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Agenda Summary

e Introduction and overview of progress 1:00pm

e Presentation of updates for completed/ongoing study 1:15- 1:30pm
o 1B23-03: Impact of adherence to cord blood guidelines.

e Presentation of new proposals 1:30-2:55pm

o PROP 2401-02 Autoimmune HLA alleles predict superior outcomes in patients receiving
allogeneic hematopoietic stem cell transplantation

o PROP 2407-02 The impact of HNA alloimmunization on engraftment failure in unrelated
hematopoietic stem cell transplantation

o PROP 2410-76 Haploidentical donor selection for patients with Aplastic Anemia: HLA and non-

HLA factors

o PROP 2410-77 The role of HLA class Il mismatched HCT in patients with high-risk acute leukemia
o PROP 2410-82 + PROP 2410-153 The Role of inhibitory KIR Scoring and NK Cell Alloreactivity in

MUD and Haplo-HSCT with Post-Transplant Cyclophosphamide

e Concluding remarks

2:55pm




Detailed Agenda

e Introduction Brian Betts 1:00pm

a.

Minutes and Overview Plan of Immunobiology Working Committee from Tandem 2024
(Attachment 1)

e Research sample repository update with data accrual tables (Attachment 2)

e Presentations, Publications or Submitted papers 1:05pm

a.

IB16-02 Novel scoring system for ranking hematopoietic stem cell transplantation. Baxter-Lowe
LA, Wang T, Kuxhausen M, Spellman SR, Maiers M, Lee SJ, Saultz J, Arrieta-Bolafios E, Gadalla
SG, Bolon Y, Betts BC. Clinical Transplantation. 38(11):e15478. doi:10.1111/ctr.15478. Epub
2024 Nov 8.

1B17-04 Donor whole blood DNA methylation is not a strong predictor of acute graft versus host
disease in unrelated donor allogeneic haematopoietic cell transplantation. Webster AP, Ecker S,
Moghul I, Liu X, Dhami P, Marzi S, Paul DS, Kuxhausen M, Lee SJ, Spellman SR, Wang T, Feber A,
Rakyan V, Peggs KS, Beck S. Frontiers in Genetics. doi:10.3389/fgene.2024.1242636. Epub 2024
Apr 3. PMC11021570.

1B18-04b Donor KIR genotype based outcome prediction after allogeneic stem cell
transplantation: No land in sight. Schetelig J, Baldauf H, Heidenreich F, Hoogenboom JD,
Spellman SR, Kulagin A, Schroeder T, Sengeloev H, Dreger P, Forcade E, Vydra J, Wagner-Drouet
EM, Choi G, Paneesha S, Miranda NAA, Tanase A, de Wreede LC, Lange V, Schmidt AH, Sauter J,
Fein JA, Bolon YT, He M, Marsh SGE, Gadalla SM, Paczesny S, Ruggeri A, Chabannon C,
Fleischhauer K. Frontiers in Immunology. 15:1350470. doi:10.3389/fimmu.2024.1350470. Epub
2024 Apr 2. PMC11019434.

IB20-03 The health risk of social disadvantage is transplantable into a new host. Turcotte LM,
Wang T, Beyer KM, Cole SW, Spellman SR, Allbee-Johnson M, Williams E, Zhou Y, Verneris MR,
Rizzo JD, Knight JM. Proceedings of the National Academy of Sciences of the United States of
America. 2024 Jul 23; 121(30):e2404108121. doi:10.1073/pnas.2404108121. Epub 2024 Jul 15.
PMC11287259.

IB20-03 Transcriptional Indicators of Social Determinants of Health and Cancer Outcomes:
Donor Socioeconomic Disadvantage and Recipient Mortality Following Allogeneic Hematopoietic
Cell Transplantation (J Knight). Oral Presentation, ASPO 2024.

1B22-01 Post-Transplantation Cyclophosphamide Improves Graft-versus-Host Disease-Free,
Relapse-Free Survival In HLA-DPB1 Mismatched Unrelated Donor Allogeneic Transplant (S
McCurdy/A Blouin/ E Fuchs/ U Ibrahim). Submitted. Poster Presentation, EBMT 2024.

1B22-03 Superior Disease Control with Younger Matched Unrelated Donor Vs Older Matched
Sibling Donor in Recipients 250-years with ALL, AML, or MDS using CNI-based GVHD prophylaxis
(K Nath/ B Shaffer/ H Choe). Submitted. Oral Presentation, EBMT 2024.

1B22-03 Young Matched Unrelated Donors Should be Prioritized Over Older-Aged Matched
Sibling Donors and Young Haploidentical Donors in Allogeneic Transplantation with Post-
Transplant Cyclophosphamide in Recipients >50-years (K Nath). Oral Presentation, EBMT 2024.
1B23-01 Immunopeptidome divergence between mismatched HLA and outcome of
haploidentical HCT (P Crivello/ K Fleischhauer). Oral Presentation, ASH 2024.

e Studies in progress (Attachment 3)

a.

IB18-07 Donor and recipient genomic associations with acute GVHD (V Afshar-Khargan).
Analysis.



b. 1B21-01 Effect of HLA evolutionary divergence on survival and relapse following allogeneic
hematopoietic cell transplant (C Camacho-Bydume/ D Chowell/ K Hsu). Manuscript Preparation.

c. 1B21-02 DISCOVeRY-BMT: Multi-ethnic high-throughput study to identify novel non-HLA genetic
contributors to mortality after blood and marrow transplantation. (Theresa Hahn/Alyssa Clay-
Gilmour) Ongoing.

d. 1B22-02 Effect of SIRPa mismatch on the outcome of allogeneic hematopoietic stem cell
transplantation from an HLA matched related donor (J Zou/ S Srour). Data File Preparation.

e. 1B23-01 Immunopeptidome divergence between mismatched HLA and outcome of
haploidentical HCT (P Crivello). Manuscript Preparation.

f.  1B23-02 Younger MMUD vs older haploidentical donor HCT. (R Mehta). Manscript Preparation.

1B23-03 Impact of adherence to cord blood guidelines. (L Metheny/ F Milano). Analysis.

1B24-01 6-locus HLA immunopeptidome divergence and outcome of mismatched unrelated HCT

(E Arrieta-Bolafios/ K Fleischhauer). Protocol Pending.

i. 1B24-02 Effect of donor KIR and donor KIR ligand on CD8+ T cell-mediated alloreactivity in
unrelated HCT for AML, ALL and MDS (B Asquith). Protocol Pending.

= @

Study Presentation Esteban Arrieta-Bolafios 1:15— 1:30pm
a. 1B23-03 Impact of adherence to cord blood guidelines. (L Metheny/ F Milano) Dr. Leland
Metheny will present.

Future/proposed studies Cara Benjamin & Jennifer Saultz 1:30 — 2:55pm
a. Voting guidelines
b. Proposal presentations (5)
e  PROP 2401-02 Autoimmune HLA alleles predict superior outcomes in patients
receiving allogeneic hematopoietic stem cell transplantation (H Carter/R Kurzrock)
(Attachment 4) Dr. Hannah Carter will present.

e Key Points:

o Autoimmune HLA alleles are associated with lower risk of developing
certain solid tumors and later age at diagnosis.

o These alleles may confer superior antitumor immunity and contribute to
robust graft versus leukemic activity.

o Preliminary data suggests these alleles are associated with superior
relapse-free survival and overall survival in patients with acute myeloid
leukemia (AML) and myelodysplastic syndrome (MDS).

o Proposalto study a larger group of patients to determine if these alleles
are protective across different diseases and can guide optimal donor
selection.

e  PROP 2407-02 The impact of HNA alloimmunization on engraftment failure in
unrelated hematopoietic stem cell transplantation (D Fuerst/ H Schrezenmeier)
(Attachment 5) Dr. Daniel Fuerst will present.

e Key Points:

o HNA alloantigen system may induce antibodies affecting neutrophil
engraftment.



C.

Higher rates of post-engraftment neutropenia and failure to achieve full
myeloid chimerism observed in patients positive for HNA immunization.

Proposal for a retrospective observational case-control study to
evaluate the impact of HNA immunization on engraftment and survival
endpoints.

PROP 2410-76 Haploidentical donor selection for patients with Aplastic Anemia: HLA
and non-HLA factors (R Mehta/ A Ruggeri) (Attachment 6) Dr. Rohtesh Mehta will

present.
Key Points:

o Increasing use of haploidentical donor transplants for aplastic anemia
with improving outcomes.

o Proposalto assess which HLA and non-HLA factors predict overall
survival in patients with aplastic anemia undergoing haploidentical
donor transplant.

o Studyto include patients from CIBMTR and EBMT registries.

PROP 2410-77 The role of HLA class Il mismatched HCT in patients with high-risk
acute leukemia (R Mehta/ A Ruggeri) (Attachment 7) Dr. Rohtesh Mehta will present.

Key Points:

@)

O

Hypothesis that class Il mismatched donors may lower the risk of
relapse in high-risk acute leukemia patients.

Proposal to study patients with high-risk AML and ALL transplanted with
class Il matched and mismatched donors.

Analysis to include various conditioning intensities and graft sources.

PROP 2410-82/ 2410-153 The Role of Inhibitory KIR Scoring and NK Cell Alloreactivity
In MUD and Haplo-HSCT with Post-Transplant Cyclophosphamide. (J Zou/ S Ciurea/ E
Krieger/ A Toor) (Attachment 8) Dr. Elizabeth Krieger will present.

Key Points:

O

NK cells reconstitute early after transplant and their alloreactivity is
influenced by killerimmunoglobulin-like receptors (KIR).

Previous studies show increased inhibitory KIR content is associated
with improved outcomes in conventional GVHD prophylaxis settings.

Proposal to study the impact of inhibitory KIR content in the PTCy setting
for AML and MDS patients.

Dropped Proposals (9)

PROP 2408-02 Cord blood viability and total nucleated cell (TNC) counts as predictors
of engraftment and Graft-versus-Host Disease (A Dreyzin/ A Keating). Dropped due to
overlap with current study/publication.

PROP 2408-13 Does Graft CD3+CD4/CD3+CD8 Ratio Affect Chronic Graft Versus Host
Disease? (M Pamukcuoglu). Dropped due to lower scientific impact.



Closing Remarks

PROP 2409-12 Impact of early CD4/CD8 T cell recovery on post-AlloSCT r ates of
infection and GVHD in Lymphoma patients - a CIBMTR analysis (N Hossain). Dropped
due to supplemental data needed.

PROP 2409-15 Comparative Outcomes of Highly Human Leukocyte Antigen (HLA)-
Mismatched Unrelated Donors Versus Matched and Single Locus Mismatched
Unrelated Donors in Hematopoietic Cell Transplantation with Post-Transplant
Cyclophosphamide (PTCY) (M Ellithi/ B Shaffer). Dropped due to small sample size.
PROP 2409-21 Impact of different HLA alleles on GVHD and GVL after sex mismatched
allo HCT (A Ali). Dropped due to lower scientific impact.

PROP 2410-78 Unrelated Donor Selection with Post-Transplant Cyclophosphamide-
based Graft-versus-Host Disease Prophylaxis (R Mehta/ A Ruggeri). Dropped due to
overlap with current study/publication.

PROP 2410-131 Association of HLA mismatching and data-driven GVHD grading in
unrelated donor HCT (A Turki/ E Arrieta-Bolanos). Dropped due to lower scientific
impact.

PROP 2410-158 Refinement of HLA-DPB1 Permissiveness with Molecular Mismatch
Algorithms in Allogeneic Hematopoietic Stem Cell Transplantation in the PTCy Era (J
Zou/ R Saliba). Dropped due to lower scientific impact.

PROP 2410-229 What is the Optimal Donor in the Post-transplant Cyclophosphamide
Era: An Older 8/8 Matched Related Donor or Matched Unrelated Donor versus a
Younger 7/8 Mismatched Unrelated Donor? (G Fatobene/ V Rocha). Dropped due to
overlap with current study/publication.

Yung-Tsi Bolon 2:55pm



