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MINUTES 
CIBMTR WORKING COMMITTEE SESSION 
Thursday, February 11, 2021, 1:00 - 4:00 pm 
Co-Chair:  Bronwen Shaw, MD, PhD; CIBMTR Statistical Center, Milwaukee, WI; E-mail: beshaw@mcw.edu 
Co-Chair: John Wingard, MD; University of Florida, Gainesville, FL; E-mail: wingajr@ufl.edu 
 

INTRODUCTION: 

Dr. Wingard opened the virtual meeting at 1:00 pm by welcoming the working committee members and the 
presenters. He discussed the proposal selection and voting process.  Though the pandemic amended the process 
for proposal selection, 368 working committee proposals were submitted and evaluated altogether by CIBMTR 
Working Committee Chairs and Scientific Directors.  About 61% were screened out, 30% had less-relative scientific 
merit, and 3% were combined with overlapping proposals with relevant nature.  21 proposals (about 6%), were 
considered for advancing of further pro-development.  The proposals were pre-recorded 5-minutes presentations 
of the 15 semi-finalists, which were presented by the principal investigators.  Each presentation was followed by 
a 5-minute question and answer session, in which audience was invited to submit questions via live chat.  For 
those not able to attend the live session, a link was posted with the session recording and voting was closed on 
Monday, February 15, 2021.  Audience was also instructed on where to locate the scoring and voting links for the 
presentations.  It was mentioned that over 1,000 Working Committee members voted on the first screening of 
these proposals.  Dr. Shaw led the second part of the meeting starting with presentation #9. 
 

GENERAL REMINDERS: 

The following reminders were mentioned and posted via the chat option: 
a. Thank you for participating in the CIBMTR Working Committee Session!  Please cast your score here: 

https://mcwisc.co1.qualtrics.com/jfe/form/SV_7QwO1ZvzfPZV1NY to vote on the proposals that were 
presented during the session. 

b. Several presenters provided their email addresses for any future communication. 
 

PRESENTATIONS: 

1. Risk of subsequent neoplasms in patients with post-transplant cyclophosphamide use for graft-versus-host 
disease prophylaxis.  This proposal was presented by Dr. Ana Alarcon Tomas.  The primary objective of this 
proposal is to describe the incidence rate, risk factors, characteristics, and outcomes of subsequent neoplasms 
in patients receiving post-transplant cyclophosphamide (PTCy) and compare it with calcineurin inhibitors-
based graft-versus-host disease prophylaxis and the general population.  The CIBMTR identified 64,935 
patients ≥18 years of age who underwent a first allogeneic for a malignant disease between 2008-2017.  5,771 
(9%) of these patients developed a subsequent neoplasm.  Currently, there are no published studies on the 
incidence of subsequent neoplasms in patients who received post-transplant cyclophosphamide.  The 
following questions were answered during the Q&A:  
a. How are we going to prove that these secondary neoplasms are related to post-transplant 

cyclophosphamide or cyclophosphamide in conditioning and not due to “by chance” itself- as in general 
population?  This is a case-controlled study.  For example, for each patient received with a post-transplant 
cyclophosphamide will be matched with at least three patients who didn’t receive post-transplant 
cyclophosphamide.  Characteristics including primary disease, HLA complexity, survival, follow up time 
etc. would be used for matching and reviewing survival will also allow us to see that this is because of 
PTCy and not by coincidence.   



Not for publication or presentation 

Page 2 |13 
 

b. What is the median follow up time from transplant and subsequent malignancy in post-transplant 
cyclophosphamide group? I assume it is much shorter than other cohort?  Information is not available for 
each median follow up time cohort.  What is available is the median follow up for all patients and some 
numbers related to the type of diseases for each group.  Dr. Rachel Phelan included in the chat that the 
median follow-up for the PT-Cy group is 38.2 months, and for the proposed control population is 60.3 
months.  

c. How is this in comparison with matched unrelated donor and cord transplants?  Cord transplants will be 
excluded from the analysis because we don’t think we can match those patients. 

d. Do we have adequate follow up to answer this important question?  We have follow-up for mantle 
hematological diseases but less time for solid tumors.  However, when we saw the numbers that we have 
(around 5,000 - 5,700) subsequent neoplasms, the majority of cases occurred after the 1st - 5th year of 
post- transplant and have a 5-year median follow up.  We think we have enough numbers to address this 
question now and we should not wait because it hasn’t been published before.  This is a noble study and 
if we wait for a longer median follow up, we might lose that opportunity to have it published first.  

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix A.   
 

2. Outcomes of chimeric antigen receptor-T cell therapy for patients with antecedent chronic lymphocytic 
leukemia (Richter’s Syndrome).  This proposal was presented by Dr. Farrukh Awan.  The objective of this 
proposal is to assess outcomes in adult patients with chronic lymphocytic leukemia undergoing 
transformation to diffuse large B-cell lymphoma (Richter’s Syndrome) and undergoing CAR-T therapy.  The 
CIBMTR identified 36 patients underwent CAR-T for Richter’s Syndrome from 2015-2019.  The following 
questions were answered during the Q&A:  
a. I know that in the Ohio State paper have many patients that used concurrent Bruton Tyrosine Kinase (BTK) 

inhibitors. Will you be able to collect data on concurrent BTK inhibitors for these patients? Yes, this 
information is available through the CIBMTR dataset. 

b. Are you looking at diffuse large B-cell lymphoma derived Richter’s Syndrome or chronic lymphocytic 
leukemia derived Richter’s Syndrome?  Yes, but it is difficult to determine a clonality between related and 
unrelated Richter’s syndrome.  Any studies that show similarities versus dissimilarities in the clone would 
be very helpful but unfortunately, previous studies have shown that this has been consistently difficult.  

c. You mentioned the opportunity of comparing to other treatment groups. Can you talk about that a little 
more?  We can compare to patients with de novo diffuse large B-cell lymphoma.  There are multiple 
approved and ongoing studies within CIBMTR of diffuse large B-cell lymphoma patients, who do undergo 
CAR-T therapy and look at toxicity outcomes and infectious outcomes, for example.  There are efforts in 
place to look at outcomes of transplantation for patients with Richter’s Syndrome, which can improve the 
impact of this project and be a competitor to those other ongoing studies. 

d. How many pts do we have? 36 patients  
e. How do you plan to deal with the very low patient numbers (n=36) to make meaningful conclusion?  I 

agree that it is a small number, but it is substantial.  Despite the small numbers, if the right competitors 
are used, such as those mentioned previously, this study can still provide an impactful dataset. 

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix B.   
 

3. Impact of graft versus host disease following allogeneic hematopoietic cell transplantation on leukemia free 
survival in hematologic malignancies.  This proposal was presented by Dr. Andrea Bauchat.  The objectives of 
this proposal is to determine the impact of development of grade I-II acute graft versus host disease on relapse 
and leukemia-free survival, to assess the impact of development of grade III-IV acute graft versus host disease 
on relapse and leukemia-free survival, and to determine whether the impact of graft versus host disease on 
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relapse and leukemia-free survival is influenced by disease risk prior to HCT.  The CIBMTR identified 1,345 
children <18 years who received first HCT for acute lymphoblastic leukemia and acute myeloid leukemia 
receiving first allogeneic transplantation between 2008 - 2017.  The following questions were answered during 
the Q&A:   
a. What is the sample size of each sub-group: disease-risk index (DRI)-low, -intermediate, -high?  Exact 

sample size not available but the high-risk group was less in comparison to others. 
b. How will you factor in occurrence of chronic graft versus host disease in your analysis?  Our main focus is 

on acute graft versus host disease because it will have more impact on our clinical practice.  However, we 
will collect the data for the interactions of chronic graft versus host disease alone, and if the patient had 
a history of acute. 

c. What is the biological basis for focusing this study on a pediatric population?  The interest from our 
perspective is looking at the pediatric population compared to the adults.  The literature on pediatric is 
severely lacking in comparison to adults and we need to expand on that for the patient population that 
we care for. 

d. Are you going to separate acute myeloid leukemia and acute lymphoblastic leukemia numbers at DRI 
level?  Yes, they are already divided from DRI protocol.  Our acute lymphoblastic leukemia patients are 
about 1,300 and the acute myeloid leukemia are about 1,200.   

e. Is the analysis going to be time dependent or landmark?  Landmark 
f. Do you have the date of this max acute graft versus host disease grade to take into account the time to 

event aspect of the effect? No 
g. Do you have a plan to include/account for the various GVHD prophylaxis regimen “strengths?” We are 

taking into consideration of what GVHD prophylaxis regimen the patient uses.  This data, which is already 
categorized, will show us the differences between trends. 

h. What is the clinical benefit besides prognostic? This will help define a better foundation of which patients 
will benefit more from a little bit of graft versus host disease.  If we can come up with a patient category 
that we see is beneficial to have exposure to a little bit of graft versus host disease, it can go forward with 
clinical trials and GVHD prophylaxis adjustment or manipulation to improve their Leukemia-free survival.  

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix C.  
  

4. Effect of HLA evolutionary divergence on survival and relapse following allogeneic hematopoietic cell 
transplant.  This proposal was presented by Dr. Christine Camacho-Bydume.  The primary objective of this 
proposal is to determine if HLA evolutionary divergence (HED) of HLA class I alleles of HLA-A, -B, -C and HLA 
class II alleles of HLA-DR is associated with overall survival and relapse.  The objective is to also evaluate 
association of HED with acute and chronic GVHD and treatment-related mortality (TRM).  The CIBMTR 
identified pediatric and adult patients with acute myeloid leukemia, myelodysplastic syndromes, acute 
lymphoblastic leukemia, chronic myeloid leukemia, or lymphoma (non-Hodgkin or Hodgkin’s lymphoma), who 
have received initial allogeneic 8/8 HLA-matched (HLA-A, -B, -C, -DR) transplant between 2008 - 2018.  The 
following questions were answered during the Q&A:  
a. Could HLA diversity simply be a surrogate for race? How would you account for race in the study?  Great 

question given there are particular HLA alleles that are more common in certain ethnic groups. We do 
think that evaluation of HED lows and highs within these different ethnicities can help to tease this out 
more, with potential to adjust for race more in this analysis.  We think some of these differences in peptide 
binding grooves can help us to understand better the different peptides and how antigens are presented 
to T-cells. 

b. Extrapolating HLA data from solid tumors and checkpoint inhibitors and their antigen presentation is 
slightly challenging in context of allo donor T-cell interaction with antigen presented for bone marrow 
origin cancers.  Yes, have to consider there could be some differences.  Was a small previous study that 
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looked at this question, saw some signals there, larger population and different types of cancers, may be 
able to explore that more. 

c. Leukemia (both lymphoblastic and myeloid) have low mutational burden as compared to melanoma and 
lung.  Will the HED algorithm still work? Yes, we do expect to see differences in mutational burdens, and 
we do plan to look at the cohort at large to look at the disease subgroups to see more or less of this 
phenomenon in these groups.  Do you have preliminary data in leukemias? There was a small study in 
Germany that looked at AML, to my knowledge only one that looked at leukemias.  Mutational burden 
did see some differences, so we do expect it and also, besides the overall cohort, also plan to look at 
disease subgroups. 

d. Given HED implications for infection surveillance, are you going to look at infectious sequelae differences?  
No, at the moment we have initially requested information in terms of tumor control, relapse, overall 
survival, graft versus host disease, and TRM. Not sure of availability of the other information but would 
be interesting to look at if available. 

e. Would you please discuss the confounding effects of HLA mismatching for HLA-DRB3, 4, 5, DQ, and DP?  
Not known off the top of my head the percentages of mismatching differences in this cohort.  For DR at 
least they will be matched, 8/8 matched, in terms of DP, don't have that info but if available it is something 
that can be looked at. 

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix D.  
 

5. Impact of IDH1 and IDH2 mutations on outcomes of acute myeloid leukemia patients undergoing allogeneic 
hematopoietic cell transplantation.  This proposal was presented by Dr. Evan C. Chen.  The primary objective 
of this proposal is to identify differences in survival outcomes between mutIDH1/2 and wtIDH1/2 acute 
myeloid leukemia patients and to assess the prognostic significance of disease features in mutIDH1/2 and 
wtIDH1/2 acute myeloid leukemia patients.  The CIBMTR identified patients ≥ 18 years old with a diagnosis of 
normal karyotype acute myeloid leukemia, receiving first allogeneic HCT during CR1 in 2013 - 2019.  The 
following questions were answered during the Q&A:   
a. Is there any concern that patients with IDH1/2 mutated acute myeloid leukemia would have received 

more intensive conditioning / therapy than IDH1/2 wild-type?  Yes, and it’s important to look at how 
conditioning intensity can be an important covariant, which is a variable captured in CIBMTR.  

b. Will you have registry information on the type and duration of use of IDH inhibitors before/after HCT?  It’s 
currently not available with CIBMTR.  

c. IDH mutations are usually seen in older subjects. How will you a priori adjust for this known association? 
Age will certainly be a covariant in our multi-variant analysis.  

d. How reliable are the wild-type patients as some may just not be tested for IDH mutations?  It is double 
checked.  There is a datapoint in the forms that indicate whether or not testing has been done, versus if 
testing was done and IDH was found to be absent.  

e. Do you have information what the numbers will be like when you divide your patient groups with 
concomitant mutations such FLT3 or p53 that may have an impact on outcomes?  Yes, the numbers are 
about 20-40 for co-mutated for ITD and NPM1 patients.  p53 not provided.  

f. Is there data in CIBMTR forms that collect use of IDH inhibitors pre transplant? Will you be able to study 
their impact on the transplant?  I’m not aware of this data point being available in the forms but it is 
something that we should follow up on.  

g. How do you analyze its (or ITS?) with multiple mutations?  With regards to double-mutated patients, IDH1, 
and IDH2 patients, which are generally rarely reported, we would look at the CIBMTR forms to ensure 
accurate data entry.  In regard to analyzing IDH with other co-mutations, we would include co-mutations 
as a co-variant in a multi-variant analysis, should the sample size permit.  
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h. What about other mutations in Wild type IDH?  We focus on NPM1 and FLT3-ITD because they are 
prevalent in the cytogenetic risk population.  We will look at the other mutations to see if they have any 
relevance at all.  

i. Do the data forms reliably collect information on use of IDH inhibitors pretransplant?  Data point is not 
available.  

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix E.   
 

6. Characteristics and outcomes of adolescent and young adults with multiple myeloma treated with 
autologous hematopoietic cell transplant.  This proposal was presented by Dr. Christin B. DeStefano.  The 
primary objective of this proposal is to describe patient and disease related characteristics of adolescent and 
young adults (AYAs) with multiple myeloma treated with early high dose melphalan and AutoHCT and to 
characterize response to AutoHCT, survival outcomes, SPMs, and infections of AYA multiple myeloma patients 
and AutoHCT.  The CIBMTR identified 1,142 AYA multiple myeloma patients who underwent autologous 
hematopoietic cell transplant) between 2008 -2018.  The following questions were answered during the Q&A: 
a. What will differentiate this study from MM18-03 “To compare the outcomes in young patients with 

multiple myeloma at diagnosis undergoing upfront autologous hematopoietic stem cell transplant with 
older patients in the US: progression-free and overall survival”?  There appears to be substantial 
population overlap.  The Scientific Director clarified via the chat function that MM18-03 included the years 
2013-2017 and excluded patients less than 40 years from the outcome analysis owing to small numbers.  

b. How do you plan to control for differences between your AYA group and older control group which would 
be attributable to age?  In total, there are about 1,700 TED and CRF cases.  We can adjust the critical 
variables of these cases, such as stage, treatment rendered, and cytogenetics, for example, to control for 
differences.    

c. Will results be stratified according to different induction regimens?  Yes, we will adjust those critical 
variables amongst the CRF cases where this information is available. 

d. A cohort going back to 1995 seems too outdated. What was the N for a more recent group (since 2010)?  
There were 1,142 AYA cases between 2008-2018. 

e. This is a long cohort 1995-2019 with lots of changes in induction treatment, novel agents and time to bone 
marrow transplant. How will this be controlled for?  We are going to study induction regimens, post-
transplant treatment, use of tandem transplants in our analysis.   

f. Will you be also studying the effect of post-transplant maintenance therapy? Also, any effect of 
extramedullary plasmacytomas in this AYA group?  We will for cases where this information is available.  
Extramedullary plasmacytomas are a good focus, as AYA patients may have a more aggressive 
presentation of myeloma. 

g. Are plasma cell leukemias included in this analysis?  No 
Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix F.   
 

7. Impact of measurable residual disease status on outcomes of AML in patients 18-65 years old in CR1 
undergoing Allo-HCT.  This proposal was presented by Dr. Firas El Chaer.  The objectives of this proposal is to 
determine if acute myeloid leukemia measurable residual disease (MRD) analysis as currently performed has 
prognostic value when measured prior to AlloHCT, to explore factors that may modify the risk associated with 
detectable acute myeloid leukemia MRD pre-AlloHCT, and identification, using MRD combined with other 
clinical factors, of patients most at risk of post-AlloHCT relapse.  The CIBMTR identified 753 MRD positive and 
1986 MRD negative adult patients receiving first AlloHCT for de-novo AML in CR1 in 2007-2018.  The following 
questions were answered during the Q&A:  
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a. What kind of MRD data is collected?  Depending on the individual participating centers, the methodology 
uses molecular or immunotherapy? MRD 

b. What is the rate of missing MRD status and are those patients different from those with MRD data 
available?  The answer is not included in this study. 

c. Are you going to also study the effect of post-transplant maintenance in AML FLT3, IHD mutations on 
relapse and overall survival?  One of the aims of this study is to have future studies look at post-transplant 
maintenance from this study. 

d. What do you mean by most "recent" pre-conditioning MRD assessment?  Would testing need to be 
completed within a specific time frame before conditioning?  All patients who will be receiving a stem cell 
transplant are required to get a bone marrow biopsy and peripheral blood aspiration before 
transplantation.  Within a month before the transplant, we would look at data point. 

e. What is your working definition of MRD? A combination of molecular testing as well as immunotherapy 
by NFC. 

f. Are all mutations equivalent when thinking about MRD? Absolutely not. 
g. How sure are you that the MRD patients are really MRD negative?  We can never be absolutely sure. 
h. How are you going to account for the different sensitivity of methods used to determine MRD? Are ELN 

risk available at CIBMTR, since when?  The way that CIBMTR reports the acute myeloid leukemia data is 
by reporting their cytogenetics and mutation analysis so we can calculate the data for this population.  
The point of this study is to look at the commercial availability of these tests and we can rely on it or if we 
should standardize one testing at all centers. 

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix G.  
 

8. Racial, ethnicity and socioeconomic disparity in outcome of patients with chronic graft versus host disease. 
This proposal was presented by Dr. Nosha Farhadfar.  The objectives of this proposal are to determine whether 
clinical manifestations and severity of chronic GVHD differ based on racial/ethnic and socioeconomical status 
(SES) differences, to determine whether treatment patterns of chronic GVHD differ based on racial/ethnic and 
SES differences, and to evaluate whether chronic GVHD treatment outcomes differ based on racial/ethnic and 
SES differences.  The CIBMTR identified 17,665 patients, age 18 years or older, who have received first 
allogeneic transplant for hematologic malignancy (acute myeloid leukemia, acute lymphoblastic leukemia, 
myelodysplastic syndrome) between 2008 - 2019.  The following questions were answered during the Q&A:  
a. I like the idea for looking at outcomes based on race/ethnicity/SES but not sure if incidence should be a 

primary outcome because it will be dependent on donor type which is very different amongst the groups.  
The primary outcome of this study is to look at the outcome of patients who develop chronic graft versus 
host disease.  We need to look at the whole cohort, report the incidence, and then focus on chronic graft 
versus host disease cohort as the primary endpoint of this study.  

b. How will you correct for the impact of race on HLA mismatch between recipients and donors due to the 
lower chance of identifying a fully matched donor in non-Hispanic white patients? For the same reason, 
should cord blood recipients be excluded?  We are going to include both the donor type, graft source and 
degree of HLA matching as covariables in a multi-variable analysis.  Cord blood recipients should not be 
excluded, as there was near 14% of Non-Hispanic black, 14% Hispanic, and 15% Asian who received cord 
transplant.  Approximately 7-8% of cord transplants were received by Non-Hispanic whites.  We do have 
the number to look into cords but if a statistician reviews and determines we don’t have the power, then 
we can eliminate the cords.  

c. Is it possible to access constitutional DNA to look at ancestry information markers in this population? This 
information is not available for the population. The analysis will focus on self-reported race/ethnicity. 

d. All patients in your cohort from 2008 were not reported with NIH consensus criteria for chronic GVHD.  
Since you have large numbers, should you limit this to more recent time period?  We do have all of the  
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information on graft versus host disease and whether it was limited or extensive.  There is information on 
whether graft versus host disease is progressive, de-novo or interrupted.  We have organ involvement 
and maximum grade of chronic graft versus host disease.  NIH scoring is available for at least the past 4 
years and maybe we can look at that group separately.  Within the past 4 years, the population limited to 
NIH grading only in about 1,500 non-Hispanic white, 270 non-Hispanic black, and 200 Hispanic, who have 
developed chronic graft versus host disease.  

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix H.   
 

9. Time from diagnosis to transplant as an important contributor for post allogeneic stem cell transplant 
infections, immune reconstitution and its associated mortality/morbidity.  This proposal was presented by 
Dr. Lohith Gowda.  The objectives of this proposal are to identify density and types of early and late infections 
(bacterial, viral and fungal) in patients that went to transplant a) <6 months b) between 6- 12 months and c) 
> 12 months from diagnosis; to identify T cell lymphocyte absolute numbers at days 100 and 180 and CD4/CD8 
ratio for the timeline cohorts examining individual donor types; to evaluate the impact of bacterial, viral or 
fungal infections by day 100 and day 180 on 1-year post-transplant outcomes (relapse, non-relapse mortality, 
disease free survival, acute and chronic graft versus host disease); and to evaluate quantitative 
immunoglobulin levels at D+ 100 and + 180 if available.  The CIBMTR identified 6,877 ≥ 18 years old patients 
who underwent first allogeneic transplants for AML in CR1, ALL in CR1 or MDS in the United States from 2012 
to 2019.  The following questions were answered during the Q&A:  
a. How many patients in the registry have the immune parameters you wish to assess? >2100 
b. How will you account for the type of treatment used prior to transplant? For example, treatments such 

as hypomethylating agents may require months of treatment before transplant versus induction chemo 
that works more quickly.  We do have some variables that are available, such as types of therapy, and we 
can analyze levels of intensity of therapy (low to high) and post-transplantation outcomes.  The exact 
number of how many patients who have had different intensities of therapies is not available. 

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix I.   
 

10. Efficacy and safety of CD19 directed CAR T-cell therapy for non-Hodgkin B-cell lymphomas with secondary 
central nervous system involvement.  This proposal was presented by Dr. Hamza Hashmi.  The primary 
objective of this proposal.  The CIBMTR identified 55 adult patients (age ≥ 18) who received CD19 CAR T-cell 
therapy for B-cell NHL with secondary central nervous system (CNS) involvement.  The following questions 
were answered during the Q&A:  
a. How will you differentiate between immune effector cell-associated neurotoxicity syndrome (ICANS) and 

CNS relapse? ICANS will be documented as a neurotoxicity and CNS relapse will be when the form is filled 
out. 

b. Is this active CNS disease or previously treated CNS disease?  The data received from CIBMTR looks at CNS 
disease at the time of diagnosis and the CNS disease that is present at the time of cellular therapy.  

c. Do you have any registry information on concomitant CNS therapy (chemo/radiation) pre, peri and post 
transplantation?  Answer was not available at this time. 

d. How many patients are in your study? How will you define whether the patients have cleared their CNS 
involvement?  There are currently 60 patients in the history of this data.  Of the 60, 40 had this disease at 
the time of diagnosis and 20 had this disease at the time of cellular therapy.  Whether the patients have 
cleared their CNS involvement, this information is not available at the time. 

e. Since this is your primary endpoint, how will you account for the differences of frequency of CRS and 
ICANS across different products (e.g. high in Yescarta, lower in Kymriah, low in Breyanzi)?  If you look at 
the toxicity profile of CD19 therapy, they seem to be relatively similar. 



Not for publication or presentation 

Page 8 |13 
 

f. Could you please include other agents such as anakinra, siltuximab, and other agents?  Dasatinib for this 
populations for ICANS? Also, was CNS disease under control at CAR-T therapy?  As for Anakinra, siltuximab, 
and other agents, I’m not sure if CIBMTR is capturing this data.  As for dasatinib, I’m not sure if this 
information is available as well.  Per Dr. Pasquini of CIBMTR in the live chat, he commented “we capture 
treatment of ICANS, like siltuximab, dasatinib has been reported as other treatment.” 

g. Will you have detail on the nature and extender features of secondary CNS involvement to associate with 
the toxicity and outcome?  I only have the essential data with me but am hopeful that this comprehensive 
research will have further detail.     

h. Will all the patients included have active CNS disease at the time of CAR-T or, are treated CNS disease are 
also included?  They are both included, and we are able to tell who has had active disease with a prior 
history at the time they got the CAR-T therapy. 

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix J.  
 

11. Haploidentical donor versus matched donor allogeneic hematopoietic cell transplantation in patients with 
myelofibrosis.  This proposal was presented by Dr. Tania Jain.  The primary objective of this proposal is to 
explore the impact of donor type on overall survival of patients undergoing HCT for myelofibrosis.  The CIBMTR 
identified 1,640 patients ≥18 years old diagnosed with primary, post-ET or post-PV myelofibrosis and 
undergoing first HCT between 2013 and 2019.  The following questions were answered during the Q&A:  
a. Are you also going to compare the effect of pretransplant Ruxo in haplo vs MUD/MRD? Also, are you going 

to look for graft failures as well in these patient populations?  Yes, this will be included.  We also do look 
at graft failures in these populations. 

b. Is there a difference in time from diagnosis to HCT across the groups?  The median time from diagnosis to 
transplant for haploidentical patients was 38 months, while for HLA- identical sibling and URD 8/8 was 21 
and 24 months, respectively. 

c. Are you including all conditioning regimens types: MAC, RIC and NMA?  Yes, and they will be looked at for 
comparison in the univariable and may be taken to the multivariable analysis as well.  

d. For the graft failure or rejection analysis are you going to include spleen size?  Ideally it should be included 
but the spleen size measurement has many variables and it may not be a clean assessment. We don’t 
collect precise spleen size in our forms, but it can be analyzed as spleen size as splenomegaly, no 
splenomegaly or splenectomy. 

e. Can you comment on the bone marrow vs peripheral blood in the three groups?  Peripheral blood is more 
common in the donor source (about 80%). 

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix K.  
 

12. Assessing utilization and clinical outcome differences by sex and race in CAR-T for relapsed/refractory NHL.  
This proposal was presented by Dr. Arushi Khurana.  The objective of this proposal is to enhance our 
understanding of sex- and race-based differences in utilization of CAR-T vs AutoHCT and outcomes after CAR-
T.  The CIBMTR identified 1,133 patients to compare sex and race/ethnicity rates for first cellular infusion 
(AutoHCT vs. CAR-T) for relapsed/refractory non-hodgkins lymphoma patients from 2017 – 2019 (aim 1a).  The 
CIBMTR identified 619 non-hodgkins lymphoma patients who relapse after first AutoHCT to describe 
subsequent treatment patterns (e.g. CAR-T, second AutoHCT, AlloHCT, other treatment, no treatment) by sex 
and race/ethnicity (aim 1b).  The CIBMTR identified 1,253 patients to identify sex-and race-based differences 
in response to CD19 CAR-T in aggressive lymphomas (aim 2).  The following questions were answered during 
the Q&A:  
a. Is there gender and race-based difference in SEER data with or without treatment for diffuse large B-cell 

lymphoma even before CAR T?  Yes, that data does exist. 
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b. Can this be stratified by center/geography (private/public, large urban/rural)? Yes, it will be shown based 
on zip code (of patient and of recorded center), which will allow us to differentiate from urban/rural as 
well. 

c. We saw almost no neurotoxicity in women so would you be plotting CRS and ICANS based on gender and 
race?  Yes, and we believe CIBMTR is the best resource for this because of the larger numbers 

d. How do you differentiate between larger trial centers vs less resourced centers?  The information is 
reported based on the center type.  Basing on academic or zip code, or city versus rural center, that will 
also be a way to differentiate the centers.   

e. Would disease response status prior to cellular therapy be taken into account for analysis? Yes, that is one 
of the co-variants that will be included. 

f. How reliable is the data you will get to study “access”, as there are many factors, depending on patient 
specific factors (education, resource, finances, mobility, support, performance, etc.), center specific 
(criteria), and also access depends on the hematologist/oncologist who sees these patients in the 
community?  Access to a center is not one of the main issues in this study.  It is more about why some of 
these minorities receiving other treatments when they should be receiving cellular therapy at the time of 
indication. 

g. Is there any way to take into account insurance issues?  We do look at the insurance statuses as one of 
the co-variants.  

h. Would it be possible to look at differences in access based on commercial CAR T vs. clinical trials?  The 
majority of the patients from the forms received are from commercial CAR T. 

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix L.  
  

13. Optimal GVHD prevention strategy in older, robust patients with acute leukemias and myeloid malignancies 
undergoing myeloablative, matched donor hematopoietic cell transplantation.  This proposal was presented 
by Dr. Richard J. Lin.  The primary objective of this proposal is to compare CRFS among patients ≥ 60 years old 
undergoing myeloablative conditioned, allogeneic hematopoietic cell transplantation with following graft 
versus host disease prophylaxis in 2 matched-pair analysis and to compare other transplant outcomes in the 
above 2 matched-pair analysis.  The CIBMTR identified 1,301 patients at ≥ 60 years old at the time of first allo-
HCT between 2010 and 2019, with any myeloablative conditioning defined by CIBMTR, 8/8 matched related 
or unrelated donor only, graft versus host disease prophylaxis (ex-vivo TCD/CD34+ selection versus PTCy-
based versus Tac/MTX).  The following questions were answered during the Q&A:  
a. What do you mean by “robust?”  Is it based on KPS, HCT-CI, or just the fact that someone got MA. regimen?  

We use the definition of a patient getting a myelo-conditioning as a way of saying that they are robust by 
their transplant centers.  

b. Are patients with In-vivo T cell depletion (Campath or ATG) excluded from this analysis?  T cell depletion 
and CD34 selection does include ATG and does not include Campath.   

c. Why do you pool post-CY and ex vivoCD34+ selection? Can we still consider ex vivoCD34 selection to be a 
promising transplant modality in 2021?  We wanted to compare a 2-match pair analysis and not a direct 
comparison between CD34 selection and post-CY.  We do know which will be better for an older patient.   

d. Why exclude TBI?  For older patients, we don’t consider TBI to be a conditioning regimen. 
e. How many patients with Tac/methotrexate prophylaxis had ATG?  Answer was not available at the time 

of Q&A. 
f. Do we know GFR (creatinine) coming into allo in these groups?  In this study, we didn’t include the GFR 

(creatinine) as a variable but we have some evidence in older patients that does play a major role.  I can 
discuss with our statistician on whether we can include this as a variable.  

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix M.   
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14. Outcomes of elderly patients receiving CD-19 directed CAR-T therapy for B-cell lymphomas.  This proposal 

was presented by Dr. Sayeef Mirza.  The primary objectives of this proposal to evaluate cumulative incidence 
grades, duration and median time to onset of CRS and CRES/ICANS in patients > 65 years of age receiving CD-
19 directed CAR-T therapy, describe post CAR-T clinical outcomes and resource utilization in elderly, and 
identify disease biology, comorbidities and other clinical predictive markers of toxicity, response, and survival 
in elderly patients.  The CIBMTR identified 1,036 patients (<65y,n=612; 65-74y, n=348; >75y, n=76) with the 
diagnosis of any B-cell lymphoid malignancy (indolent or aggressive lymphoma) receiving CAR-T cell product 
(CD19 target).  The following questions were answered during the Q&A:  
a. Would you please also look at Incidence of pancytopenia, hypogammaglobulinemia and HLH in elderly 

versus younger in 3 cohorts <60, 60-75 ,>75?  I think it’s very important to look at this as the data becomes 
available to us.  We are primarily looking at different age groups.  We have 81 patients over the age of 75 
and five patients over the age of 85.  Overall, there are 435 (40 %) of the group are over 65 years old. 

b. How does this defer from the data presented by Dr. Pasquini last year in older patients?  This data will be 
more helpful in including both CAR-T products. 

c. In case of CAR T was used for post-alloHCT relapse, would the donor age of the CART source be analyzed?  
This is something that we should include in our analysis. 

d. Are data on baseline geriatric scores or HCT-CI available for all?  The answer was not available at the time 
of the Q&A. 

e. Do we have registry information on whether CAR-T production succeeded or not, when attempted?  The 
answer was not available at the time of the Q&A but the moderator did state that on behalf of CIBMTR, 
this information is not captured.  

Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix N.   
 

15. Determinants of successful discontinuation of immune suppression following allogeneic hematopoietic cell 
transplantation.  This proposal was presented by Dr. Joseph Pidala.  The primary objective of this proposal is 
to validate prediction models for immune suppression discontinuation (ISD) and ISD failure developed in prior 
DISCIS-defined population, explore ISD and ISD failure in a new population inclusive of full range of diversity 
in current HCT practices, construct and validate dynamic prediction models of ISD and ISD failure in the 
expanded population.  The CIBMTR identified 20,031 patients with a hematologic malignancy who received 
an allogeneic HCT from matched sibling donor, matched or mismatched unrelated donor, umbilical cord blood 
or haploidentical donor between 2009-2018.  The following questions were answered during the Q&A:  
a. Can you explain how the ISD data information was made feasible?  We used CIBMTR follow up data in the 

previous analysis that led to the development of the prediction model for ISD that we intend to validate 
in this study. 

b. Can you provide more granularity on how the time of discontinuation of immune suppression will be 
defined? In the CIBMTR data, there is a hard stop date for a complete discontinuation of immune 
suppression.  That granular data is available, and it was the data we used for the prior project.  We used 
that hard stop of all systemic immune suppression because that’s an unambiguous measure of success. 

c. Many with PTCY may be discontinuing by days 100 or 60- likely based on center practice rather than 
patient response, how will this be addressed? Our prior project was successfully addressed this issue, 
specifically within that study population.  The first step in this project is to validate those findings.  We will 
definitely be studying how immune suppression was performed and what are the subsequent outcomes.  

d. Do you plan to use age as one of the variables regarding likelihood to discontinue IST, or will you have a 
separate pediatric specific model? Yes, we will consider age as a variable and evaluate the need for a 
pediatric specific model.  
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Additional questions and comments posted via the chat but were unanswered due to limited time can be 
found in Appendix O. 

 

CLOSING: 

Dr. Shaw, on behalf of herself and co-chair, Dr. John Wingard, did thank presenters, conference organizers, and 
the CIBMTR staff for having coordinated this virtual session.  She did mention that this session was recorded and 
encouraged attendees to take survey, as access would be available until Monday, February 15, 2021. 
 

APPENDICES: 

A. Risk of subsequent neoplasms in patients with post-transplant cyclophosphamide use for graft-versus-host 
disease prophylaxis. 
1. How will authorship work for these studies?  The same as usual, there are fewer studies being accepted 

but the process otherwise is the same 
2. What if a higher risk of cancer is related to the almost uniform use of 2GyTBI in these patients rather than 

PTCY? 
3. What is the breakdown of haploidentical versus matched sib/MUD in the post-transplant 

cyclophosphamide group? 
4. How can we r/o genetic predisposition on samples and variables of TBI based conditioning therapies? 
5. What is your sample size and follow-up period? 
6. How long post BMT you will follow up? From where will you receive the SN data? 
7. Will you be adjusting for chronic GVHD when looking at your outcome of SN? 
8. Is this study statistically powered to detect a difference between PTCY and above a certain threshold?  

What is the threshold? 
9. Will analysis be conducted separately for TBI/non-TBI and MAC/RIC conditioning? Are you evaluating all 

malignancies? 
10. Since the total CY exposure is likely not that different in PTCY vs. BU/CY or CY/TBI, is your hypothesis that 

the timing of exposure to CY may lead to a difference in risk?  And if so, why? 
11. Information on skin cancers - ssc, bcc available? 
12. Matching for HLA matching could be a limitation because the PTCY patients are more likely to receive 

haploidentical grafts. 
 

B. Outcomes of chimeric antigen receptor-T cell (CAR-T) therapy for patients with antecedent chronic 
lymphocytic leukemia (Richter’s Syndrome).   
1. If patients had failed an auto or allo, how do you plan to compare to the results of auto? Isn’t it a different 

group? 
2. Can you please provide your thoughts if the small n will be able to generate meaningful results at this 

time? 
3. Would you include both transformed lymphoma from other low-grade lymphoma and Richter’s 

transformation?  
4. Are there concerns about underreporting Richter’s? 
5. Since the numbers are small, can we go back to centers to establish clonality? 
 

C. Impact of graft versus host disease following allogeneic hematopoietic cell transplantation on leukemia free 
survival in hematologic malignancies.  No additional questions 

 
D. Effect of HLA evolutionary divergence on survival and relapse following allogeneic hematopoietic cell 

transplant.   
1. Does the HED algorithm take into account variations outside the peptide binding groove? 
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2. What is the size of the cohort you are looking at? 
 

E. Impact of IDH1 and IDH2 mutations on outcomes of acute myeloid leukemia patients undergoing allogeneic 
hematopoietic cell transplantation.  No additional questions 

 
F. Characteristics and outcomes of adolescent and young adults with multiple myeloma treated with 

autologous hematopoietic cell transplant. 
1. How do you plan to control for differences between your AYA group and older control group? 
 

G. Impact of MRD status on outcomes of AML in patients 18-65 years old in CR1 undergoing Allo-HCT. 
1. How are you going to account for the different sensitivity of methods used to determine 

MRD? Are ELN risk available at CIBMTR, since when? 
2. Hi Firas, How are defining the MRD? 
3. The methods for MRD assessment may be quite heterogeneous, including the threshold of 

detection. How will you deal with the high likelihood of false MRD negative assessments from 
using inadequately sensitive quantification? 

4. MRD test is different from different centers. How can you control for this? 
5. How do you account for different MRD- cut-offs? 
6. To clarify, if AML-MRD is to become a "precision medicine tool", does that mean is will be 

used to guide treatment decisions in addition to being prognostic? 
7. How will control for the various methods for detecting MRD as different techniques have 

different sensitivities/accuracy? 
8. if both multiparameter flow and NGS are available and are discordant on the same patient, 

how will that be analyzed? 
9. is the MRD before alloSCT is the one to be analyzed? 

10. Will this require more data from centers to answer some of the questions above? 
 

H. Racial, ethnicity and socioeconomic disparity in outcome of patients with chronic graft versus host disease.   
1. Is age significantly different in your Hispanic cohort?  How do you adjust for it? 
2. Was the MMUD recipient cohort limited to single antigen mismatch? Or all mismatches 

(understanding most MMUD will likely be single antigen MM)? 
3. Do you have information on health insurance? Why not to study this question in a more 

homogeneous patient population to avoid the complexity and interactions in different 
factors? 

4. Are there any other sociodemographic variables available that could be used to adjust for 
socioeconomic status, or is median income in the patient's ZIP code the only one? 

5. Baker et al 2009 demonstrated no impact of household income on GVHD (acute or chronic) 
and only minimal impact of race on Grade III-IV aGVHD (none of cGVHD). Why do you think 
this null relationship should be pursued again? 

6. Is there a plan to study as per continent distribution?  
7. Is there a better index to gauge SES or poverty level? 
8. Are Native American/Hawaiian/Pacific islanders being grouped elsewhere? 
 

I. Time from diagnosis to transplant as an important contributor for post allogeneic stem cell transplant 
infections, immune reconstitution and its associated mortality/morbidity. 
1. Do you plan to address the confounding influence of different factors leading to delay in 

transplant timing? 
2. How are you going to account for number of cycles of chemotherapy versus no 
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chemotherapy as a confounder in the time delay? 
 

J. Efficacy and safety of CD19 directed CAR T-cell therapy for non-Hodgkin B-cell lymphomas with secondary 
central nervous system involvement. 
1. Is site-specific response (CNS vs. other lesions) and pattern of relapse/progression (CNS vs. 

systemic) available? 
2. Why not to consider a comparative group? 
3. Will you stratify patients according if they received IT chemo vs radiation therapy? 
 

K. Haploidentical donor versus matched donor allogeneic hematopoietic cell transplantation in patients with 
myelofibrosis.   
1. Availability of somatic mutations? 
2. Is pretransplant Splenectomy data available? Are you going to factor this in the outcomes? 
3. At least look at splenectomies? 
4. What risk stratification is being used? DIPSS or DIPSS+? 
 

L. Assessing utilization and clinical outcome differences by sex and race in CAR-T for relapsed/refractory NHL.  
No additional questions 

 
M. Optimal GVHD prevention strategy in older, robust patients with acute leukemias and myeloid malignancies 

undergoing myeloablative, matched donor hematopoietic cell transplantation.  No additional questions 
 
N. Outcomes of elderly patients receiving CD-19 directed CAR-T therapy for B-cell lymphomas.  No additional 

questions 
 
O. Determinants of successful discontinuation of immune suppression following allogeneic hematopoietic cell 

transplantation. 
1. How is immune suppression stop defined in the CIBMTR database? 
2. How long after HCT do you expect data regarding ongoing IST usage to be reliable since 

many patients leave the transplant center and are managed elsewhere long-term? 
3. How long will you deal with restart IST? 

 
 


