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Dear Peter,

Thank you for your generous $1 million pledge to 
advance the extraordinary research of Dr. Perales 
and Dr. Shaffer at Memorial Sloan Kettering 
Cancer Center (MSK). Your support benefits their 
investigation of removing T cells from a transplant 
donor’s graft to reduce the risk of graft-versus-host 
disease — a technique that was pioneered at MSK  
and has the potential to save more lives. The  
enclosed report provides more details on their 
remarkable work.

I must also congratulate you on completing the 
TCS New York City Marathon in both 2021 and 
2022 on behalf of Fred’s Team. This is an incredible 
accomplishment that extends beyond the miles you 
ran and impacts the lives of countless people with 
cancer. My colleague, Riana, has also shared with 
me your impressive commitment to run 1,000 half 
marathons. I know you will inspire many patients, 
runners, families, and people around the world.

Your generosity promises great impact and 
reinforces MSK’s culture of innovation. Your most 
recent pledge will enable Dr. Perales and Dr. Shaffer 
to pursue new opportunities in cancer research and 
remain on the leading-edge of discovery. 

For all you do to support MSK and its mission, you 
have my gratitude. 

 

Kenneth Manotti 
Senior Vice President, Office of Development



Miguel-Angel 
Perales, MD 

Dr. Perales is Chief of the Adult Bone Marrow Transplant (BMT) 
Service at MSK, as well as an Associate Professor of Medicine  
at Weill Cornell Medical College. He is an internationally  
recognized leader in hematopoietic stem cell transplantation  
(HCT) and cellular therapy. 

Dr. Perales is Chair of the Alliance for Clinical Trials in Oncology’s 
Transplant and Cell Based Therapies Committee, President-Elect  
of the American Society for Transplantation and Cellular Therapy, 
and a former Vice Chair and member of the Board of Directors of  
Be The Match. He holds leadership positions and has been 
extensively involved in the Center for International Blood and 
Marrow Transplant Research and the Blood and Marrow Transplant 
Clinical Trials Network. 

Dr. Perales has contributed to over 350 publications, including 
peer-reviewed articles, position papers, guidelines, editorials, invited 
reviews, and book chapters; and has been an invited speaker at 
numerous national and international meetings over the past 20 
years. Teaching and mentoring students, residents, fellows, junior 
faculty, advanced practice providers, and pharmacists have also 
been key parts of his career. He served as founding Director for both 
the Adult Bone Marrow Transplantation Fellowship (2007 to 2020) 
and the Adult Cancer Immunotherapy Fellowship in the Parker 
Institute for Cancer Immunotherapy at MSK (2018 to 2020). 

Dr. Perales received his MD from the Free University of Brussels and 
completed postdoctoral training at Tufts Medical Center, Harvard 
Medical School, and MSK.



Research Update 
The focus of Dr. Perales’ work throughout two decades at  
MSK has been on translational and clinical research in HCT  
and cellular therapy. 

T Cell Depletion of the Stem Cell Graft to Reduce  
Graft-Versus-Host Disease 
One of the main complications of an allogeneic stem cell transplant 
is graft-versus-host disease (GVHD), which occurs when donated 
immune cells target healthy tissues in a patient. Immune cells called 
T cells drive this reaction. With a transplant from a fully matched 
donor, the risk of acute GVHD (in the first three to six months) is 
about 40% and can be life-threatening in 10% to 15% of recipients. 
There is also a 60% risk of chronic GVHD (typically beyond six 
months), which impacts quality of life in about 20% of patients. 

While several new drugs have been approved for treating GVHD 
in recent years, the best treatment remains prevention. One of 
the most established methods is the removal of T cells from the 
stem cell graft, an approach known as T cell depletion, which was 
pioneered at MSK. Over the past decade, Dr. Perales has overseen 
several analyses of transplant outcomes, comparing the results of 
T cell depletion at MSK to results using standard GVHD prevention 
at other centers (MD Anderson Cancer Center, the European group 
EBMT, a Spanish transplant consortium). These studies in patients 
with acute leukemia or myelodysplastic syndrome all showed 
essentially the same result: GVHD is reduced with T cell depletion 
without increasing the risk of relapse, and the overall outcomes 
show similar survival. 

Ultimately, the best test for a new therapy is a prospective 
randomized trial. Dr. Perales was national Co-Chair for the BMT CTN 
1301 (Progress 2) trial, which compared T cell depletion to standard 
treatment in over 300 patients treated at 29 centers. The results of 
the trial were negative. Dr. Perales and his team are now analyzing 
patient samples from the trial to understand why the results in the 
national trial differed from the experience at MSK. They are also 
looking at improving the results of T cell depletion by improving the 
recovery of the immune system, as well as using T cell depletion as 
a treatment platform for graft engineering, which is when additional 
cells are added after transplant to improve immune recovery and 
decrease relapse.

Immune Reconstitution  
Dr. Perales is Director for the Special Assessment of Graft 
Function Post Transplant Core for the Program Project Grant (The 
Immunology of Marrow Allografts for Leukemia; P01 CA23766; 
PI: Marcel van den Brink; funded by the National Cancer Institute) 
and has led analyses of post-transplant immune recovery as well 
as prospective interventional trials. He works closely with the 
MSK laboratory of Jaap-Jan Boelens, MD, PhD, Chief of the Stem 
Cell Transplantation and Cellular Therapies Service and Richard J. 
O’Reilly Chair in Honor of Kevin Zoltan Merszei, which has a range of 
state-of-the art assays to study immune recovery in the lab. 



Going back to his work in the early 1990s on immune responses to 
HIV infection and HIV vaccines, Dr. Perales has focused on how to 
drive the immune system to target infectious agents and cancer. 
In particular, he is Co-Chair for a large national study looking at 
responses to COVID-19 vaccines in patients who have had a stem 
cell transplant or have been treated with chimeric antigen receptor 
(CAR) T cells. He is also leading a seven-center consortium that 
will collect data on 1,000 HCT recipients to study the impact of 
preventing Cytomegalovirus (CMV), the main cause of morbidity and 
mortality due to viruses in allogeneic HCT recipients. CMV infection 
can be prevented by letermovir (Prevymis®), an antiviral drug 
approved in 2017. Dr. Perales was the first to publish clinical trial data 
confirming the efficacy of letermovir and plans to further study this 
through this new consortium.  

CAR T Cell Therapy 
Under the leadership of Michel Sadelain, MD, PhD, and Isabelle 
Rivière, PhD, MSK has been a pioneer in the development of CAR T 
cells. CAR T cells are made by inserting a gene into a patient’s T cells 
that redirects them to kill cancer cells. The cells are produced in a 
lab and then reinfused into patients. 

Since 2017, the FDA has approved CAR T cell therapy for acute 
lymphoblastic leukemia, large B cell lymphoma, mantle cell 
lymphoma, follicular lymphoma, and multiple myeloma. Dr. Perales 
was one of the lead investigators in a recent international trial that 
lead to an FDA approval for lymphoma. He oversaw the clinical 
implementation of FDA-approved CAR T cells for lymphoma starting 
in 2017. He also implemented a robust research program that has 
made MSK one of the leading centers reporting data on FDA-
approved CD19 CAR T cells, with almost a dozen publications in the 
past two years. 



In addition to ongoing research in this area, he has undertaken 
external collaborations on cellular therapies with Hackensack 
Meridian Health, which will include retrospective and prospective 
studies, and as a member of the steering committee for an eight-
center CAR T cell consortium, which MSK joined as a founding 
center. Of the consortium’s several ongoing projects, many are being 
led by junior investigators at MSK. 

Transforming Clinical Research 
Outcomes data on all patients who undergo HCT must be reported 
to the Center for International Blood and Marrow Transplant 
Research. As a result, MSK has a very detailed, readily accessible 
database of several thousand HCT recipients going back two 
decades. This data has yielded many retrospective studies, reporting 
outcomes of autologous or allogeneic HCT, and has also been 
used for translational research. When he became Deputy Service 
Chief in 2012, Dr. Perales took on oversight of retrospective clinical 
research. He streamlined the regulatory process and set up tracking 
for all research projects that includes time from project initiation to 
abstract to manuscript. These measures were instituted to ensure 
the performance of timely and high-quality research. 

Since assuming leadership of the Adult BMT Service in 2020, 
he has focused on infrastructure investments in the research 
program. Five research nurses and five research advanced practice 
providers now support the service’s clinical trials and specific 
areas of prospective data collection (GVHD, toxicities, relapse, and 
CAR T cells). Dr. Perales is committed to enhancing the service’s 
strength in computational work as well as prognostic modeling by 
hiring data scientists and additional investigators. His first recruit 
is Roni Shouval, MD, PhD, an artificial intelligence expert who 
recently completed a BMT fellowship at MSK. He has overseen the 
development of a REDCap database for CAR T cell recipients. This 
tool will serve as a platform for collaborations within the Division of 
Hematologic Malignancies and other MSK services and departments 
involved in the care of these patients, such as neurology, radiation 
oncology, and pathology. 



Brian Shaffer, MD
Dr. Shaffer is a hematologist who specializes in cellular therapy 
for leukemia, myelodysplastic syndromes, lymphoma, and other 
bone marrow disorders. He received his MD from Eastern Virginia 
Medical School and completed postdoctoral training at Wake Forest 
University Medical Center and the National Institutes of Health. He 
received a master’s degree from Cornell University.

Research Update 
Dr. Shaffer’s research focuses on the role of the human leukocyte 
antigen (HLA), a central protein in human immunity, in governing 
how cellular immunotherapy can control cancer. In particular, he is 
interested in optimizing natural killer (NK) cell function via donor 
selection and adoptive cellular therapies, as well as improving 
transplantation methods and outcomes for patients without a 
matched sibling donor. 

Dr. Shaffer is developing strategies to select donors for 
transplantation that will result in a reduced likelihood of cancer 
relapse after blood or marrow transplantation. His early work 
focused on using donor genotyping to select donors with 
gene variants that resulted in activation of immune cells after 
transplantation. This work led to an ongoing multicenter clinical 
trial to test killer Ig-like receptor genotyping in the selection of 
unrelated donors for transplantation. More recently, Dr. Shaffer 
has been exploring the role of computational models to predict 
cancer-associated antigen binding to HLA and whether specific HLA 
mismatches may be advantageous in the context of transplantation.

In a parallel avenue of research, he has been investigating the notion 
of adoptive cellular therapies for cancer. Adoptive cellular therapy 
involves the collection and manipulation of cells from a donor, 
followed by transfer to a patient to treat cancer. His team developed 
a platform to stimulate NK cells in the laboratory to achieve a 
greater degree of activation than would occur naturally. When 
challenged against tumor targets in the laboratory, these activated 
NK cells were efficient at eradicating leukemia targets. Dr. Shaffer 
and his team plan to conduct a phase 1/2 (early phase) clinical 
trial to test the combination of activated NK cells with immune 
checkpoint inhibitors in patients with acute myeloid leukemia. Later, 
they will expand this approach to patients with advanced solid organ 
malignancies, such as cancers of the head and neck.



From a clinical perspective, Dr. Shaffer manages the efforts at MSK 
to develop transplantation platforms for patients without an HLA 
matched donor. These alternative donors preferentially benefit 
patients from non-European backgrounds, as these individuals 
are less likely to have a match in donor registries. He served on 
the design committees for several national clinical trials, two of 
which are now published and have defined the standard of care in 
unrelated donor transplantation. Under his leadership, MSK’s HLA 
mismatched transplantation program has grown to more than 40 
transplants per year, making it one of the largest programs in the 
United States for alternative donor transplantation. Looking  
forward, Dr. Shaffer has planned translational projects nested within 
these larger clinical trials to attempt to refine donor selection within 
this platform.


