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The Success of CD19 directed CART in ALL

CD19 CART in B-ALL

Excellent Response Rate,
with durable Remissions
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The Success of CD19 directed CART in ALL did not translate to AML

Probability of survival, %

CD19 CART in B-ALL

Excellent Response Rate,
with durable Remissions
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CD123 CART in AML

4 of 12 patients with CRs,
transient Remissions
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Bhagwat et al, Saar Gill, Nature Medicine 2024




Reflected in poor CART T cell expansion in AML vs ALL
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AUC = area under the curve of CAR123 vector copy numbers, peripheral blood, days 1-30

CART19 = adults with B-ALL, Frey et al, JCO 2020;38(5):415-422; slide provided by Saar Gill




Results of Selected Early Clinical Trials directed against Myeloid Antigens

Proof-of-Concept shown with response in about 30% of the pts, but expected Hematotoxicity,
hence often consolidated with allo SCT — thereby also eliminating all adoptively transferred CART Cells

Tambaro et al. Shah et al. Naik et al. Jin et al. Bhagwat et al.
(2021) (2023) (2022) (2022) (2024)
Target CD33 CD33 CD123 CLL1 CD123
Co-stim 4-1BB CD28 CD28 4-1BB 4-1BB
Screened 31 80 22
Enrolled 10 24 25 20
Infused 3 19 12 10 12
Response 0 2/5 at DL4 only 2/7 CR; 3/7 ORR CR/CRI 7/10 3/12 CR
(o) _ (0)

Toxicity | °> . ChSER) Al No DLT CRS G3-5 60% CRS G3 8%
Grade >3 hepatic Dysfunction, | ICANS G3 Toxicity with dasa Neutropenia G4 80% CRS G5 2 17%

rade =3 | 1.5 G3 sepsis G4 SOS G3 E Infection G5 20% °




Mechanisms of CART Cell Resistance in AML

AML resistance (CAR)-T Dysfunction Inmunosuppression
Myeloid Lineage Antigens with
on-target/off-leukemia toxicity Impaired Cytotoxicity Suppressive cytokines
Antigen heterogeneity Proliferative failure Checkpoint ligands
Antigen sink T-cell exhaustion Myeloid inhibition
Interaction with MDSC / Monos Low persistance Regulatory T cells
Genetics, Surfacome,
Secretome

T cell Exh. T cell Apopt. T cell
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Adapted from Shah, N.N., Fry, T.J. Mechanisms of resistance to CAR T cell therapy. Nat Rev Clin Oncol 16, 372—385 (2019), Subklewe et al, ASH Educational 2023




Strategies to improve Efficacy of CART in AML

AML Targeting:

» Adapter CART cells with on/off targeting modules
e Stem cell edited allo grafts followed by immunotherapy, e.g. CART
» TCR-tg T cells / endogenous T cells targeting intracellular antigens

Improve T Cell Fitness:

* CART + CCR
e CART pharmacy
* CART + switch receptors

Combine with Standard of Care or other Immunemodulators

* VEN/AZA
* Menin Inhibitors
* Innate Immunity




Strategies to improve Efficacy of CART in AML

AML Targeting:

» Adapter CART cells with on/off targeting modules
e Stem cell edited allo grafts followed by immunotherapy, e.g. CART
» TCR-tg T cells / endogenous T cells targeting intracellular antigens




Time Line of preclinical and clinical Reports on CART in AML

2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

2014

1998-2013

CD33
CD123

CLEC12A

FLT3
NKG2DL
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CD44v6
CD117
ILIRAP

TIM3

FRB
B7-H3
GRP78

LeY
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PR1
CD13
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CD83
SIGLEC6
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I clinical CAR report (n = 31)

preclinical CAR report (n = 197)

Haubner, Subklewe, Sadelain, Blood 2025



Small Therapeutic Window for Myeloid Lineage Antigens
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Haubner et al, Subklewe, Leukemia 2019



Adapter CAR T Cells — a "universal” Tool to target multiple TAA in AML

Multiple & sequential targeting

ON/OFF-switch

Ad(_JARTceII ____L—w
Intermittent resting phase (anti-LLE-CAR) Adapter molecule
(counteracting T-cell exhaustion) . (AW
Works with a multitude of different 6
adapter molecules (AMs) Wes — ’_%

Universal platform across tumor entities

| oK

. . . Linker-Label-Epitope
Potential antigen sink (LLE) Prop

AML cell

Need for continuous infusion

Efficacy compared conventional CART unknown

Nixdorf et al, Subklewe. Leukemia 2023; Wolsing, ...Subklewe, et al, Leukemia 2024



Mouse Model: Similar Activity of Adapter CD33 CART vs conventional CD33 CART

NSG mice CART cells iv. Sacrification AdCART AdCART
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Nixdorf et al, Leukemia 2023



Treatment-free Intervals prolong AdCAR T-cell Function and lead to transcriptional
Reprograming thereby counteracting T Cell Exhaustion
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Phase | trial (AVC-201-01) using CD123-directed allogeneic CART in R/R AML

First-in-class switchable allogeneic CART therapy for CD123+ AML: Results from the phase la RevStAR-123
(AVD-201-01) Study, Allogeneic T cells with knockout of HLA-A, HLA-class II,TCR; HLA-B,C kept to prevent NK cell attack

MHC Il R&W” MHC | MHC |
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CD123-CD28-hinge, CD28-costim, CD3z CAR CD3<
- cD28 /).
Allogeneic healthy Donor T-Cell RevCAR epltope g RevCAR T-cell

R-TM123
CD123 ,
* Off the shelf availability

/ * Scalable production

=/

Martin Wermke et al,...Subklewe....Matti Vanska. Plenary session at EHA 2026, no full text publication available




Study Design and Treatment Scheme for R/R CD123+ AML

Inclusion criterae: CD123 expression on > 20% of AML cells, HLA-type matched for one allele of HLAB and C

Dose Escalation RevCART
100 Million 250 Million 500 Million
0.3 mg/day DL1 DL2 DL3
Escalation 1
(BOINComb) 0.6 mg/day DL4 DL5 DL 6
1.2 mg/day DL7 DL8 DL9
Target
Module
(Baiiilass 2.4 mg/day DL 10 DL11 DL12
Escalation 2
RevCAR T : (3+3 Design) 4.8 mg/day DL 13 DL 14 DL 15
(single dose) 9.6 mg/day DL 16
* MTD not reached
(] * DL15 declared provisional RP2D

R-TM123 R-TM123

<+——— 7-1l4days —»

l Target Module R-TM123 (cont. i.v.)
|

Core (Induction) Cycle | Resp.assessment | | Consolidation Cycle 1771 Consolid.a.tion CycleT :
L J L J

|
1 T
-30 -5 3 01 21 29 12 days 12 days

SCR - screening, LD - Lymphodepletion, Flu - Fludarabin (30 mg/m?d), Cy - Cyclophosphamide (first 4 patients: 300 mg/m?/d, thereafter 600 mg/m?/d), Phase la was completed in April 2026
with 17 pts treated with the induction cycle and 7 completing at least one consolidation cycle.



RevCART Peak Expansion & Persistence: shown are 4 different Dose Levels

Peak RevCAR copies/ug gDNA
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Increase in peak expansion with increasing dose

DL15 median peak expansion:
161,835 cps/ug gDNA (range 7,240 — 659,070)

Exceeds AvenCell’s autologous median
CD123 CAR-T peak expansion

DL12 and DL15 median expansion exceeds
median expansion of Liso-Cel in r/r DLBCL

RevCAR-T /ul
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Median persistence of all patients with at least one
evaluable data point at any time on study is 43 days
(range: 0-112;1QR: 18 —-91)

— 8/17 pts (47%) had persistence of >30 days

Median persistence of all patients at the two
highest Dose Levels (DL12+DL15, excluding early
drop-outs) was 42 days.

— 5/8 pts (63%) had persistence of >30 days




Prolonged clinical Responses observed at the higher Dose Levels

Patients Evaluable for Response to Therapy (n = 12)
| Pt#
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Patient No.
e Overall, 4 responses in 12 evaluable patients Response Type: TR NG Wit bt
. A CR/CRi/CRh/MLFS/ MRD Conv. R-TM123 infusion
* At the two highest dose levels A Partisl Rasporise
(DL12+15, n=8 evaluable patients): A Blast Reduction
. . A PD (Progressive Disease)
— 3/8 CR/CRHh, mc‘Iudmg 2 CRMRD- ofE———
- 2/3 MRD negatlve —* Continuing Response/Tx
— 1/8 MLFS




HSC Editing to make the HSC ,,invisible” to the CART: Allo SCT followed by CART

HSC Editing

CD33

CD45

CD117

FLT3

Genetic Epitope

Inactivation Engineering

CAR Tc
Antibody-Drug Monoclonal
ConJugate Antlbody

Concept Edited SCT followed by targeted immunotx

Sequence

Target-KO or Epitope edited SCT
=> CAR T, CAR-NK, ADCs, TCE, moAb

Target Antigen

CD33, CD45, CD123, FLT-3, KIT

Hematopoeitic

None; Edited hematopoiesis invisible to CAR

Toxicity
CAR 2nd/3rd generation CART,
Dual / Multiple CART
Cell Source Stem cell donor
. Increase safety by decreasing on-target-off-leukemia toxicity;
Potential . . : .
multiple-targeting possible to overcome antigen escape
Kim et al, Cell 2018; Borot F. et al, PNAS 2019; Wellhausen et al,
STM 2023; Humbert et al, Leukemia 2019, Chiesa et al, NEJM
References 2023; Casirati et al, Nature 2023; Marone et al, ] Exp Med 2023;

Reviews: Kim, Trends in Cancer 2023; Saniei et al,
Cell Stem Cell 2023, Volta et al, J Exp Med 2023

Lysandrou et al, Pharmacology 2025

Subklewe et al, ASH Educational 2023



Generation of biallelic CRISPR/Cas9 edited Stem Cells for CD33-targeted Therapy

Phase I/1l trial: G-CSF/Plerixafor-mobilized peripheral SCT; CRISPR/Cas9 Stem cell editing of CD33
Protein; Myeloablative Conditioning with Busulfan or TBI with ATG

Starting Material
Apheresis Product from
Healthy Matched Donor

~7 day manufacturing process

Stem cell
selection

* Removes T cells to reduce
graft-vs-host disease

* Allows for large CD34+ dose
to accelerate engraftment

CRISPR/Cas9
gene eng_ineering

* High-efficiency editing of
CD33 protein
* Results in blood system that

is shielded from
CD33-targeted therapy

-9

Trem-cel:
Stem Cell Graft
Shielded from
CD33-Targeted

Therapy

DiPersio et al, Nature Medicine 2026




VBP101 Study Design

Anti-CD33
HCT with trem-cel (CD33-deleted allograft) maintenance therapy Follow-up LTFU
+ 18-70 years of age
+ CD33+ AML or MDS _
« Candidate for MAC-HCT Dose escalation, Up to 15
+ High risk of post-HCT relapse St year
No GVHD prophylaxis 4-8 cycles Follow up
o o Trem-cel Engraftment & clo) .
Racconditoning infusion recovery 0.5-2.0mg/m? ‘ Safety i
e tudy
9 days 60 days 28 days per cycle 2 years 2
Up to 8 cycles (VBP201)
[
Relapsg o : Induction Consolidation
+ 8/8 HLA matched e VRO PoSIVIY T 1.2 oyoles (28 days)
* Related or unrelated Disease | GO Days 1, 4, GO Day 1 Follow up
Treatment e 7 up to 8 cycles SulEalEali o
S B Cohort 0.5-2.0mg/m?2 (28D)

Mobilization I
(G-CSF + plerixafor) Donor cells | Dose escalation, 3+3

& apheresis e ‘I e Relapsed patients also eligible for VBP301

e , VCARS33 (CD33 CART study NCT05984199)
5-6 days ; Backup !
I




Engraftment of edited Stem Cells in all pts; Neutrophil Engraftment in all pts

(primary endpoint) until Day 28, median Engraftment Day 10

GO dose Days after HCT
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DiPersio et al, Nature Medicine 2026




No prolonged, high grade Neutropenia after GO observed

Initiation of a CD33 directed Antibody-drug-conjugate (ADC) at Day 60 post HCT;
Schedule: every 28 Days for 4-8 Cycles

19 pts treated

Platelets | —l— 1 mg/m?
=
100k W‘ B 2mgm?
— n ‘

Each point indicates
a Mylotarg dose

10k

0.5 mg/m?
® Neutrophils| —@— 1 mg/m?
“____/—’-—. -2 mg/m?2

1000

100

Cell counts/pL

Mylotarg commonly results in severe

myelosuppression and is the most clinically
10 significant adverse event'2

1 20 40 60 80 100 120 140 160 180 200

Days from start of Mylotarg dosing

PROOF-of-CONCEPT as required by FDA (GO first, CART second)

Koehne et al: EHA 2023 #P1396, (NCT04849910), Petty et al, Blood Advances 2025; DiPersio et al, ASH 2024; DiPersio et al, ASCTC 2025; Di Persio et al, Nature Medicine 2026



Mono- and Multiple Epitope Editing of the SCT Graft followed by CART Transfusion
Epitope Editing through Integration of non-synonymous Mutation makes HSCP invisible to CART

CRISPR-based Editing of CD45 in HSPCs AND

CD45 directed CART
| / | / 1 ; 1

ns

- UTD
CD45 WT HSC + CAR45
-#- CD45BE HSC + CAR45

%
{

Bioluminescence [p/s]
2 2 3
J S W SVIR . W—— ]
]
Y _&. *
7] *
.
Probability of Survival
g o

~N
o

T T T T 1
0 5 10 15 20 25 0 10 20 30 40
Day Day

Wellhausen et al, STM 2023

Safety concerns

* Elimination of HSC if base
editing is not complete and
target antigen is still expressed
at low levels (biallelic required)

* Functional Impairment and
dysfunction of the edited HSC
population, short or long term

* Generation of immunogenic
neopitopes that could elicit a
human or cellular immune
response




Targeting intracellular Antigens presented by defined HLA Molecules

Tumour antigen
presented Surface
by MHC antigen

binding
domain

Signallin
domains
CD3C
CD27
CD28
ICOS
4-1BB
OX40

CAR

Transgenic TCR

Garber K, Nature Biotechnology 2018

Identifier

Leukemia

nerozssosss Autologous WT1 TCR-T cells

uanooorise. Autologous WT1 siTCR-T cells

NCT01621724

Autologous WT1 TCR-T cells

NCT01640301

Allogeneic WT1 TCR-T cells

neroizzizzs Allogeneic WT1/PRAME/Cyclin
Al-antigen-specific CD8* T cells

(NEXI-001 T-cell product)

NCT03503968

Autologous PRAME TCR-T cells
(MDG1011 cell product)

INCT03326921

Allogeneic HA-1 TCR-T cells

INCT04484889

Autologous HA-1 H TCR-T cells

B Myelodysplastic syndromes;
B Acute myeloid leukaemia

W Acute myeloid leukemia;
B Myelodysplastic syndromes

W Acute myeloid leukemia;
W Chronic myeloid leukemia

W Recurrent adult  acute
myeloid leukemia;

W Recurrent chidhood acute
myeloid leukemia;

W Secondary acute myeloid
leukemia

W Acute myeloid leukemia;

W Myelodysplastic syndrome

W High-risk myeloid;

B Lymphoid neoplasms
(including relapse AML after
allo-HSCT)

W Juvenile
leukemia

W Recurent
biphenotypic leukemia

W Recument acute

undifferentiated leukemia

Acute myeloid leukemia

Myelodysplastic syndromes

myelomonacytic

acute

Phase

Phase 1
Phase 2

Unknown

Phase 1
Phase 2

Phase 1

Phase 2

Phase 1
Phase 2

Phase 1
Phase 2

Phase 1

Phase 1

Outcome measures

Status

W Safety following gene-modified WT1 TCR T-cell therapy Completed

as measured by suspected unexpected serious adverse
reactions (SUSARS);

Proportion of subjects achieving 1 or more WG
response criteria following gene-modified WT1 TCR T-cell
therapy;

Safety and tolerabiity of gene-modified WT1 TCR
therapy as ed by clinical y

and adverse events.

Among 10 patients (6 AML, 3 MDS, and 1 TKl-resistant
CML) enrolied in the study, All 6 AML patients survived,
at last, follow-up (median 12 months) and median 3
months in the 3 patients with MDS. 3 deaths: 2 from
disease progression and 1 from other causes.

No adverse events of normal tissue were seen.

2 patients showed transient decreases in blast counts in
bone marrow, which was associated with recovery of
hematopoiesis.

Identify organ toxicities and other side effects
Transduction efficiency and TCR expression on TCR-
transduced cells

WT1-specific immune responses of TCR-transduced T
cells

Antileukemic potential efficacy, in terms of duration of
response (Arm Il).

Efficacy, in terms of relapse rate (Arm |).

Incidence of chronic graft versus host disease (GVHD)
(Am 1)

W Adverse events of specia interest (AESIs) events of

dose-limiting toxicities (DLTs)

AESI events of infusion-related reactions and cytokine
release syndrome (CRS)

Sunvival, including median progressive-free survival (PFS),
overall response rate (ORR), overall survival (OS)

Adverse events and dose limiting toxicities (safety and
tolerability).

Maximum tolerated dose (MTD) and/or recommended
phase Il dose (RP2D) of MDG101.

For feasiility: percent of all subjects who receive the
planned target dose of MDG1011.

Feasibility of manufacturing minor H antigen (HA-1) T-cell
receptor (TCR) CD8+ and CD4+ T cells.

Feasibility of administering minor H antigen (HA-1) T-cell
receptor (TCR) CD8+ and CD4+ T cells.

Incidence of dose-limiting toxicities of HA-1 T-cell
receptor (TCR) T cells.

Safety and of HA-1H TCR.
incidence and severity of adverse events.
Maximum tolerated dose (MTD) of HA-1H TCR-
transduced T cells.

Recommended phase 2 doses (RP2D) of HA-1H TCR-
transduced T cells.

T cells:

Completed

Completed

Active, not
recruiting

Recruiting

Recruiting

Recruiting

Active, not
recruiting

Kang et al, Front Oncol 2022

Locations

B AZ St Jan Brugge-Oostende
AV Brugge, Belgium

W UZ Leuven Leuven, Belgium

B Uniklinikum Dresden, Gemmany

W Mie University Hospital, Japan

B Ehime University Hospital,
Japan

W Fuita Health University Hospital,
Japan

W Nagoya University Hospital,
Japan

W University Hospitals Bristol NHS
Foundation Trust Bristol, UK

W University College London
Hospitals NHS Trust London,
UK, NW1 2PG

W Fred Hutch University of Wash
ington Cancer Consortium
Seattle, Washington, USA

B City of Hope Comprehensive
‘Cancer Center Duarte,
California, USA

W Advent Health Medical Group
Blood & Marrow Transplant
Orlando, Florida, USA
Karmanos ~ Cancer Institute
Detroit, Michigan, United States

W University Hospital Dresden,

Dresden, Germany

University Hospital Erlangen,

Erlangen, Germany

University Hospital Frankfurt,

Frankfurt, Germany

Fred Hutch University of

Washington Cancer Consortium

Seattle, Washington, United

States

W Leider University ~ Medical
Centre Leiden, Zuid Holland,
Netherlands




Targeting AML-specific Mutations

NPMi1mutated-specific, TCR tg T cells JCI The Journal of Clinical Investigation

(van der Lee et al., Journal of Clinical Investigation 2019) Mutated nucleophosmin 1 as immunotherapy target in acute

L Lo . myeloid leukemia
Clinical trial is currently recruiting. _ o
Dyantha I. van der Lee, ..., J.H. Frederik Falkenburg, Marieke Griffioen

J Clin Invest. 2019;129(2):774-785. https://doi.org/10.1172/JCI197482.

= nature cancer
FLT3-TKD-specific, TCR tg T cells 3 AT cell receptor targeting a recurrent
(Giannakopoulou et al., Nature Cancer 2023) wnd L ™ driver mutation in FLT3 mediates
drad ,:) elimination of primary human acute
NO Tasscvaton myeloid leukemiain vivo
of AU st AL Leukemia
RUNX1-frameshift mutations-specific T cells Y./ A T-ca receptor argeting RUNXT rameshift mutatons
(Struckman Leukemia 2026) . ".»f:;c. in acute myeloid leukemia
. &

Nadine E. Struckman, Georgia Koutsoumpli, Rob C. M. de Jong, Dyantha | van der Lee, Dennis F. G.

warws  @EEEBOOBO

TCR-T cells for one HLA-B*07:02 neoantigen

reduce tumor growth in vivo and kill AML cells Matsuda, Fumihiko Ishikawa, Tamar Tak, Peter J. M. Valk, Mirjam H. M. Heemskerk, Peter A. van Veelen,

with different phenotypes in vitro, including
leukemic stem cells (LSC).

Remst, Sophie-Anne . Smith, M. Willy Honders, Renate S. Hagedoorn, Arnoud H. de Ru, Masashi

J. H. Frederik Falkenburg & Marieke Griffioen &




AML-Peptide-stimulated healthy Donor T-Cells transduced with a CD33-4-1BB
Coreceptor

Y N

/K Qo
_ )) o o
_—
Healthy stem I?atlent
cell donor: with AML
: Il post allo SCT
T cells with relapse /
AML-Antigens CD33-directed coreceptor MRD+

Multi-specific Targeting including Functional Enhancement,
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Strategies to improve Efficacy of CART in AML

AML Targeting:

» Adapter CART cells with on/off targeting modules
» Stem cell edited allo grafts followed by immunotherapy, e.g. CART
* TCR-tg T cells / endogenous T cells targeting intracellular antigens

Improve T Cell Fitness:

* CART + CCR
e CART pharmacy
e CART + switch receptors

Combine with Standard of Care or other Immunemodulators

* VEN/AZA
* Menin Inhibitors
* Innate Immunity




Phase | at MSK: CAR: ADGRE2-CD28z3 + CCR: CLL1-41BB
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Phase | Trial (CLEAR): CLL-1 CART Cells secreting IL-18
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CLEAR: 5 Patients treated, 3/5 MRD negative by FLOW, promising CART Expansion
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Diminished AMG 673-mediated Lysis of TP53 KD in an in vivo NSG Mouse Model
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The Secretome of TP53 KD AML Cells impairs T-cell Function

Comparison of a CD33 TCE against P53 wt vs p53 kd AML cells
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Switch Receptors

Exploiting the immunosuppressive microenvironment as fuel to drive cell-based therapies against tumor
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Strategies to improve Efficacy of CART in AML

AML Targeting:

» Adapter CART cells with on/off targeting modules
» Stem cell edited allo grafts followed by immunotherapy, e.g. CART
* TCR-tg T cells / endogenous T cells targeting intracellular antigens

Improve T Cell Fitness:

 CART + CCR
* CART pharmacy
e CART + switch receptors

Combine with Standard of Care or other Immunemodulators

* VEN/AZA
* Menin Inhibitors
* Innate Immunity




TCE + VEN/AZA: Immunmonitoring does not show any Impact on T-cell Function

Ven/Aza has limited impact in the T-cell compartment T-cell function is not impaired by Ven/Aza in AML patients
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TCE + VEN/AZA: Increased Cytotoxicity against AML Cell Lines + pAML Cells
in vitro + in vivo

Ven/Aza has limited impact in the T-cell compartment T-cell function is not impaired by Ven/Aza in AML patients
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Increasing the Therapeutic Window: Menin-Inhibition leads to Differentiation
of AML Cells and Induction of Immune Target Antigens like CLL1 (CLEC12a)

Genes commonly upregulated by Menin-inhibition C-type lectin domain family 12 member A (CLEC12A) -
transcriptionally induced in AML upon menin-inhibition
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Johanna Rausch et al, ASH 2025, # 866, also presented at the ,Best of ASH” session, on bioRxiv preprint ,,Menin-Inhibition Sensitizes Acute Myeloid Leukemia to CLEC12A-Directed CAR Cell Therapy“



Menin-inhibition enhances Activation of T Cells in vitro and in vivo

Mode of Action: Menin inhibition increased Expression of multiple human endogenous Retroviruses,
leading to Upregulation of interferon-stimulated gene Upregulation
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Revumenib (VTP-50469) led to a significantly enhanced anti-leukemic
Activity of CLL1-directed CART in vitro and in vivo
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High Expression of STING in AML
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cGAS-STING Pathway

Bacterias

Tumor cells Dead cells

Yue et al., Essays in Biochemistry, 2025; Zhu et al., Molecular Cancer, 2019




cGAS-STING Pathway
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CD4+ / CD8+ T-cells
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IFN-y + TNF knockout or STING knockout AML Cells: lower IFNa2a Secretion by AML Cells

CRISPR/Cas9 Knockout
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IFN-y + TNF Knockout or STING Knockout AML Cells: lower IFN-y Secretion by T Cells

CRISPR/Cas9 Knockout IFN-y Secretion
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Take-home messages

* T cells can cure AML — the GVL effect proves it. CAR-T has not yet reproduced it.

* Two separable problems: the target (shared myeloid antigens, narrow therapeutic window)
and the T cell (dysfunction in the AML niche) induced by genetics & LME

 Target side: Adapter/TM guided Approaches, Stem cell editing to make the stem cell graft invisible
to the CART given afterwards, targeting of intracellular, more leukemic specific target antigens

* T-cell side: enhance effector function and thereby overcome an hostile bone marrow enviironment
by chimeric coreceptors, cytokine secreting CART, switch receptor CART

— Combining CART with standard of care: HMA/VEN, Menin Inhibitors, STING agonists.
— Patient Selection: early in treatment line (high risk first line), low tumor burden (MRD+)




IMPACT-AML: International multi-center Partnership in CAR T Cell Therapy for AML

International Consensus Guidelines for the
Conduct and Reporting
of CAR T-Cell Clinical Trials in AML

Swati Naik, Richard Aplenc, Susanne HC Baumeister,
Marco Becilli, Anand Shripad Bhagwat, Challice L Bonifant,
Lihua E Budde, Christopher D Chien, Kevin J Curran,
Anthony F Daniyan, Alexandra Dreyzin, Rebecca A Gardner,
Sara Ghorashian, Stephen Gottschalk, LaQuisa C Hill,
Mark Eric Kohler, Adam Joseph Lamble, Franco Locatelli,
Maksim Mamonkin, Bilal Omer, Jae H Park,
Concetta Quintarelli, Benedetta Rambaldi, Rebecca M Richards,
David A Sallman, Tim Sauer, Nirali N Shah,

Marion Subklewe, Corinne Summers, Sarah K Tasian, Naomi
Taylor, Sarah Tettamanti, Michael R Verneris, M Paulina
Velasquez, Saar | Gill

Outline of key recommendations for conduction
and reporting of AML CAR T cell clinical trials
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