these variations in waiting time will translate imariations in age and
DPI scores of patients transplanted. Please examinatiaion in age at
transplantation probability of transplantation by aae DPI scores
across DSA. While the model maybe unstable at the cheeNiIDSA level,
some estimation of the overall variation can likedymade.

g. Current policy regarding ECD kidneys has a hard cutoftie DPI that
constitutes a higher risk kidney. While we recognizedkian artificial
boundary, it does provide for the ability to consent patieptfront for the
issues regarding outcome for these kidneys. The réédnA paper by
Merion et al suggests patient characteristics assdardtk benefit from
these kidneys. Given that the OPTN has created dasthof care for
kidneys with a DPI of greater than 1.5, how does trannittee propose
the consent process would work in the future state?
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