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Disclaimer

A The European Hematology Association (EHA) is not responsible for the content
of the abstracts or the presentations given during the EHA2025 Congress held
In Milan, Italy June 12 -15, 2025, upon which this report Is based.

A EHA obtained permission from the authors cited in this report to include
portions of their contributions to the congress herein.

A The copyright of the content extracted from the presentations remains with
the authors.
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Welcome & ODbjectives

Welcome

On behalf of the European Hematology Association (EHA), we are delighted to present one of the two EHA2025 Scientific B
- A #FNZEEKAZ3ANNEWKNnANng>oKcKj] KPEINE3Zt ndoXEKA] K®2ga#+] z2] nKj=3z2nAgA+ce

These two Scientific Congress Reports have been developed as an initiative to provide our community with a concise
overview of the most important works showcased at EHA2025. The new editions serve as an essential summary of scientific
Information and breaking news on the latest technological advancements in the field, relevant to clinicians, researchers,
healthcare professionals, regulators, nurses, patients, payers, pharmaceutical representatives, and all stakeholders in
hematology. Having introduced a new scientific content and format at the EHA2025 Congress, the reports underscore the
significance of the latest developments in the various fields of hematology.

Martin Dreyling, EHA2025 Scientific Program Committee Chair

Objectives

The EHA Annual Congress Is recognized as the second - largest global event in hematology. Beyond uniting hematology
experts from around the world, the EHA Congress serves as a vital platform for disseminating groundbreaking scientific
Information and developments within the field of hematology. The congress reports are an initiative to give the hematology
community a concise overview of the most critical work showcased at EHA2025.
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The genetic
continuum of myeloid
neoplasms: from
Clonal Hematopolesis
to Acute Leukemias

EHA Perspectives on Malighant Hematology



https://eha.fyi/EHA2025-Malignant-Report-Written#page=5

Section 1: The genetic continuum of myeloid neoplasms:
from Clonal Hematopolesis to Acute Leukemias

Overview of selected presentations

Presentation ID  Presentation Title Presenter

pli51 Pathophysiology and clonal evolution in MDS Dominique Bonnet

P266-1 Clonal selection in MPN and its consequence Lina Benajiba

S145 Myeloid neoplasms risks for germline DDX41 pathogenic variants carriers Marie- Charlotte Villy

pll4?2 Antibody targeting of mutant CALR in MPN Isabelle Plo
INCA33989 is a novel, first in class, mutant calreticulin - specific monoclonal antibody that

LBA400Z demonstrates safety and efficacy in patients with essential thrombocythemia (ET) el Rl =E
INCAO035784, A novel, equipotent T Cell Vredirecting antibody for patients with myeloproliferative .

S212 . . . . Beth Psalila
neoplasms carrying different types of calreticulin mutations

S211 Discovery of first —m-clasg precision antibody drug conjugates targeting mutant calreticulin for Norman Fultang
the treatment of myeloproliferative neoplasms

S224 SANRECO, an ongoing Phasel/2 study evaluating divesiran, a novel GalNAC -conjugated siRNA, Marina Kremyanskaya

In patients with polycythemia vera
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pl15 1:Pathophysiology and clonal evolution in MDS

Clonal selection in progressive myeloid malignancy

CHIP MDS AML Chemo R/R AML
v

v v \ 4 v

Genetic mutations @ SF3B1 FLT3

TET2

RUNX1

A Myelodysplastic syndromes (MDSs) are clonal blood
conditions associated with abnormal blood cell
production

A Characterized by peripheral blood cytopenia, increased
apoptosis, increasing number of blasts
In BM
A MDS has a 5 - year survival rate of only ~30% and its
Incidence increases with age

A Clonal hematopoiesis of indeterminate potential (CHIP) is
a common age -assocliated phenomenon that can progress
to MDS

A Several mutations can lead to MDS

A One discernible subgroup, MDS ring sideroblast
(MDS-RS), Is associated with SF3B1 mutations

A Clonal transformation via acquisition of additional
mutations can lead to AML

AML, acute myeloid leukemia; BM, bone marrow; MDS, myelodysplastic syndrome; MSC, myeloid stem cell; RS, ring
Bonnet D. Pathophysiology and clonal evolution in MDS. Oral presentation pll5 1 at EHA2025.
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pl15 1:Pathophysiology and clonal evolution in MDS

Engraftment rate of healthy and mutation -

aﬁ?CtEd MSCs in immunodeficient mice A Reliable mouse models are needed to study MDS and develop
+ 100 . strategies to intervene earlier and stop disease evolution
2! 10 ; -:fz.&"- v A Transplantation of human MDS HSPCs has been used in this
5 © L o —— context. However, engraftment rates of human HSPCs in
> 8 s vv combination with MSCs are low. Therefore new approaches are
g 0.10 - needed.
g 001 , | | | A Using a gelatin - based scaffold in combination with BM cells and
Healthy Control ~ Congenital SA MDS-RS growth factors provided an environment of cell attachment and
_ growth.
Engraftment rate humanized 3D scaffold A This led to the use of 3D scaffolds seeded with human MSC and
g 100 Ak EPCs, resulting in an engraftment rate of MDS BM CD45+ cells
= ranging from 1 to 40%, in some cases 80%
§ 10 A MDS cells are highly dependent on humanized niches. Healthy
% . MSCs could also provide the needed niche
g | A Goals: Identification of niche factors that maintain MDS cells,
S 010 | | | predict response to therapy with the new model, study disease
| QA o @ s 2 transformation and improve treatment
< =9 3 < oo 2
¥ O g ¥ Qo
04 =
AML, acute myeloid leukemia; BM(FS), bone marrow (failure syndrome); HSPC, hematopoietic stem cell; MDS, myelodysplastic synd rom e; MPD, myeloproliferative disease; MSC, myeloid stem cell; RAEB, refractory anemia with excess blasts; RARS, refractory anem ia with ring sideroblast ; RCMD,
refractory cytopenia with multilineage dysplasia; RS, ring sideroblast .
Bonnet D. Pathophysiology and clonal evolution in MDS. Oral presentation pll5 1 at EHA2025.
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pP266 - 1:Clonal selection in myeloproliferative neoplasms (MPNSs)
and Its conseguences

Ruxolitinib  enhances the expansion of RAS - mutated clones
and exacerbates the risk posed by RAS mutation
A MPNs can progress to secondary AML through clonal

evolution, which is driven by acquisition of additional Ruxolitinib 1.00 w
mutations (N/KRAS, NFE2 & TP53) and clone fithess _Dorms{ e
: . : : . ok
A Prognostic factors in patients with MPN include: g g 050
A OS: K/INRAS, NFE2 and TP53 mutations, and complex  mutational E £ 0.25 ~ — No RAS pathway mutation
profiles Eg ) RAS pathway mutation
: . . = o 0 5 10 15 20 25
A Arterial Thrombosis: TET2 or DNMT3A mutations L Time (years)
A Resistance to treatment: TET2, DNMT3A, ASXL1, EZH2, IDH1/2 AMLINDS o
mutations ey & 7 T 4 6 o cwonowen
athway mutation ronic
A Age is the only known risk factor for clonal evolution No Ruxolitinib 100
A The microenvironment might drive the survival and B oos | e
. . . . (- LL '
expansion of mutant cells, e.g. via inflammation SE s
. = o
A RAS mutant clone emergence occurs in JAK/STAT - {,EE 0.25 — No RAS pathway mutation
activated and wild -type context §% o _~ RASpathwaymutation
A JAK2 inhibition with  ruxolitinib releases RAS - mutated T %% gReqyears) %
:
cells from oncogene -induced senescence No RAS pathwy muaion 65 27 & 5 1 L
RAS pathway mutation 6 2 1 1 0 0
AML, acute myeloid leukemia; JAK, janus kinase; MDS, myelodysplastic syndrome; MPN, myeloproliferative disorder; OS, overall survival.
Benajiba L. Clonal selection in MPN and its consequence. Oral presentation p266 - 1 at EHA2025.

EHA Perspectives on Malignant Hematology




S145: Exploring MN risks In DDX41
pathogenic variant carriers

5V10% of all MN patients have a genetic germline predisposition 1
A DDX4lis the most frequent, accounting for 5% of MDS/AML

A Affected patients present at a similar age as those with
sporadic disease

A But it is a specific entity:
A Associated with second hotspot tumor mutation in the other
copyof AAE" ~ 3

A Has a better prognosis, with a higher response rate and longer
survival

This is important because HSCT donors are often relatives

A There is growing evidence donor  -derived MDS/AML when the
donor carries a germline pathogenic variant in DDX41

Germline DDX41 mutations define a unigue subtype of MN

A Retrospective kin -cohort study in Japan found a low absolute risk
before age 40, rising to 49% atage 90 2

A UK Biobank study in the general population found absolute

®Aés ®uKNAEAKAI KxwxYXKIANKIE] KZ] o Kowv oY Kl A

More from EHA

‘Thinking Thursday

Clinical and genetic continuum between
MPN, MIDS and AML

mpL JAKZ2 i Splicing

N/KRAS

Epigenetic
TP53

del(5
KT e MDS/MPN N
Myeloproliferative "Overlap Myelodysplastic

Neoplasms syndromes" neoplasms
(MPN) MDS/MPN-N  MDS/MEN- (Mgglodysplastlc

(@CML) "\ 1ps/mPN- ndromes-

CML PMF PV ET NOS MDS)
v oV
Myelofibrosis

TP53

IDH1/2 Myeloid
E2H2 Leukemia

CEBPA Risk of
RUNXT1 progression

NPM1 (AML) :
Proliferation Dysplasia
Effective hematopoiesis — Ineffective hematopoiesis

CML: Chronic myeloid leukemia; CMML: Chronic myelomonocytic leukemia; ET: Essential
thrombocythaemia; NOS: not otherwise specified; MDS/MPN-N: MDS/MPN with neutrophilia; PV:
Polycythaemia vera; PMF: Primary myelofibrosis; SF3B1-T: SF3B1 mutation & thrombocytosis

I'hinkingl hursday

AML, acute myeloid leukemia; HSCT, hematopoietic stem cell transplantation; MDS, myelodysplastic syndrome; MN, myeloid neopla sm.

cwKeljAtNe K AwmKInKZguwKeIt AX 3487 Kt 11 Hb KT wicas 3ELHepa Kavikkam kS ef . Blpad R23y1A2414)H 185 11092.0 9 0 IEX K€ B X L @

Villy MC. Myeloid neoplasms risks for germline DDX41 pathogenic variants carriers. Oral presentation S145 at EHA2025.
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S145: Exploring MN risk In  DDX41pathogenic variant carriers

This study estimated the Absolute risk of MDS/AML for carriers Relative risk of MDS/AML

cumulative risk of MDS/AML In A Male: increases from age 60, reaching 80% at age 80 A Up to 150 for females
b3 n n 3 n E H b K A Female: increases earlier, but lower risk (20% at age 80)

A 11 centers in France 1.00-
A 63 families with >1 genotyped 30 _ 1000-
NZgzndaozH g§ o7 83
A 63 probands gg gg 100-
IE®° WKwe YK3ZgZEKkbH %é 0:50- 3z
Arrk@AéKﬁ3Zaé2]Ki#ZK;,“’TO_g{ezanmH %—% 10-
ApcK ®aXKIKEZZoaz] Kz+ZKpuuyxKeIzREEH g
== 1
A 1 AA (17 years) = o000 S -
30 40 o0 60 70 80 Male 30 40 50 60 70 80
Age Age

These findings justify monitoring
recommendations for carriers

AA, aplastic anemia; AML, acute myeloid leukemia ; MDS, myelodysplastic syndrome ; MN, myeloid neoplasm .
Villy MC. Myeloid neoplasms risks for germline DDX41 pathogenic variants carriers. Oral presentation S145 at EHA2025.
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pl114 2: Antibody targeting of mutant CALR in MPN

A Mutant CALR ( mutCALR ) is the second most common driver mutation in MPN, 1.2 generating a novel C -terminal tail
which activates MPL/JAK2/STAT signaling at the plasma membrane and promotes oncogenic proliferation

A Wild - type CALR protein is not located on the cell surface due to presence of a ER retention sequence (KDEL),
which is lost in CALR - mut

A Cell surface CALR is thus a marker for MPN and can be selectively targeted

A Current immunotherapy strategies include:

1. Targeting the oncogenic mutCALR /MPL signaling 2. Recruiting T -cellsagainst mutCALR
INCA33989 (Fc-silent, fully human 1gG1l  mAb) JNJ - 88549968 (mutCALRXCD3 T -cell redirecting mAb)
A Binds the mutant C - terminus with high specificity A Redirects T -cellsto mutCALR cells, inducing selective
and inhibits STAT signaling, prevents oncogenic cytotoxicity and has demonstrated tumor volume
proliteration, ||_f1dqces apoplosis, normah_ze_s_ . reduction and survival benefit in In Vivo mouse models
megakaryopolesis , reduces disease -initiating cells, | | | | _
orevents thrombocytosis and leukemic features A ltis currently being tested in patients with MutCALR
A Phase 1 trials ongoing: NCT05936359, NCT06034002 A Phase 1 trial ongoing: NCT06150157

mAb, monoclonal antibody; MPN, myeloproliferative neoplasm.
1. Klampfl etal. NEJM 2013; 2. Nangalia et al. NEJM 2013.
Plo I. Antibody targeting of mutant CALR in MPN. Oral presentation p114 -2 at EHA2025.
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LBA4002: INCA33989 normalizes thrombocyte counts Iin patients
with essential thrombocythemia (ET)

A CalR mutations are found in 25% of patients with essential Platelet counts over the course of treatment
thrombocythemia (ET), a type of MPN; most patients have one
of two mutations, Type 1 or 2 g SR Doses 24-250 mg*
AThese patients have a higher risk of transformation to X  1500° X .
myelofibrosis; current therapies do not target driver § 1000 - ﬁgﬁh%’%%#%%ﬁ%%#g%% L ’J—‘Hj
mutations 8 so0{ [ M|l tatq TR A T e d i . P ive nalil
A INCA33989 isa mADb targeting the mutCalR /TPO-R complex to g fb'jL'quHJE'jHJqlrL HJHJQL'JLA;JQQDHEF ﬁqﬂ%
inhibit cell signaling and proliferation, currently tested in two ° 7e5 Q2 BEc 322532828 2688 958; B8 88 Bg 28
Phase 1 trials (NCT05936359, NCT06034002) 8 8838333880 58588 535 030y 83 0F 83 O
A In a study of N=49, patients received the drug at doses () 25 25 25 2525 25 25 24 22 98775332211
from 25 mg to 2500 mg 2000

A No DLTs but there were 3 SAEs (increased lipase levels) Doses 400 -2500 mg*

A Platelet counts normalized rapidly and sustainably in ]
SAENnK3znaj nEwWKIE3 >t azgge KznKoA

Iatele@ount, x10 9/L
M
qT1
=X
W

A Type 1 patients responded at lower doses, whilst type 2 >0 S
HZEgAJo’Zo"KGZgg'Kzno'Klja#IJZI’]'KO’AE_ZE_Kléscpccc 5 I § TG

A Biomarker analysis showed a reduction of mutated i 3 g8 6 5 B8 §
stem/progenitor cells and megakaryocytes @ 2 25 25 19 12 12 12 122 5 5 4 3 4 1

DLTs, dose limiting toxicity; mAb, monoclonal antibody; MPN, myeloproliferative neoplasm; SAEs, serous adverse events; TPO - R, thrombopoietin receptor
Mascarenhas J. INCA33989 is a novel, first in class, mutant calreticulin - specific monoclonal antibody that demonstrates safety and efficacy in patients with essential thrombocythemia (ET). Oral presentation LBA4002 at EHA2025.
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S212: A novel, equipotent T -cell} redirecting Antibody for patients
with MN carrying different calreticulin mutations

A INCA035784 is a mutCALRxCD3 bispecific, T  -cell
redirecting antibody

A It binds to the N -terminal domain of CALR, which
remains intact despite C -terminal mutations,
allowing it to target multiple forms of mutant CALR

A INCA035784 achieves specificity because wild -type

CALR remains intracellular due to its ER retention
signal (KDEL), which Is absent in

A The selectivity of INCA035784 for different forms of
mut CALR was tested using a panel of cell lines that
was developed using TF -1 parental cells as a base

A Adding in healthy donor T cells allowed testing of
T-cell activation, T -cell - mediated toxicity towards
MUtCALR CD34+ cells, and T -cell proliferation

mut CALR, allowing
surface expression of the  mutCALR - TpoR complex.

Cell surface translocation of mutated CALR upon loss of KDEL
sequence (ER retention signal)

ER-resident wtCALR
(KDEL sequence intact)

Cell surface translocated
MutCALR - TpoR complex
(KDEL sequence lost)

NoO I S
INCAO035784 INCA035784
binding N7 N7 binding
Cytoplasm Cytoplasm ](] ( ]r
ER ] f ER](
Nucleus Nucleus
WICALR with KDEL Yy TpoR monomer
sequence !
mutCALR without ¥ TpoR-mutCALR
CALR, calreticulin; KDEL sequence " complex

ER, endoplasmic reticulum

Ab, antibody; CALR, calreticulin; ER, endoplasmic reticulum; MN, myeloid neoplasm.
Psaila B. INCA035784, a novel, equipotent T cell Vredirecting antibody for patients with myeloproliferative neoplasms carrying different types of calret

EHA Perspectives on Malignant Hematology

iculin mutations. Oral presentation S212 at EHA2025.



S212:INCA035784 represents a promising approach for patients
with CALR-mutant MPN who lack curative treatment options

Efficacy in an autologous MF patient - derived xenograft model
A INCA035784 selectively binds to Type 1 and 2
mut CALR- expressing engineered TF -1 clones, and Megakaryocyte Progenitors Myeloid Cells Erythroid progenitors
promotes T-cell - mediated functions ~ N
A INCA035784 does not bind to surface - exposed wild - e . 'ﬁ | . 'nSnS |
type CALR or induce non -specific cytokine secretion 074 o 0.25 - e T
associated with CRS in healthy donor PBMCs gggi 1 %E 0.2 55 06
A Efficacy was tested in an MF patient - derived ﬁgﬁj;‘ §§ Ooli_ gg 0s | L a0
xenograft model g=02 I éi 008 0% 02
A INCA035784 treatment seems to causes a 0 0 ——— 0
reduction in myeloid cells (CD33+) and Untreated (No Antibody) + T - cells
megakaryocytes (CD45+CD41+) in the BM but does pifpenitig Emgﬁtg ggg 8:23mrg?k"g<g++;_(;;‘f;'s

not seem to affect the erythroid cell progenitor
population (CD71+)

**P<0.01 vs the untreated group (1 -way ANOVA), Data points represent the mean and error bars represent the standard error of the mean.
Ab, antibody; BM, bone marrow; CALR,calreticulin; CRS, cytokine -release syndrome; MF, myelofibrosis; MN, myeloid neoplasm; MPN, myeloproliferative neoplasm; PBMC, peripheral blood mononuclear cell; TNF, tumor necrosis factor.

Psaila B. INCA035784, a novel, equipotent T cell Vredirecting antibody for patients with myeloproliferative neoplasms carrying di fferent types of calreticulin mutations. Oral presentation S212 at EHA 2025.
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S211:Results of a first -In-class precision antibody drug conjugate
targeting mutant calreticulin for MPN

A Deregulated SWI/SNF activity has been linked SW/SNF Complex

to AML, MDS, and MPN pathogenesis

A SWI/SNF ATPases SMARCA2 and SMARCA4 are
key therapeutic targets in MPN

A Mutated calreticulin  (CALR) is the second
most common mutation in MPN

SMARCA2|

SMARCA2/4
| Dual Degrader
SMARCA4

.
.

.
3

Deregulated Gene

A In complex with thrombopoietin receptor ey oression
(TPO-R) it is located on the cell surface and N : @ ﬁ I\H/Igl(lzgg?(;\"tf;nryeig)npOIeSIS
can be targeted % S 1

A A non - antagonizing, internalizing CALR Ab was -B I PN
identified from a screen of CALR mAD , which Is % NP
selectively internalized by CALR mutant cells oo

Closed chromatin Open chromatin

A This antibody was used to develop a PADC

(P)ADC, (precision) antibody drug conjugate; AML, acute myeloid leukemia; CALR, calreticulin; ET, essential thrombocythemia;  mAb, monoclonal antibody; MDS, myelodysplastic syndrome; MF, myelofibrosis; MPN, myeloproliferative neoplasm; SWI/SWF, switch /sucrose non -fermentable .

Fultang N. Discovery of first -in-class precision antibody drug conjugates targeting mutant calreticulin for the treatment of mye loproliferative neoplasms. Oral presentation S211 at EHA2025.
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S211:Results of a first -In-class precision antibody drug conjugate
targeting mutant calreticulin for MPN

A CALR pADCs demonstrate selective SMARCA2/4 o Robust tumor growth inhibition
degradation and cytotoxicity in CALR mutant A XZTgi
cells 1500 1™ SMARCA
%ﬁ PADC
A The presence of soluble mutant CALR protein 5;%1000 TF-1CALRMS Vehideor
does not affect CALR  pADC cytotoxicity V posing 2€ oo s.c. inoculation
no risk to efficacy or safety : *88% TGl R Assessment of Tumor
A CALR pADCs have robust anti - tumor activity in S SR S @ d10  d17
vivo and are well tolerated  V selectively targeting
ag?lee!r;;?ﬁlténﬁer;t:@n;ﬁ::pheral disease cells, Target degradation in tumor tissue
A Similar findings were observed with a CDK9 - “hpost -dese___TENTe  CARRAS
degrading CALR pADC, demonstrating the broad SMARCA? {j---—--
potential of this modality across multiple SMARCAY [INSSEMEn g oo
payloads 5-ACH e —————

Ab, antibody; CALR, calreticulin; MPN, myeloproliferative neoplasm; pADC, precision antibody degrader complex.

Fultang N. Discovery of first -in-class precision antibody drug conjugates targeting mutant calreticulin for the treatment of mye loproliferative neoplasms. Oral presentation S211 at EHA2025.
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S224: First data from the Phase 1 SANRECO study on divesiran , a
GalNAc-conjugated siIRNA, in Polycythemia Vera (PV)

HJIV BMPR Macrophages

BMP
—

A PV is marked by excessive RBC production, elevated hematocrit, and Ferroportin

frequent iron deficiency, and patients often have low hepcidin levels 1 ®© v Fe
> V X .
: : : : : : = Iron recyclin
A Divesiran is a novel GalNAc - conjugated siRNA targeting TMPRSSS6, =Lia® 1 yeing
designed to increase hepcidin levels, promote iron redistribution and k‘ _/" |
restrict its availability for erythropoiesis in patients with PV _L_ron absorption
DNA @ %
Phase 1 results (N=21) suggest: Ferroportin
A Treatment with  divesiran reduces phlebotomy frequency during treatment Hepatocytes Enterocytes
and follow - up pel’iOdS Pre- treatment period Follow - up period
A Lower hematocrit and hemoglobin were seen across all dose levels Conort 1 3
3
: : . - .. 3mg/k
A Dose-dependent increases in hepcidin and ferritin were seen (Smgka) §
. . . .. . .. I
A Well - tolerated safety profile without dose - limiting toxicities; most Z :
common TEAES: injection site reactions, anemia, fatigue Cohort2 19
(6mg/kg) 12
A Ongoing Phase 1/2 study (NCT05499013): Randomized, double - blind trial 18
- . v v . 1 5 v & v £ - - - “ - v ~ A4, . .
>0z729gtznadaj #FKnljZK3 NA3ANnaA] KAIl K3 znaX] nEKzt [jaXoa] =|=15Kj L 6K3eXxY Keanly At K
phlebotomies, along with improvement in PV - related symptoms conorts 18 N N E———
A
20
21
| | | | | | | | | | | | | | | | | | | | |
& Dosing rbbo rgbo rb00 ({\0 QP(O ,q,/\o /,\Q,Q :{oo :\q/o L ,bog N P 8 & '{bo q,,\o %%
Phlebotomy =~ = 7 7 gy g & §
0
GalNAc, N - acetylgalactosamine ; HCT, hematocrit; PV, polycythemia vera; RBC, red blood cell; TEAE, treatment - emergent adverse event.
1. Ginzburg et al. 2018 Leukemia 32:2015 -2116.
Kremyanskaya M. SANRECO, an on-going Phase 1/2 study evaluating Divesiran , a novel GalNAc - conjugated siRNA, in patients with polycythemia vera. Oral presentation S224 at EHA2025.
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Conclusion

A MN exists across a genetic continuum V suggesting bone marrow failure syndromes such as MDS and acute conditions like AML can
share genetic abnormalities and transition into one another through clonal evolution

A6ljaEKeZzZzN EKKj KAINIZINZoK] ZeKa] Ea*ljnEKa] nAKnljZKkaAgA+e KAIKIj=Z3ZnAgA+at 2

A Gelatin - based scaffolds in combination with BM cells and growth factors have been explored as an environment of cell attachment and growth in MDS V
leading to increased engraftment rates in mice

A Age is the only known risk factor for clonal evolution, but the microenvironment might drive survival and expansion of mutant cells through inflammation

A Up to 10% of all MN patients have a genetic germline predisposition, most often DDX41; carriers have a cumulative risk of MDS or AML, which justifies
monitoring

A New data specifically on  CalR- targeting antibodies
A INCA33989 V a mAb targeting the mutCalR /TPO-R complex V normalizes thrombocyte counts in patients with ET
A Afirst -in-t gZEEK3 Nt 83E&aA] K kKoNt+Kt AJ At +#ZnIKHZgEAKnzN*+=Znaj] +K3ILtnzj nK: o addgowkhahibitiy NZE ] r
A INCA035784 V a mutCALR -N-domain -specific T -t ¥ g g KN Z o a Nn/axdpmseiftstairorkising approach for MPN patients who lack curative treatment

A3 naAj EH
A Data on new ways of tackling chronic bone marrow diseases
A Divesiran in PV shows reduced rates of phlebotomy, lower hematocrit and hemoglobin V with a well -tolerated safety profile
A Mutant CALR is the second most common driver mutation in MPN, and current immunotherapies target the oncogenic signaling or r ecruit T cells against

the mutants

AML, acute myeloid leukemia; BM, bone marrow; CARL,; calreticulin; ET, essential thrombocythemia; MDS, myelodysplastic syndro me; MN, myeloid neoplasm; MPN, myeloproliferative neoplasm; PV, polycythemia vera; TPO, thrombopoietin
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Monoclonal antibodies
versus cellular
Immunotherapy: the
next round

¢

415 7
i, ok
5.3 ’ VA

i, 9 s A
g, oL 1T Iy SN S L T
g dPrATYe -4"’7’,!“‘", N ! WA

EHA Perspectives on Malighant Hematology



https://eha.fyi/EHA2025-Malignant-Report-Written#page=9

Section 2: Monoclonal antibodies versus cellular iImmunotherapy:
the next round

Overview of selected presentations

Presentation ID  Presentation Title Presenter
et ooz UG- S322), 1 ol e generton -specfl b, ayes popa

P251-3 Cell therapy: CAR T and NK cells for R/R B cell precursor and T ALL Bijal D. Shah

p109-1 Armored CAR T in lymphoma: Resistance mechanisms and efficacy Carl June

P196-2 Next- Generation CAR T: Dual specificity to counter tumor escape in lymphoma Sonia Guedan

pl411 BIiTE molecules in AML therapy Marion Subklewe

pl1l412 CAR T cell therapy in AML Sara Ghorashian

P2133 Outpatient CAR T therapy Alexandra Martinez - Roca

S276 A functional CAR T cell atlas to unravel regulatory mechanisms of CAR T cells Juan Roberto Rodriguez - Madoz

Elena Zamagni

S552 BCMA bsAb vs CAR T in MM - Thematic Debate Philippe Moreau
Paula Rodrigues- Otero
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LB4001: RedirecTT - 1: Dualtargeting in R/R MM and
Extramedullary disease

Talquetamab and teclistamab are first -in-class

EMD IIS aslsomated Wltg poor outcomes: rROS in BsAb approved as monotherapies for
triple - class exposed patients is 7.2 months tivle -1 g2 EEKH S o3 AES0KAS &4 KG
. . SiEp g eloses - Tal 0.8 mg/kg | |
A RedirecTT -1 combines talquetamab (GPTC5D) and administered Q2W SC + Primary endpoint
teclistamab (BCMA), each of which, as monotherapy;, 2V4 days apart Tec 3.0 mg/kg A ORR (EMD response assessed
: : : Q2W SC* by central radiology review of
achieves an ORR of ~40% in triple - class exposed Tal 0.4 mg/kg whole - body PET - CT scans)
R/RMM r Tec 1.5 mglkg until disease Secondary endpoints
A Preliminary Phase 1 data suggest dual targeting leads Tal 0.06 mgkg PRIESEET é %rﬁectoprssg*oﬁi ML B T
to higher ORR and greater depth and durability of rTeC 0.3 mg/kg and OS | -
NZE3A] EXZwKgaAsge KHKe K3ANAFZN0E oot me B nogenicity
antigen-N2g9gzn2o0KXEt 23 2 H Tec 0.06 mg/kg
A Phase 2 of the program is the largest dedicated Phase Option to reduce dosing frequency for both agents to monthly dosing after

A3EcbPaKz] oK3aj] a3t 3 KoKt et gZEKAINIl KnljZNz3ewKAN
A 6 cycles, per investigator discretion

T KEntoe Kaj Kgznaz2j nEKeanl Knnt:

fo2gKZ] oKzt KeINIZKZo3a] &En I£10)onkKitgs aparti BridlEsted * Koz K70 Kon10lctKg® Kn N2 n 32X n Ko AEZEwWK, AXE3A] EXKe Z EKZ EE X EE X o dtifesalBCMAS B } celbmpathrptionsantige;N ~ BsAL, kispdcific §riidodynCAR, Khjntelit Kdiges reckptor; CR,

complete response; DOR, duration of response; EMD, extramedullary disease; MM, multiple myeloma; mOS, median overall survival; OS, overall survival; PFS, progression - free survival, PK, pharmacokinetic; Q2W, once every 2 weeks; R IR, relapsed/refractory; SC, subcutaneous; VGPR, very good
partial response.
Kumar S, et al. Phase 2 Study of  Talguetamab + Teclistamab in Patients With Relapsed/Refractory Multiple Myeloma and Extramedullary Disease: RedirecTT - 1. Abstract LB4001, presented atEH  A2025.
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LB4001: RedirecTT - 1: Dualtargeting in R/R MM and
Extramedullary disease

Efficacy: Treatment response in RedirecTT-1
A In Phase 2, ORR was 78.9% and CR rate was 54.4% 28 004
. . 90 '
A Responses often continued to deepen over time (69.0V86.8)
A mPFS: 15.4 months; OS rate at 12 months: 74.5% 80 ] i
Safety: 0
A CRS Gr12 occurred in 77.8% of patients, O 60 | 43.3
. . o 3: 8% ' sCR

usually during step -up dosing S 50 | 54.4% ] 5 Ec b &mCR

A ICANS in 12.2%, mostly Grt 2 but 2 cases Gr3/4 S [ 70.0%  _\apR
. . Y

A Other frequent AEs included cytopenia and X 30 111 PR

Infections O E

_ 20
Conclusion: o 15.6
Combination exceeded the efficacy of each drug 89 ]
without exacerbating AE 0
Tal + Tec (N=90)
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S100: First-in-human study of INJ -79635322 (JNJ -5322), a
trispecific BCMA/GPRC5Dtargeting antibody, in R/R MM

A Triple - class exposed patients with R/R MM have N=147 all doses investigated (all SC)
poor survival outcomes ‘! Dose Optimization
A Dual bispecific antibodies  talguetamab Mg - S0mg QAW
(BCMA/CD3) + teclistamab (GPRC5D/CD3) achieved UGS A
an ORR of 80% in the Phase 1  RedirecTT trial 2 | AR
A INJ-5322 s a trispecific antibody with high affinity T Cimisaton
for BCMA and GPRC5D and low affinity for CD3
A Phase 1 trial of the drug examined the dose level 5mg - 200 mg Q8W ©- 100 mg Q8W

A The study population included BCMA - exposed
(17.7%) and GPRC5D- exposed (3.4 %) and l
BCMA/GPRCSD- naive patients (803%) Optimization for Outpatient Dosing

Lower (2.5 mg) vs higher (10 mg) RP2D identification

A The recommended Phase 2 dose was SUD []
determined to be 5 mg SUD and 100 mg Q4W

BCMA, B- cell maturation antigen; CD3, cluster of differentiation 3; CRS, cytokine release syndrome; GPRCESD, G - protein coupled re ceptor family C group 5 member D; Gr, grade; ICANS, immune effector cell associated neurotoxicity syndrome; ORR, overall resp onse rate; (m)PFS, (median)
progression free survival; Q4W, every 4 weeks; RP2D, recommended phase 2 dose; R/R MM, relapsed or refractory multiple myelom a; SUD, step -up dose.

1. Mateos MV et al., Leukemia 2024;38:2554  -60. 2. Cohen Y et al., NEJM 2025;9(392):139 -49.

Popat R. First -in-human study of INJ -79635322 (JNJ -5322), a novel, next -generation trispecific antibody, in patients with relapsed/refractory multiple myeloma: initial Phase 1 results. Oral presentation S100 at EHA2025.
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S100: INJ-5322 achieves 55 -70% CR In patients with R/R MM

Efficacy Response rates by previous PFS all doses vs RP2D
A In the BCMA/GPRC5D - exposed group receiving therapy
50-300mg, ORR was 55% and CR was 30%

A In BCMA/GPRC5D naive patients, the ORR was

BCMA/GPRC5D exposed BCMA/GPRC5D naive 100

. ™ :
100% and CR was 70.4% in the RP2D group (100mg 100.0% R
) PR (27127) 30 - “‘m i
Q4W) 100 1 L UdpR B RRT——.
CR ° 2N A |
A PFS with RP2D at 12 months was 95% 80 | “sCR RS L > 00 |
. 0% % : o _
Safety- g 60 - (5151/026) 14.3 ) 3 E cPasb -0
g A . ; e % i
A Among the patients receiving RP2D without g B e » %0 3% 201 Nldoses |
prophylactic tocilizumab, 69.2% experienced G1/2 15 - 0O 5 12 18 24 30
éé'KlE:I A-KC 3 U-K: é.é-KAn-KZI & -K:i: I']i O’EO-K( ° Patients at risk Months
: : - 95 . RP2D 27 27 12 2 0 0
A In the RP2D group with prophylactic tocilizumab, 0 o030 somg 100 myQaW Aldoses 118 8 37 11 1 0
0 mg Q4W
only 20 /o”had 91 CRS ’ s
A vowuvYKAI K3 znasjnEKIljzoKc3ivKajlZtnaAj EXZFKabt A
BCMA, B- cell maturation antigen; CD3, cluster of differentiation 3; CRS, cytokine release syndrome; GPRC5D; G - protein coupled re ceptor family C group 5 member D; G, grade; ICANS, immune effector cell associated neurotoxicity syndrome; ORR, overall respo nse rate; (M)PFS, (median) progression

free survival, (VG)PR, (very good) partial response; Q4W, every 4 weeks; RP2D, recommended phase 2 dose; RRMM, relapsed or re fra ctory multiple myeloma; SUD, step -up dose.
1. Mateos MV et al., Leukemia 2024;38:2554  -60. 2. Cohen Y et al., NEJM 2025;9(392):139 -49.
Popat R. First -in-human study of INJ -79635322 (JNJ -5322), a novel, next -generation trispecific antibody, in patients with relapsed/refractory multiple myeloma: initial Phase 1 results. Oral presentation S100 at EHA2025.
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p251-3: The impact of CAR T in R/R B -ALL} challenges and
novel advances

i Ac KoK9Nao*z#
Two | CD19 CAR T cell therapies (KTE -X19 and G
Obecabtagene autoleucel )in R/R B - ALL report similar
1- 3 : :
r€Sponses Systemic Local Meningeal
A Tumor burden impacts toxicity, 1.4 possibly due to lack of expansion _ et END: Min - CVD 4 I Consider XRT for
In high - burden settings, or a reflection on infusion timing; it also ngBh Tdumor . (0.3mg/m 2 x1) bulkyCENIVéD or Add IT if CSE+
' 1,2,5 urden e
Impacts oS Marrow: Mini - CVD + Ven Parenchymal
A Bridging is an important consideration, ©.7 but more intensive CT is
unlikely to be of benefit, and may increase the infection rate
. . o . . . . 0.01%\V5%
A Persistence is seen, 28 put patients still relapse; this aligns with the — Vinc+Dex Add IT if CSF+
previous experience 910 Low Tumor gﬁgf;dgﬂ)éRsTitg (Intensify if
A Late transplantation is associated with high relapse and NRM 11 ——  Observe or Dex alone isolated)
. . . . . . <0.01%
A Transplant is favored in those at high risk of CD19 antigen loss, with 0-01%
limited therapeutic options to manage post - CAR T relapse, with a
high burden prior to infusion, or without a good maintenance option >5% _
: : : — Novel TKI+Mini-CVD Consider XRT for
A Autologous CAR T is established as the SoC for R/R B -ALL and is Philadelphia bulky EMD or T T e
. . . . P . . POS CNS
rapidly moving to earlier lines to mitigate toxicity and relapse " N parenchymal
3XY
B-ALL, B cell acute lymphoblastic leukemia; CAR, chimeric antigen receptor; CAR T, chimeric antigen receptor T -cell; CT, chemoth erapy; NRM, non -relapse mortality;  OS, overall survival; R/R, relapsed/refractory; SoC, standard of care. _
1. Shah BD, et al. Lancet 2021;398(10299):491 -502; 2. Roddie C, et al. N Engl J Med 2024;391(23):2219  -2230; 3. https://www.fda.gov/vaccines  -blood - biologics/aucatzyl [accessed 22 June 2025]; 4. Roddie C, oral presentation at ASCO 2023; abstract 7000; 5. Shah BD, oral presentation 7010 prese nted
at ASCO 2022; 6. Perica K, et al. Leukemia 2021;35:3268  -3271; 7. Lin C, et al. oral presentation 3502 presented at ASH 2023; 8. Shah BD, et al. J Hematol Oncol 2022;15:170; 9. Wierda WG, oral presentation 887 presented at ASH 2024; 10. Siddiqi T, et al. Lancet 2023;402(10402):641 -654; 11. Yanada M,

et al. Ann Hematol 2021;100(12):3017 -3027.
Shah BJ. Cell therapy: CAR T and NK cells for R/R B cell precursor and T ALL. Oral presentation p25% 3 at EHA2025.
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p251-3: The impact of CAR T in R/R B -ALL} challenges and
novel advances

. . Advancing NK CAR 1
A Novel platforms are belng aCtlver Cryopreserved Isolation of gCytok'ne pre -activation and expansion

developed, extending therapeutic core blood NK cel

benefit _,Q —_ QQ

A Novel approaches include preloading Patentwih CD30 - , '{
CAR cells with a bispecific and NK CARs ey @ ?4_ 1 BT

A Optimization of outcomes will
necessitate reflection on impact

Tumor cell ® Activated
OO @ NKcell

NK cell - directed cytotoxicity Binding on the NK cell and the tumor cell

B- ALL, B- cell acute lymphoblastic leukemia; CAR, chimeric antigen receptor; CAR T, chimeric antigen receptor T - cell; NK, natural Killer; R/R, relapsed/refractory.
1.Nieto Y et al. Nat Med. 2025 31:1987 Vo 0 0 v H W
Shah BJ. Cell therapy: CAR T and NK cells for R/R B cell precursor and T ALL. Oral presentation p251 -3 at EHA2025.
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P109-1:Next -generation armored More from EHA
CARs and TRUCKS in lymphoma ‘Thinking Thursday

Follicular Lymphoma emerging therapies

Rivas-Delgado A, et al. Oncoimmunology. 2024; 13(1):2412869;
Mulvey E et al. Blood. 2025 Feb 28:blood.2024026017;

. . Zinzani PL, et al. Exp Hematol Oncol. 2024; 13(1):87.
A First study using an armored CAR T product Small molecule Immune
| e _
secreting IL18 1V a known growth factor for T PIEK-detta inblbition: R "ccpoint
Idelalisib inhibitor Monoclonal
cells gyl cermmaiomabs % antibodies
: : e atainl | . 2 Anti-CD20
A Treatment is feasible, well tolerated, and Pirtobrutinibe S = }> Rituwximab
- - - - EZH2 inhibition: N Anti-CD19
results in durable responses in patients with Tazemetostat* cD20 Tafasitamab®

R/R lymphomas who progress after prior anti - D\ Antibody - drug
lmmunO' lFolllgular Conjuga-te

CD19 CAR modulators ymé’efl’ma . CDt'IQ-.targbe;ceq:. i}
Lenalidomide oncastuximab tesirine

A Peak huCART19-IL18 expansion and responses Golcadomide* P Gtiizurmab N
are affected by prior CAR co - stimulatory Bispecific antibodies
domain type (4 -1BB vs. CD28)

A 1L18 enhances CAR T efficacy by cell eyt S

axicabtagene-

. Epcoritamab

- M\Mosunetuzumab
. | Odronextamab

/  Glofitamab*

: Plamotamab* Please

Intrinsic/extrinsic mechanisms, including letEal” Fp%ld ,r/%%%};%é)
modification of the tumor microenvironment sl Lymphoma CD19.CD28 sl e oSt current

b':{ the EMA RGB333* reliable sources and

A Follow -on trial is underway (  NCT05989204) 02/04/2025 “hefore g ony
Thinking T hursday

CAR, chimeric antigen receptor; CAR T, chimeric antigen receptor T - cell; IL18, interleukin 18; IL36, interleukin 36; TME, TME, t umor microenvironment;
TRUCK: T cell redirected for antigen - unrestricted cytokine - initiated killing.

1 Svoboda et al. N Engl J Med 2025;392(18):1824 - 1835.
June C. Armored CAR T in lymphoma: resistance mechanisms and efficacy. Oral presentation p109 -1 at EHA2025.
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https://sway.cloud.microsoft/ckFlxaf1Pnr41jmX?ref=Link

P109-1:Next -generation armored CARSs could deliver durable
responses and reprogram the TME In lymphoma

3-month response to huCART19 -IL1&

A Cytokines can enhance the anti  -tumor activity of CAR T cells,
e.g. by promoting survival or improving their activity in All patients By lymphoma subtype
suppressive tumor microenvironments 100 - 100 -
A 1L18 is a known growth factor for T cells, which may impact 80 - 80 - 33% 33%
proliferation 360 _
A Cytokine -NXgZzZEaj +K: &Ko Kt Toglyditeztdli>s Kn, = HEZ o
for antigen -unrestricted cytokine -aj anaznXoKAaggaj] # I G .
a4y : CEKZNIKZKELKEZInKAI Knlj XKt gzEEKATZKg B cr
O _
huCART19- IL18: ool L e~
L . . (N=12) (N=6) (N=3)
A Firstin -human trial ina 56 -year-old woman with FL/DLBCL
achieved sustained CR at a microdose of 3 million cells 1.2
A 80% overall response at 3 months across all subtypes 2

Safety, feasibility, and preliminary efficacy assessed in R/R | | | |
lymphoma after previous anti - CD19 CAR T cell therapy (N=21) A 100% response rate in patients previously treated with
CD28 co - stimulatory domain - based therapy

CAR, chimeric antigen receptor; CAR T, chimeric antigen receptor T - cell; CR, complete response; DLBCL, diffuse large B - cell lymp homa; FL, follicular lymphoma; IL18, interleukin 18; PR, partial response; R/R, relapsed/refractory; TME, tumor microenvironm ent; TRUCK: T cell redirected for antigen -
unrestricted cytokine -initiated killing.

1. Clinical Trials NCT04684563; 2. Svoboda et al. N Engl J Med 2025;392(18):1824 -1835.

June C. Amored CAR T in lymphoma: resistance mechanisms and efficacy. Oral presentation p109 -1 at EHA2025.
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P196-2: Next - generation CAR T cells in lymphoma:
Dual specificity to counter tumor escape

Efficacy of ARI-0003 in NSG mice

Rationale for dual targeting of CD19/BCMA CAR T cells (ARI -0003): 1 with Burkitt Iymphoma
A CD19 CAR T resistance in lymphoma may result from low/

heterogeneous antigen density on lymphoma cells +00
A BCMA, typically targeted in MM, also shows potential as an = 75 .
antigen in B - cell ymphomas g - UTD —** ARI0003
A Dual targeting with ARl - 0003 aims to enhance coverage and § 50 - *[ . ARIO001 | POOL
confer therapeutic advantages for the treatment of NHL § BICISTRONIC
Design and pre - clinical highlights: § 2
A ARI-0003 created via co -transduction of two CAR vectors 0 N Mean Survival (days)
(CD19 & BCMA in a ~4:1 ratio) 0 20 40 60 80 100 120 140 UTD | ARIO001 Bicistronic
A Enhanced T - cell proliferation, functionality, and anti - tumor Days after treatment 28 63 56 84 N/A
efficacy, and prolonged survival in Burkitt lymphoma models
A Prolonged survival after relapse to CD19 CAR T cell therapy
Clinical translation: Academic CAR T cell development program:
A Co- trgnsduction_ s_trategy ensures stable dual CAR expression and A ARI-0001 (adult ALL): targeting CD19
effective cytotoxicity N A ARI-0002 (MM): targeting BCMA
A Outperforms CD19 CAR (ARI -0001) in pre - clinical lymphoma models A ARI- 0003 (lymphoma):; dual -targeting CD19 & BCMA
and offers a promising approach for patients relapsing after CD19 A ARI-007 (T - cell malignancies): targeting CD7
CAR T therapy A First -in-human Phase 1trial of ARI -0003 in patients A ARI-HER2 (HER2+ breast cancer): targeting HER2
with NHL is ongoing Over 500 patients treated with academic CAR T cells

ALL, acute lymphoblastic leukemia; BCMA, B - cell maturation antigen; CAR T, chimeric antigen receptor T - cell; MM, multiple myelom  a.
1. Bachiller M etal., Mol Ther . 2025 Jan 8;33(1):317 - 335.
Guedan S. Next - Generation CAR - T: Dual specificity to counter tumor escape in lymphoma. Oral presentation p196 -2 at EHA2025.
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pl41-1:Strong rationale for T -cell More from EHA
engagers in AML Is driving novel #Thinking Thursday

targe’[S Emerging targeted therapies for AML

AML: Acute Myeloid Leukemia

Small molecule inhibitors

A Blinatumumab is a CD19 TCE approved in R/R and MRD - . - Immunotoxins
.- . . mutant inhibitor: B i PRI )
positive B -cell precursor ALL, and used as consolidation lvosidenib ) (st
. IDH2 mutant inhibitor:
therapy independent of MRD status et <3 CTearaRuf ysp-6r2] “gﬁggg'é’lgz'
. . FLTS Diphteria v :
A The success of allogeneic SCT (Graft  -vs.- leukemia effect) ihibltrs: cr,f l ¥ toxin B A
. - T |2 " : :
demonstrates a strong rationale for TCE in AML it atrin \W\Apoptosis };‘Dm N Viaaoliman
: . : : Gilteritinib FLT3, /6 Yz Anti-CD70:
A TCE recruits T cells by binding to the epsilon subunit of the T & | ./(;-”/ ¥ Gusatuzumab
P uizartini > A
Auv Kt A3534gXaH EE’);&;‘?Q;E 8 | P33 Antibody - drug
A 27 clinical trials with TCE have been conducted in AML; (MT2A fusion &y A \(515)& il i
mostly directed against lineage - restricted antigens (CD33, Me':ig'?r;‘;gg?;m: & 33 Gemtuzumabegzaamilh
CD123, CLL1, FLT3), but also leukemia -associated antigens sl i o)
(CD70 and Wtl) DOTL initor P Suririon
: .. . Pinometostat .
A On-target - off - leukemia toxicity is a challenge Tooells Bispecific
A Responses are observed, but not sustained 10 T%;gé%& artibadies LETLES)
A TCEs as part of combination treatments are being explored Chamiins, fo e sk cotent ornensh,  ODA7 NSy
. . . . . . . consultt relia esour_ces an verl.y QCCJ - ¢
in clinical and pre - clinical studies (e.g., +VEN/AZA, which R A i oDS-OLECISA
. ) ] Chen EC, Garcia JS. Acta Haematol. 2024,147(2):198-218. Gibson BES, et al. In: Sureda A, et al. editors. The EBMT
dOeS not Impalr TC fu nctlon) 11 Handbook, 8th ed. Cham (CH): Springer; 2024. Chapter 71. Turkalj S, et al. Hemasphere. 2023 May 26;7(6):e974.
T hinlicimg Chdrs.dail
ALL, acute lymphoblastic leukemia; AML, acute myeloid leukemia; MRD, minimal residual disease; R/R, relapsed/refractory; SCT, stem cell transplantation;

TCE, T-cellengager. 1. Ravandi, et al. Leuk Lymphoma 2024;65(9):1281 -91 2. Subklewe, et al. ASH 2019 #833. 3. Westervelt, et al. ASH 2019 #834. 4. Uy, et al.
Blood 2021;137(6):751-62. 5. Boyiadzis, et al. Clin Transl Sci 2023;16(3):429 -35. 6. Ravandi, et al. ASH 2020 #460. 7. Mascarenhas, et al. EHA2020 #538. 8.

Lagrijn(, ()et al. Nat Rev Drug Discov 2019;18(8):585-608. 9. Stein et al, ASH 2022. 10. Bajel etal, ASH 2023 #3474. 11. Haenel et al., Leukemia. 2024

Feb;38(2):398 -402.

Subklewe M. BITE molecules in AML therapy. Oral presentation p141 -1at EHA2025.
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pl141-1:Strong rationale for TCE In AML Is driving novel targets

Use early (CR1) & in low disease burden (MRD+/MRD -)

A Novel targets for TCE in AML include CD38, in a smart combination

csGRP78, and ILT3 VCD3, and a leader sequence
peptide derived from Cathepsin G/HLA - A02.01%4

Patient&Disease FLT-3 CLL-1 s Ster_n CeII_Infusion_ ,pos§ibly target antigen ablated, in high-risk3 cons?der post _-aIIo TCE, possibly
A Aim to increase efficacy and overcome resistance e B i oo i ot o 5 ot O
~ AFitness, ECOG, AML cell
Patient Wish MUC1
o’i-_ZKnoAKH,o’af)Knoz N¥FXnKzj r)ozvi# J K3 e | Lu,KgAE_E_
nzZN¥FEInKzjna*f>I] uKANKZIELt 2 KA | gegmen w 2] naF2]
. vlitbe, el s A Allogeneic Stem Cell Transplantation
A It may also be possible to: G e
A Bridge to allogenic HSCT and integrate LSeiy s e
Alnflammatory in high risk: TCE + X

hematotoxicity aj] nAKnlj =&t AJt Z3 nH Sgnature (FN - gamm

enriched TME vs cold,

A Augment TCE efficacy through targeted e -depieed
co-Enda3tgznaAj KEEA] # K KKt A] EnNE  amvesns

A Employ combinatorial strategies R, = [

A Integrating patient - and AML - related variables , - - m , ——
SUCh as phenOtype, genOtype, and IﬂﬂammatOl’y Diagnosis Post- Induction Post- Consolidation Year 1 Year 2 Year 3
signature will help identify the most suitable

TCE+ X TCE + X

platform for each individual patient

Integrate TCE post -induction (7 + 3 + X) or after1 -2 cycles of VEN/AZA V in parallel or sequentially

Ab, antibody; AML, acute myeloid leukemia; BITE, Bispecific T -cell Engager; HSCT, hematopoietic stem cell transplant; MRD, minimal residual disease; TCE, T - cell engager.
cwKhIjA] # KEKEZInK®Z Kj wKbNA] nK»jJt AgwWKTCTTbHBO0TbH0CCWwWi UHBIKTWKhIZ] #+ KSLEXKFyKZ § KA KKe dHbrkaspasey IKJKE ¢ 19 ip E &K@, 3 @ udpKn MKm B i KEAKSH UK WE KZ g KI BXKHZ] nznadAj KEot 0 KzZnKKj KtgTtxHwWw
Subklewe M. BIiTE molecules in AML therapy. Oral presentation p141 -1 atEHA2025.
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