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Allogeneic Transplants
(n = 48.196)
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Allogeneic Transplants (n. 2076) - Indications 2024

Combined MDS/MPN; 56; Hemogl.; 33; 1%

. . 0,
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Number of Allogeneic HCTs in ltaly by Selected Disease
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Passweg JR, et al. Bone Marrow Transplant. 2025 Feb 12. doi: 10.1038/s41409-025-02524-2.
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2024: Allogeneic Transplants (n. 2076) — Donor type
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2024: Allogeneic Transplants (n. 2076) — Source of HSC
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2024: Allogeneic Transplants (n. 2076) — Donor and Source of HSC
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2024 - Allogeneic Transplants: Patient age at transplantation
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Acute myeloid leukemia: update on diagnosis, risk-stratification, and management

Patients with ND-AML
eligible for intensive induction

BF

FLT3 mutated Without targetable mutations tAML, AML-MR CK and/or TP53
(all favorable?)

v \ v

Intensive !
chemotherapy + Intensive

Midostaurin
(*Quizartinib)

Intensive CPX351

chemotherapy + GO

chemotherapy HMA +Ven

Response evaluation by morphology, MRD (Flow, PCR, NGS)

Salvage « Refractory disease ;

regimens (Fig. 4) Morphologic Remission (+/- MRD)

Post remission therapy
based on ELN 2022 risk, patient goals of care + fitness, donor availability

ELN Favorable risk ELN & s
r MRD+? Adverse risk

Consolidation

FDA approved Transplant ineligible —

Transplant eligible — AlloSCT

chemotherapy +/- GO 1 :
+/- maintenance (FLT3i, HMA+/- Ven)

(3-4 cycles)

consolidation chemotherapy

Investigational +/- CC-486

American J Hematol, Volume: 98, Issue: 3, Pages: 502-526, First published: 02 January 2023, DOI: (10.1002/ajh.26822)



Acute myeloid leukemia: update on diagnosis, risk-stratification, and management

patients with ND-AML = 75 years or

otherwise not fit for intensive induction

IDH2 mutation IDH1 mutation Without targetable mutations FLT3 TP53 and/or CK

v A4 v

HMA + V
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Investigational

Response evaluation by morphology, MRD (Flow, PCR, NGS)

Salvage h Refractory disease ;

regimens (Fig. 4) Morphologic Remission (+/- MRD)

AZA + Ivosidenib
Ivosidenib

Post remission therapy
based on ELN 2022 risk, patient goals of care + fitness, donor availability

r ELN Favorable risk ELN

Continue therapy Transplant eligible — AlloSCT
+/- transplant +/- maintenance (FLT3i, HMA+/- Ven)

& r |
Adverse risk

FDA approved

Transplant ineligible — continue

therapy until progression

Investigational

American J Hematol, Volume: 98, Issue: 3, Pages: 502-526, First published: 02 January 2023, DOI: (10.1002/ajh.26822)




Transplant in ALL: who, when, and how?

Table 3. Summary of recommendations for transplant consolidation in adult ALL

Indication for transplant*

*Early referral of high-risk patients for prompt donor search and personalized/collaborative decision-making is critical

Immunophenotype Early T-cell precursor
Karyotype Complex karyotype; low hypodiploid (32-39 chromosomes); near haploid (24-31 chromosomes)
Unfavorable molecular genetic profile IKZF1; BCR::ABL1-like (Ph-like); KMT2A rearranged; MEF2D rearranged; MYC rearranged; TP53;
IAMP21
Slow response to therapy Time to morphologic CR >4 weeks
Persistent MRD post-induction using flow or NGS

No added benefit to transplant consolidation

BCR::ABL1 rearranged (Ph+)
« With incorporation of TKI therapy, studies suggest no benefit to HCT in patients who develop prompt, deep response AND have no evidence for
unfavorable molecular features.

Absence of high-risk molecular genetic features AND prompt, deep response to induction therapy.

Role of transplant consolidation not clear

Consolidation post-CAR-T therapy
« Patients with very high risk features and patients with evidence for MRD following CAR-T likely benefit from HCT consolidation; toxicity from
extensive prior therapy may result in adverse survival in other patients.

Heahliskts o EMATOLOGIA —



How | treat newly diagnosed Philadelphia chromosome-positive
acute lymphoblastic leukemia

Diagnostics/evaluation Patient: Age, fitness/frailty, cardiovascular risk factors, support
Disease:

Genetic risk: cytogenetic, molecular (IKZFT; IKZF1 plus)

MRD monitoring: RT-PCR p190 vs p210; NGS or PCR for clonal tracking

AlloHCT, in CR1 Favoring yes
1. High-risk genetic features (chromosomes: complex, "double" Ph; IKZF1 plus)

2. No achievement of CMR by 3 months (with TKI+/- chemotherapy)
3. Fit, appropriate donor

4. No blinatumomab available or not tolerated

Favoring no

1. No high-risk genetic features

2. Achievement of CMR by 3 months (with TKI+/- chemotherapy)

3. Blinatumomab

Unknown

1. Poor response to TKI+/- chemo but CMR with blinatumomab

2. High-risk genetics but optimal MRD response

Marlise R. Luskin - Hematology 2024 | ASH Education Program

Heahliskts o EMATOLOGIA —



Trends in Survival after Allogeneic HCTS, in the US, 2001-2021

140,532 patients receiving allogeneic HCT
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Spellman S, et al. Current Uses and Outcomes of Cellular Therapies in the US: CIBMTR Summary Slides, 2024.



Probability of CS-HCMV infections

Probability of CS-HCMV infections

The GITMO CYTO-ALLO STUDY

cumulative incidence of clinically significant HCMV
infections (CS-HCMV-1) at 100 days and 180 days from allo-
HSCT in patients who received letermovir primary
prophylaxis (LET-PP). The low rate of infections during the
prophylaxis period was balanced by a rebound of infections
in the late post-transplant phase, when prophylaxis was

. . discontinued
Days from transplant

100 days Cum Inc. 3.8% (95% Cl 2.6%-5.2%)
180 days Cum Inc. 16% (95% Cl 14%-19%)

The cumulative incidence of CS-HCMV-i at 100 days and 180
days from allo-HSCT in patients who did not receive LET-PP

Days from transplant

100 days Cum Inc. 14% (95% Cl 11%-17%) Girmenia et al. Open Forum Infectious Diseases 2025
180 days Cum Inc. 17% (95% Cl 13%-20%)



GVHD: consensus recommendations of the European Society for Blood and Marrow

Transplantation

Key updates to the recommendations include:

(1) primary use of ruxolitinib in steroid-refractory acute GVHD and steroid-
refractory chronic GVHD as the new standard of care,

(1) use of rabbit anti-T-cell (thymocyte) globulin or post-transplantation
cyclophosphamide as standard GVHD prophylaxis in peripheral blood

stem-cell transplantations from unrelated donors, and

(2) the addition of belumosudil to the available treatment options for
steroid-refractory chronic GVHD

Penack O, et al.. Lancet Haematol. 2024



Post Transplant Cyclophosphamide as
GVHD Prophylaxis in Patients Receiving Mismatched

Unrelated HCT: the PHYLOS trial.

} Results o
GITMO A B . The 100-day cumulative incidence
Lo a2 L - o of grades 2 to 4 aGVHD was 18.2%
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Raiola et al. DOI: 10.1182/bloodadvances.2024015173 Abstract

Raiola AM, et al. Blood Adv. 2025



Classification of Conditioning Regimens

>

yes

Stem cell support required

No

NMA

Non ablative

Reduced intensity conditioning

RIC

myeloablative

MA

minimal

"

short long irreversible

pancytopenia

E Increasing Requirement of GVT Effect

BU + CY + TBI*
BU + TBI*
CY +1BI*
FLU + AraC
BU + CY (x ATG)
BU + Melphalan
CY + BU
31 4+ FLU + Thi'
FLU + Melphalan
FLU + Treosulfan
FLU + BU (low dose)
Thbi' + FLU

Thi' 5

Intensity

AraC, cytarabine; ATG, anti-T-lymphocyte immunoglobulin; CY, cyclophosphamide; GVT, graft vs tumor; Thi/TBI, total body irradiation.

Bacigalupo A, et al. Biol Blood Marrow Transplant. 2009;15:1628-1633; Gyurkocza B, et al. Blood. 2014;124:344-353.

These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.
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Transplant Conditioning Intensity Score

EBMT

The concept of MAC vs RIC has been expanded by recently developed Reduced

Toxicity Conditioning (RTC) regimens including well-established agents

Component Dose level Added points for
- - each dose level
Low Intermediate High
TBI fractionated (Gray) <5 6-8 29 1
Busulphan (mg/kg) <64iv& <8po 96iv & 12 po 128 iv & 16 po 1
Treosulfan (g/m2) 30 36 42 1
Melphalan (mg/m2) <140 2140 2200 1
Thiotepa (mg/kg) <10 =10 220 0.5
Fludarabine (mg/m2) <160 >160 0.5
Clofarabine (mg/m2) <150 >150 0.5
Cyclophosphamide (mg/kg) 290 0.5
Carmustine (mg/m2) <250 280-310 2350 0.5
Cytarabine (g/m2) <6 26 0.5
Etoposide (mg/kg) <50 250 0.5
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TCI, transplant conditioning intensity. 1306 1361 1302 1214 1080 998 856

Spyridonidis A, et al. Bone Marrow Transplant. 2020;55:1114-1125.
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Causes of Death after Allogeneic HCTs in the US, 2012-2022

Age 218 years
Total transplants = 75507 Data reflects 100-days mortality

3%, 5% 1% M Primary disease
B Organ failure
1% B Hemorrhage

B Graft rejection
B GVHD
B Infection
Malignancy subsequent to HCT
B Other
B Not reported

*Data reflects 10-year mortality.

n=7133 L o N
( 9.6 /o,' 'CIBMTR

WWW.CIBMTR.org



Causes of Death after Allogeneic HCTs in the US, 2012-2022

Age =218 years
Total transplants = 75507

Data reflects 10-year mortality

Died at or beyond 100
days post-transplant*®

e g P
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0,
n=27505 17
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B Primary disease
B Organ failure
B Hemorrhage
B Graft rejection
B GVHD
B Infection
Malignancy subsequent to HCT
B Other
B Not reported

*Data reflects 10-year mortality.
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Diagnosis

Treatment
stage

Role of MRD
monitoring

Pre-transplant

Induction and
consolidation

Relapse risk
stratification

Peri-transplant

Donor Selection

Conditioning

Select conditioning intensity
and GVHD prophylaxis

Post-transplant

>

Maintenance &
pre-emptive therapy

Identify need for
Maintenance and / or
pre-emptive intervention

Loke J, Buka R and Craddock C (2021) Allogeneic Stem Cell Transplantation for Acute Myeloid Leukemia: Who, When, and How? Front. Immunol.



