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Onureg-Ven : A phase 1b-2 study

(Colombe Saillard)

Target
population
Previously untreated higher-risk myelodysplastic
syndromes ineligible for allogenic transplantation
Study design | Multicenter, | phase 1b-2 study
Objectives of |Primary objective in the phase 1b is to establish
the Trial

maximum tolerated dose (MTD) and determine
recommended phase 2 dose-schedule (RP2DS) by
evaluating safety and tolerability of Onureg (CC-
486) and VENETOCLAX combination, in previously
untreated patients with HR-MDS not eligible for
transplant.

When MTD/RP2D will be determined, phase 2
dose expansion part of the study will open for
enroliment. Primary objective in phase 2 is to
assess preliminary efficacy (CR rate) of the R2PD
of Onureg-VEN combination.
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Leukemia wwrw.nature, camileu

ARTICLE W Chack for epdaiss
lvosidenib monotherapy in IDHT mutated myelodysplastic
neoplasm/syndrome

Marie Séber ('™, Emmanuelle Clappier’, Sylvie Chevret’, Huge Bergugnat®, Odile Rauzy (0%, Aspasia Stamatoullas®®,

Sophie Dimicoli-3alazar”, Larmya Ait 5i Selmi’, Cendrine Chalfaut®, Fatiha Chermat®, Lise Larcher (3% Lauriane Goldwirt®, Sylvain Thepot®®,
Pierre Peterlin®', Sophie Park™"", Marie-Pierre Gourin®™ ', Narbert Vey™ ", Cécile Bally™, Sébastien Maury™, Gaslle Fossard™"®,

Mawd O Aveni (97, Anne-Laure Taksin®™'®, Thomas Cluzeau(® ", Pierre Fenaux™ 2" and Lionel Ades 5405

0 The Authar(s), under exclusive licence to Springer Nature Limited 226

-
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48 patients were included (median age 76.5 years)

ORR after 3 cycles was 63.6% in cohort A, and 78.3% in cohort B;
12-month OS rate in cohorts A and B was 18.2% and 91.3% , respectively.
Higher baseline IDH1 mutant clone size predicted response

Molecular clearance was not required for clinical benefit.

B
1004
E T -ﬂ]_‘—‘-k
" -
3 1
3 s
a
2
0O 25
] -
o [ iz B 24 a0 3\ 42 48
Humbar Worhes aller inchesion

gk 22 M W 1% 4@ T f
Fig. § Survival outcomes. A cohort A and B cohaort 8.



GFM clinical trials
« Higher risk MDS

- FirSt Iine Groupe
] Francophone des
— Second line or beyond Myélodysplasies

— Allo SCT
— CMML
— MDS with TP 53 mutation

* Lowerrisk MDS
— First line
— Second line or beyond

— Associated with autoimmune or auto inflammatory
diseases/VEXAS



Impress (cooperation with the German
MDS group) (L Adés for the GFM)

Imetelstat in higher risk MDS and AML having failed
AZA (+/-Venetoclax)
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REGULAR ARTICLE ¢ b](_‘}(.“}d advances

Transplantation in patients with lower-risk MDS: a prospective
phase 2 trial based on donor availability

Marie Sibart | Sylvain Thepot,” Thomas Clurean,” Nicelas Duployss,” Thibaud Lefébure” Candrine Chatla,” Corenlin Orvain,*
Michael Loschi® Pierre Pelerlin” Patriee Chevallier” Maud D'Aveni,” Marie Thirase Rube,® Odle Raury,” Anne Huigah,'”

Arnandne Charbennier,'| Rosa Sapena,'” Fabha Chernal, '™ Patrice Ceballes,'” Gaslle Fassard ' Stéphanie Nguyen, '

Sephie Park,”” Lionel Adés,' Régis Peflaclt de Lateur,'” Claude Preudhomme,’ Prarre Fenaw, '~ Syivie Chewnal™ and Mare Robin,'”
on bahall of Sociéé Francophons de Greffe de Moelle ef de Thérapie Callulaire and the Groupe Fancophone des mypélodysplasies

lower-risk MDS with additional high-risk features : ?rr::ffphone e
-intermediate or higher revised-IPSS risk Myélodysplasies

- Plts <20 x 10 9/L, ANC <0.5 x 10 9/L,
- failure of 2 lines of therapy.
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Allo SCT in MDS

1) VENTOGRAFT: Venetoclax + AZA + DLI in MDS relapsing post
allo SCT (T Cluzeau,M Robin)

2)Upfront allo SCT in patients with marrow blasts <15% (M Robin)
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3) VEXAS (M Robin, LP Zhao, A Mekinian)



VENTOGRAFT, a Phase l/ll prospective
trial of Azacitidine, Venetoclax and
Donor Lymphocyte Infusion for
Relapsed AML and MDS after Allogeneic
Stem Cell Transplantation

Thomas Cluzeau 1, Marie Sebert 2,
Coralie Cruzel 3, Anne Huynh 4, Sylvain
Thepot 5, Martin Carre 6, Hélene
Labussiere-Wallet 7, Aspasia Stamatoullas
8, Clémence Mediavilla 9, Alice Garnier 10,
Pascal Turlure 11, Ludovic Gabellier 12,
Raphael Petit 13, Rosa Sapena 13, Fatiha
Chermat 13, Claude Preudhomme 14,
Lionel Ades 2, Nicolas Duployez 14, Eric
Fontas 3, Pierre Fenaux 2 and Marie Robin
15
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Advanced CMM L(R Itzykson, C Willekens)

« AZA + VEN ( AVENHIR trial)
 AZA+Lenzilumab (GM-CSF inhibitor )
* Adjusted dose Hydroxyurea
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Higher risk MDS with TP53 mutation
(T Cluzeau)

e First line: AZA+ oral ATO .%

« Second line: AZA+Rezatapopt (y220c
mutation)
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. . . . o+
Low dose lenalidomide versus placebo in non-transfusion % ®
dependent patients with low risk, del(5q) myelodysplastic
syndromes (SintraREV): a randomised, double-blind,
phase 3 trial
Maria Diez- Compelo®, Fékx Lopez-Codenas®, Blanca Xicoy, Eva Lumbreras, Teresa Gonzdlez, Manica del Rey Gonzdlez, Joaquin Sanchez Garada,
Rosa Col Jordd, Bohrane Slama, fose Ang:l Herndndez-Rivas, Sywvain Thepot, Teresa 8emal, Agnés Guercd-&esier, Joan Bargay, Maria Luz Amigo,
Claude Preudhamme, Lourene Fernwarth, Uwe Platzbecker, Kathanna S Gotze, Ali Arar, Sofia Toribva, Consuelo Dol Cafvzo,

Jesus Marnio Herndndez-Rivas, Prerre Fenoux

Summary

Background Lenalidomid ix du: dard of care for patients who are transfusion d dent with ch 5  Lancer Hoeresed 2024
(ded[Sq]) m 1 syndromes. In the SintraREV |n.|l we aimed to m\utqpl: whether an early  rotlahed onine
intervention of low lanalldomuk doses for 2 years could delay transfusion dependency in pati with R

?\llps oL onp'10 3016/

were not transfusion dependent. g g e
S2I52 3NG4 X

* Patients with Hb <12g, no RBC TD

* randomized between LEN (5mg/d) or placebo
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Sintra-Rev Clinical Trial

Low doses of Len improved Erythroid and Cytogenetic responses
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Sintra-Rev Clinical Trial

Low doses of Len delayed and decreased transfusion dependency

Median time to Transfusion Dependency (median 66.3 vs 11.6 months )

Figure 1: Time to TD for LEN (blue) and PLACEBO (Green) patients

oy

Transfusion Dependency Free Survival

Time (months)
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3 % American Society of Hematology
1" ‘9 Helping hematologists conquer blood diseases woarldwide
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Early Versus Late Onset of ESA in Lower Risk Anemic MDS Patients:
Results of the GFM Randomized Phase Il EPO-PRETAR Trial
Sophie Park, Bohrane Slama, Marius Moldovan, David Rombaut,
Marie Templé, Aspasia Stamatoullas, Maud D'Aveni, Stephane Cheze,
Sylvain Thepot, Jose Miguel Torregrosa Diaz, Sophie Dimicoli, Mathieu Meunier,
Kamel Laribi, Reza Tabrizi, Anne Banos, Alice Garnier, Celia Salanoubat,
Adrien Contejean, Mael Heiblig, Laurent Pascal, Clemence Santana,
Ali Arar, Ramdane Tekrane, Fatiha Chermat,
Olivier Kosmider, Michaela Fontenay, and Pierre Fenaux
g Francrprore Ses.
For the Groupe Francophone des Myélodysplasies C
GFM-EPO-PRETAR: @- -
Prospective phase lll trial '
Key patient
Eligibility criteria:
Non RBC-TD
lower risk MDS
patients with Primary endpoint
baseline Hb
comprised
between 9 and Time to RBC
10.5g/dL, .
and at least transfusion
1g/dL higher than
the Hb threshold dependence**
chosen to start
cren
at Hb threshold for RBC
transfusion

(between 8-9 g/dL)
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| ORR (IWG 2018) | | Duration of response to ESA (months)



Lower-Risk MDS — Upcoming First-Line Trial

(T Cluzeau, L Adés)

: E.LIOT_ Composite Primary Endpoint
(Upcoming First-Line Phase Il) ﬁ> (within 24 weeks):
T

= Patient Profile: Newly \\n,l —— GF-B
diagnosed WHO 2022 LR-MDS Pathway ‘ RBC-Transfusion

without ring sideroblasts, naive Elritercept D Independence (RBC-TI)
to ESAs and ' 2 8 consecutive weeks
luspatercept, transfusion-

dependent, no del(5q). AND

. ; JFMAMJJASOND
* |ntervention: Elritercept,

Hemoglobin increase
3.75-5.0 kg SC Q4W) fi
12 monthr:_g RS for ﬁ/‘ >1.5 g/dL sustained for

2 8 consecutive weeks
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haematologica
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Low-dose deferasirox for lower-risk myelodysplastic Myélodysplasies
syndromes after erythropoiesis-stimulating agents (ESA)
failure: results of the phase Il LODEFI study

by Mathven Mewmider. Sylvatm Thepet, Stemeslos Nivawhomg, Mdawe Valoso, Thiband Lefebvre, Zowbvda Karim,
Martine Ropert-Bouchet, Fredaric Garban, Shanty Amd, Claire Reynes, Cala Salamoubar, Viecest Parinat
Ramel Laniby, Prraveh Eftekher, facques Delavmay, Geoffroy Venron, Clémence Sastana. Stephane Cheze
Sophve Dvmicol-Salazer, Andréa Toma, Mathiew Moliward, Pyerre Penaux, Valérie Relland- Neyrer,

Sandra Dawd- Tohoada sed Sophie Park

Recerved June 13 2000
Accepred Sepdember 15, 2026

M MEUNIER, S PARK
* Low Deferosirox concentrations < 7.5 yM enhance erythroid progenitor proliferation in MDS
lower concentration of 3 uM selected, corresponding approximately to 5
mg/kg/day,
+ 38 patients with ESA failure enrolled , 81% very low/low IPSS-R, 86.8% were not transfusion
dependent

* .Median baseline Hb 86 g/L Baseline ferritin between 200 and 1000

+ oral deferasirox at a starting dose of 3.5 mg/kg/day, with plasma DFX concentrations to adjust
dosing toward a target concentration of 3 uM

* At 12 months of treatment, 18 of 38 patients (47.4%; 95% confidence interval [CI], 31.0-64.2)
remained transfusion independent, with a median hemoglobin level of 88 g/L (range, 74-108),



Combola trial (L Ades)
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Luspatercept 1 mg/Kg with titration up

to 1.75 mg/Kg/21d

Key eligibility criteria I

* Lowerrisk MDS n=126
« Non RS
« Non del(5q)

» Having failed ESA Luspatercept 1.75 mg/Kg/21d
EPO 60.000 Ul/w



Combining ESA and Luspatercept in Non-RS MDS Patients Having Failed ESA -
Results of the Phase 1-2 Part a of the GFM Combola Study (Adés et al, ASH 2024)
Erythroid Response (IWG 2018) @w25 n=24

70%

60%

50%

40%

30%

20%

10%

0%

50%
33%
30% i
25%
2/6 4/16 1/2
Overall Low Transfusion Burden High Transfusion Bruden non Transfusion
dependant

2 patients achieved platelet response and 1 neutrophil response
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Recereed: 1 March 2825 | Accepled: 10 fuse WIS

Rl B DN R (Rl PEp

RESEARCH LETTER GFM Registries

Efficacy and safety of luspatercept with or without
erythropoiesis-stimulating agent in patients with myelodysplastic
neoplasms with ring sideroblasts: A multicentre real-life

study by the GFM M DAVENI, T COMONT

* Luspatercept alone:

171 RBC- TD patients (55 with LTB and 116 with HTB)
55 (32%) achieved Tl by week 24 (64% of LTB and 17%
of HTB patients)

41% in the 133 pts who received at least 7 injections

J5 Groupe
[/~ |Francophone des
/| || / Myélodysplasies

* Luspa + EPO : 54 patients

HI- E obtained in 11 patients (20%): 0/4, 4/10 (40%) and 7/40 (18%) of NTD, LTB
and HTB patients respectively)

29% of the 38 patients who received at least 16 weeks of combination treatment
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Ruxolitinib better than JAK2 i ?

TO THE EDITOR:

Ruxolitinib is more effective than other JAK inhibitors to
treat VEXAS syndrome: a retrospective multicenter study

Maél Heiblig," Marcela A. Ferrada,?* Matthew T. Koster,>* Thomas Barba,** Mathieu Gerfaud-Valentin,® Arséne Mékinian,®
Henrique Coelho,” Gaelle Fossard," Fiorenza Barraco,’ Lionel Galicier,® Boris Bienvenu,? Pierre Hirsch,? Guillaume Vial,'®

Q@ENVL:*
Anne Blandine Boutin,"" Joris Galland,'? Guillaume Le Guenno,'® Adrien Bigot,” Kenneth J. Warrington,3 Tanaz A. Kermani,'® @
Peter C. Grays‘.on,2 Bhavisha A. Patel,'® David B. Beck,"”"'® Yvan Jamilloux,> Pierre Fenaux,'®" and Pierre Sujobert20
@ blood® 25 AUGUST 2022 | VOLUME 140, NUMBER 8 927 @
inical response
All Other JAKI Ruxolitinib

= = = n=12 n=12 n=8

= = — 100

3 2 2 = = . New treatment-free
o o (=9
k- b = syr, M)[o\(tﬂll (N=12)
S S k=] . .
£ £ = = 100 4 == QOther JAKi (N=18)
3 3 s 2

o o o =
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H 2
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All Ruxolitinib s
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Regular Article

CLINICAL TRIALS AND OBSERVATIONS

Efficacy and safety of azacitidine for VEXAS

syndrome: a large-scale retrospective study from
FRENVEX

Vincent Jachiet,” Olivier Kasmider,”* Maxime Ec].'-u-:n_.:' Jérame Hadjadj,’ Lin-Piere Thaio® Vincent Grokbast,” Walentin Lacombe.
Guillaume Le: Guenne,” Yann Moayen,’ Jean-Benait Ardet,” Jérémie Dion,” Mail Heiblhig,'" Alice Gamier,” Maxime Samson, '

Achille fouba," Sylvain Thépot,'” Sophee Dimicali-Salazar,”® Fabien Dutasta,” Benoft Faucher,”’ Estibaliz Lazaro, " Wéronigue Mo,
Antoine Méal,™" Roderau Oush,”” Haly Bezanahary,” Julien Ressignol,”” Arne-Sophee dlany,™ dudray Bidet,™ Paulire Blatea, ™

Anne Bouvier,” Guilaine Bowsicr,” Matthicu Dcl:an'p_." Eergamin Lebecque,” ' Yannick Le Bris,”" Piere Sujchert,”

Alice Marcegu-Renawt,™ Cédric Pastaret,”* David Rizza, ™ Mathalie Bairet-Diupré,” ! Lara Boudher,” Stéphanie Dulucg,™

Franck Geneveve,” Caszandra Jadeaw,”” Fiere Lemaire,™ Romain Varguer” Jean-Baptiste Raeu,” Olivier Fan,’

Sophie Geargin-Lavialle,™ Lucie Rigoket,” Lise Larcher,™ Pierre Hirsch,”™ Banjamin Temrier,"” Pierme Fenaus,™" Arséne békinian,”" and
Thicault Camont,” an behalf of FRENYEX
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/il
V JACHIET , T COMONT

« 88 pts, 80% SMD
 54% et 61%



CLIMICAL TRIALS AND OBSERVATIONS

Efficacy and safety of azacitidine for VEXAS
syndrome: a large-scale retrospective study from
FRENVEX Sroume

Francophone des
Myélodysplasies

Vincent Jachiet,' Oliier Kosmider, ™ Maxime Beydan,™* Jérdme Hadjad],' Lin-Fiere Zhao,” Vineant Grobost,” Valentin Lacomibe,”

Guillaums La Guenna,” Yann Nguyen, Jesn-Banail Adet,” Jiremie Dien,” Mail Heiblig,'” Alice Gamier,’ Maxime Sarmson, '

Achille Aouba,’ Sylvain Thépat,”* Sophie Dimicoli-Salazar,’® Fabien Dutasta,’” Beno@t Faucher,"” Estibaliz Lazara,” Véraonique Marel,"
I Antaine Méel, ™ Roderau Owuth,”' Holy Bezanahany,™ Julien Rossignol,’” Anne-Sophie Alary, ™ Audrey Bidet,”" Pauline Blateaw,™®

Anne Bauvier,”” Guilaine Boursier,™ Matthicu Decamp, o Benjamin thccq.u:."': Yannick Le Bris,”' Pierne Snjjnnulz-t:rt.“I

Alice Marceaw-Renaut,'” Cédric Pastaret,”’ David Rizzo,'” Mathalie Bairet-Dupré,™ Lara Boucher,” Stéphanie Dulucg,”

Franck Genevieve,”’ Cassandra Jadeau,” Pierre Lemaire,” Romain Vazquez,” Jean-Baptiste Riew " Odivier Fain,'

Sophie Gcnrgin-Lmallc.'x Luscia Flignlul;_."" Lise Larcher,™ Pierre Hirsch,™ Bengmin Temier,*” Pierre Feraux,™' frsine Mékinian, ' and

Thibault Comans,” on behalf of FRENVEX

n-= 82 patients with active disease at AZA onset - CR =complete - PR = partial - )
0 Haematological response (IWG 2018
23% 41% 54% . :
(o) 0,
69% 65%
/5% HI-E - erythroid RBC-TI - transfusion indep.
(o) 0,
77% 78%
HI-P - platelets HI-N - neutrophils
25% Early Hl predicts subsequent inflammatory response
HI-P at M3: 100% vs 44% (p <0.001)
0% HI-E at M3: 54%vs 15% (p = 0.002)
N
M3 M6 M12 Durability
- Complete response (CR) - Partial response (PR) . No response or stopped On AZA: RFS 85% at 5 years
Off AZA: 75% relapse — median 3.1 years - suspensive
l Delayed response: 30% of responders reach response after M6 ] therapy )

13
Jachiet V, et al. Blood 2025 (n = 88)



B Azacitidine: disease-modifying therapy

Molecular response — UBA1 VAF reduction

65%

225% reduction
in UBA1 VAF

N\

43%

VAF reduction
below 2%

Correlation:
molecular response «»
inflammatory response

& HI-E

Jachiet V, et al. Blood 2025 (n = 88)

UBA VAF (%)

100 1

754

50 1

25

y

EENTER

Baseline Follow-up Baseline Follow-up
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Clinical trials in VEXAS (+/- MDS)

Vexas
— Momelotinib (M Heiblig) <SENVE,

—ASTX 030 (T Comont)
— Allogeneic SCT (M Robin, LP Zhao)
Srr::foephone des



Department of hematology and immunology
of Hospitals St Louis, R Debré, Avicenne
APHP and University of Paris

Hopital St Louis Hopital Robert Debreé
7 services of adult hematology * Pediatric hematology service
(H Dombret, N Boissel, G (A Baruchel)
Socié, B Arnulf, E « Sickle cell disease unit(M
Oksenhendler, P Fenaux, C Benkerrou)
Thiéblemont)
ICU (E Azoulay)

Hopital Avicenne

« Adult hematology service (C
Gardin)

pneumology (A Tazi)

s
7

Université UNIVERSITE PARlS&:;

de Paris




Groupe Francophone
des Myéelodysplasies

Activates clinical trials in MDS

Website: www. gfmgroup.org
Online registry of French MDS cases
Close cooperation with:

- a patient support group: CCM (recently involved in Vexas)
- the International MDS Foundation

- the European Leukemia Net
Groupe
Francophone des
Myélodysplasies



FRENVEX Group

Arséne MEKINIAN

Médecine interne, St Antoine

Sophie GEORGIN
LAVIALLE
Benjamin TERRIER
Olivier KOSMIDER
ﬁ;gTAeDJ ﬁ;irﬁl AN Olivier FAIN CHASSET Frangois (Paris) AUDEMARD Alexandra (Tours)
LACOMBE Valentin (Angers) AOUBA Achille (Caen)
AZA team BOUAZIZ Jean-David (Paris) GUILPAIN Philippe (Montpellier)
BORIE Raphaél (Paris) LAZARO Estibaliz (Bordeaux)
MATHIAN Alexis (Paris) MOULINET Thomas (Nancy)
ALLENBACH Yves (Paris) JAMILLOUX Yvan (Lyon)
MELKI Isabelle (Paris Debré) BELOT Alexandre (Lyon)
RODRIGUES Francgois (Paris) HEIBLIG Mael (Lyon)
BEYNE-RAUZY Odile (Toulouse) SUJOBERT Pierre (Lyon)
DION Jérémie (Toulouse) ARNAUD Laurent (Strasbourg)
EL-KAROUI Khalil (Paris) BENHAMOU Ygal (Rouen)
'} TERRIOU Louis (Lille) SAUVETRE Gaetan (Rouen)
Thibault COMONT Olivier KOSMIDER Pierre FENAUX Lin-Pierre ZHAO EBBO Mikael (Marseille) SAMSON Maxime (Dijon)
BOURGUIBA Rim (Tunisie) OUTH Roderau (Perpignan)
ROBIN Marie (Paris) LOBBES Herve (Clermont-Ferrand)

The "PP": Benjamin Terrier, Jerome Hadjadj, Thibault Comont, Valentin Lacombe VNI, Lin-Pierre Zhao, Paul Breillat, Stanislas Riescher & Chloé McAvc
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ONGOING ACADEMIC

CLINICAL TRIALS IN —
MDS ACROSS THE yélogspizsiey
Bitdin .

Maria Diez Campelo, MD PhD




Low-risk MDS Platforms

‘d ’ Evidence-driven ‘ lﬁﬂ Multicenter / National ‘ q Patient-centered ’ :“ Improving outcomes in LR-MDS

CLINICAL TRIAL 2: LENALIDOMIDE DISCONTINUATION

CLINICAL STUDY 1: MDS-QUAL (NCT06614595)

IN DEL(5Q) LR-MDS

m Evaluate the impact of anemia and / \ Evaluate treatment discontinuation
<O> OBJECTIVE transfusion burden on QoL and identify { ‘O’ | OBJECTIVE strategies after sustained response
\J predictors of transfusion benefit. NS / to lenalidomide.
* LR-MDS (very low/low/intermediate IPSS-R) -
. ion- \\\ S
ELIGIBLE RBC transfusion-dependent /... \ ELIGIBLE « LR-MDS with del(5q)
PATIENTS rAduits =18 years \ AL PATIENTS * Sustained response to lenalidomide
« ECOG 0-3 N
* n = 30 patients
! 3 A :
STUDY Prospective « Multicenter \ STUDY National « Phase Il
DESIGN Observational cohort study "-‘\ / DESIGN Investigator-initiated clinical trial

¢ QoL / QUALMS and PROs
* Molecular analyses

/ \ KEY * Functional evaluation (cardiorespiratory, 7 a o \\ KEY :
’ ergospirometry) ( . ‘ * Immune profiling
/ ASSESSMENTS . Cardiac biomarkers (troponin, NT-proBNP) \‘\ / ASSESSMENTS . Quality-of-life assessments

* Cytokine profiling (plasma)  Evaluation of treatment-free period
* Hemoglobin and transfusion burden

= icti i i i /o Identify clinical and biological determinants
/ \  EXPECTED Develop a predictive model to identify patients \ EXPECTED poo yb[ dg
" IMPACT who benefit from RBC transfusions and \ ) IMPACT of durable responses and support a more
\ / i i i ‘ A lized, toxicity-sparing treatment
— personalize transfusion strategies. N persona ) y-sparing
approach.
& o K o

@ GOAL: Advance evidence-based, patient-centered

strategies to improve outcomes and quality of life
%J] for patients with low-risk MDS.




High-risk MD

<O/" Innovative therapies ‘ .{2 Precision medicine

CLINICAL TRIAL 3: CD33 CAR-T for R/R High-risk MDS

First-in-Human Academic Phase I/l Trial

Evaluate the safety, feasibility and preliminary
OBJECTIVE efficacy of allogeneic CD33 CAR-T therapy
in relapsed/refractory high-risk MDS.

ELIGIBLE . Eglaptsed{[Refr:itiw high-risl; M:Sd
PATIENTS rior trea .men ‘ ailure or no standar
therapeutic options

¢ First-in-human academic phase I/Il trial
STUDY * Dose escalation (Phase 1)
DESIGN * Dose expansion (Phase II)

* Advanced regulatory preparation

* Response rate and duration
KEY * Safety and tolerability
ASSESSMENTS ¢ Molecular response by sensitive techniques
(e.g., NGS, flow cytometry, qPCR)
* Long-term follow-up

EXPECTED Establish safety and preliminary efficacy of
IMPACT allogeneic CD33 CAR-T in high-risk MDS and
lay the foundation for future late-phase trials.

‘ @ Safety first ‘

S Platforms

:‘{ Improving outcomes in HR-MDS

CLINICAL STUDY 4: Aza + Ven Bridge-to-Transplant
Prospective MRD-Guided Protocol

(c.? ELIGIBLE -
N2

=
2

KEY :
_/ ASSESSMENTS .

/ ’\ Assess azacitidine plus venetoclax as bridge-to-

<O/) | OBJECTIVE transplant therapy in high-risk MDS candidates
\ for allogeneic HSCT using MRD-guided

decision-making.

High-risk MDS
Candidates for allogeneic HSCT

Prospective clinical study
Azacitidine + venetoclax as bridge-to-transplant
MRD-guided decision-making

Response depth and MRD dynamics
Toxicity and safety

Transplant readiness

Quality of life (QoL)

/ 4 \ EXPECTED Improve response depth and transplant readiness
\\ / IMPACT through MRD-guided therapy and integrated
— assessment of efficacy, safety and QoL.

A8

to improve outcomes and survival for patients

GOAL: Advance innovative, patient-centered strategies ‘
with high-risk MDS.




BMS-986397 — Mechanism of Action (MoA)
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+ BMS-986397 is a first-in-class CK1a degrader using a CELMoD mechanism.
+ Selective CK1a degradation via p53 activation.

* Induces cell-cycle arrest, apoptosis, and senescence in leukemia cells.

* Dose-dependent target engagement.

» Strong biological rationale for TP53 WT HR-MDS/AML.



BMS-986397 in R/R AML and High-Risk MDS: First-in-Human (FIH) Phase 1 Study

A Phase | 6 Open-label Eﬁﬂ Multicenter .'"‘ Single-arm

BACKGROUND i STUDY DESIGN (METHODOLOGY) i RESULTS E CONCLUSIONS

PK/PD EFFICACY
@/o “ Siiin [ saerv _J  pk/P0 <

Oral, once daily (QD) TEAES in 98% Exposure Best Response : =

Days 1-3, 1-5, or 1-7
oA ! Grade 3/4 in 90% Dose-depondent AML (n=38)
f/ CXPOSUro

lass CK1a degrad PesxFasiation \Teess.) Most common Grade 3/4 BMS-986397 was
in-ciass a acer " o
that activates ;g;and (210% of patients) Gy by Dy ¥ 4/38 W CRi: 30.9%) generally well tolerated
P < ~15% accumulation (10.5%) B OMLFS 126% at doses up to 5.0 mg.
promotes leukemic Thrombocytopenia [ 42% (Day 1 to Day 5)
blast cell death.

N —

BMS-986397 is a first-

Anomia B 39>
01mg 15mg 50mg Neutropenis . 3 Target Engagement & PD Demonstrated target
FIH study in patients with Asthonia B 5% ~ s HR-MDS (n=14) engagement, p53
R/R AML or HR-MDS b1 = DU - DL2 (- ety s activation, and anti-leukemic
: Diarrhes B 5% ¢ o o 2
with limited options. S B CR: 4 286%) activity in R/R AML and
ALT increase B o $2.2 mg: sustained HR-MDS.
@ Primary: Safety, MTD/RP2D ﬁ p53 stabilization (57.1%) B mCR« ME 2(143%)
mOR: 2 4.3%)
o®e 52patients o0s : Preliminary ef ; Dose-deperdont
@Y oo @A Secondary: Preiminary effcacy, PK DLTs in 4 patients (7.7%) 6 T MIC-3
AML: 38 (73%) Exploratory: PD biomarkers (CKla « QT prolongation (2) . RP2D established.
adation, p53, MIC-1 ; )
HR-MDS: 14 (27%) o . ’ « Prolonged cytopenias (2) vt ) S 1daction’ | @8 . MAOI AN twepeniens Expanding in
‘ in peoliferation (Ki-67) .‘ 9
hadd SAML from peice MOS
in circulating blasts Phase Il

DLY window: Cycle 1 (28-42 days}

<

GOAL: Develop BMS-886397 as a potential new therapy

o0e
S| : Bristol M Squibb
777 option for patients with R/R AML and high-risk MDS. AR "Ponor Bristoiyers Sad

DiNardo et al., Blood, 2025.



BMS-986397 + Azacitidine in TP53 Wild-Type HR-MDS

A Phase I/Il ‘f Open-label ﬂﬁﬂ Multicenter \ "“‘ Single-arm

OBJECTIVE o ELIGIBLE PATIENTS o STUDY DESIGN (METHODOLOGY) o OUTCOMES

/ 'Y X PART A PART B o
O ' -‘ Dose Escalation Dose Expansion :; —

(Phase 1) (Phase 1)

Evaluate safety, Adults 218 years

tolerability, RP2D « HR-MDS / ] S & PRIMARY ENDPOINTS
llll N )

and preliminary efficacy o TP53 wild-type Phase |
of BMS-986397 + « IPSS-M: moderate-high, BOIN design Prellmmfry:fflcacy « Safety, DLTs, RP2D
azacitidine in high high risk o R (N I Ol Ty
. i n = 9-12 patients
previously untreated « Previously untreated n = 20 patients Phase Il
HR-MDS (TP53 wild-type) (no prior disease- * CR rate (IWG 2023)
modifying therapy) @ - @ = @
®  Total planned :
Phase | (Dose Escalation) ® =l Q8w | | LSmg| |22 SECONDARY ENDPOINTS
: ..‘ sample size:
* Safety a.nd tolerability =30=32patients | | | Lo_.iiiiiiieiiiiae | e eeeaaanaaaas + Overall response rats (ORR)
* Determine RP2D Phase I: 9-12 Evaluate DLTs,” Assess efficacy « Hematologic improvement (HI)
Ph II: ~20 safety and tolerability at RP2D
Phase Il (Expansion) Aol * Transfusion independence (TI)
¢ Preliminary efficacy - BMS-086397 Sancliiiiine ¢ Duration of response (DoR)
f S = i
¢ CR rate (IWG 2023) PO oa Oral | Days 1-5 o fSubcutaneous | Days 1-7 * Event-free survival (EFS) /
e . WA ¢ .
as primary endpoint ' Approximately — Overall survival (OS)
5 sites in Spain 28-day treatment cycles * Patient-reported outcomes (PROs)
Until disease progression, loss of clinical benefit,
unacceptable toxicity, withdrawal of consent, death or study termination

GOAL: Improve outcomes and quality of life for patients with HR-MDS Safety oversight by 00e
Safety Review Committee (SRC) '.‘ Sponsor: GESMD / SEHH

through an effective and well-tolerated treatment strategy.
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Acronym | Title IMP Countries Sample Status Presented
size

LUSPLUS | A phase llib, open-label, single arm study to evaluate | Luspatercept N=55 recruitment ASH 2024
the efficacy and safety of luspatercept in patients with ] mmm| (single-arm completed .
lower-risk MDS and ring-sideroblastic phenotype ﬂ - (sing ) N=5§ Manus,cn pt
(MDS-RS) pending

LENNON A phase Il, open-label, single arm study to evaluate Luspatercept N=30 recruitment ASH 2026
the efficacy of luspatercept in erythropoiesis- (single-arm) | completed Manuscriot
stimulating agent naive lower-risk MDS patients with - prematurely A p
or without ring sideroblasts who do not require RBC N=18/30 pending
transfusions

PALOMA Primary comparison of liposomal anthracycline based | CPX-351 N=150 recruitment EHA 2026
treatment versus conventional care strategies before (Vyxeos® vs. B (two-arm) completed M iot
allogeneic stem cell transplantation in patients with CCR) N=150 anus,cnp
higher risk MDS and oligoblastic AML pending

PATROL | A Phase Il study of Azacitidine (AZA) combined with | Tagraxofusp (HESE ] | & | N=24 Recruiting ongoing
Venetoclax (VEN) and Tagraxofusp (TAG) in patients (+ AZA/VEN) f— (single-arm) | N=10
with higher higher-risk chronic myelomonocytic
leukemia (CMML)

AZALOX A Phase Ib/ll multicenter open-label study evaluating | PXS 5505 [ ] N=42 Recruiting ongoing
the safety and efficacy of escalating doses of PXS- (+ AZA) (single-arm) | N=5

5505 in combination with 5-Azacitidine for pan
LOX/LOXL inhibition in patients diagnosed with
Myelodysplastic Neoplasms (MDS) or Chronic
Myelomonocytic Leukemia (CMML)




LRHR | Acrony Title IMP Countries Sample size | Status
m
LR LENNON | A phase I, open-label, single arm study to evaluate the Luspatercept . N=30 completed
efficacy of luspatercept in erythropoiesis-stimulating agent (single-arm) prematurely
naive lower-risk MDS patients with or without ring N=18/30
sideroblasts who do not require RBC transfusions
Essential inclusion criteria Essential exclusion criteria
- Diagnosis of MDS according to «  Secondary MDS S
WHO classification »  Known clinically significant s ESA-naive
* Very low, low, or intermediate- anemia due to iron, vitamin
risk disease with up to 3.5 points B12, or folate deficiency IHCLUSION
according to the Revised e autoimmune disorders,
International Prognostic Scoring hereditary hemolytic anemia, .
System (IPSS-R) or gastrointestinal bleeding Treatment i LUS
* Non-transfusion-dependent »  Prior allogeneic or autologous starting dose: 1.75 mohg
(NTD) according to IWG 2018 stem cell transplantation treatment duration:
» Symptomatic anemia: mean « ECOG>2
baseline Hb < 10 g/dL *  Previous ESA treatment
Primary endpoint visit

Responders after 24 prirmary EP: HEE G 2018 (modided)

AS H 2 026 LEL zecondary EPs: duration of HI-E responze,

continue urtil loss HEH. HI-F
of response o L, toxicity




(=T
) === Inclusion aim /}" Target: 30 patients,
Registered: N=22 Pl I_l_ Planned accrual:
o — Included: N=18 ,/ Ic? 36 months
o T ey
I &
c o
g & I
8 5
=]
5 24 18
[1H] | m
£ 2
o _| o
2 - |2
Ke
1)
m —
l
|
|
S I I I
2022-09 2023-09 2024-09 2025-09
date

° Recruitment ended on December 31, 2025 with 18 of 30 planned patients enrolled
. At last follow-up, 10/18 patients were still on treatment _a—

. Presentation accepted for ASH 2026 ( D-MDS
Deutsche MDS-Studiengruppe
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v LUSPLUS Recruitment

50

mm Recruitment (per month)

—=—Recruitment (plan, cumulative)

=e=Recruitment (cumulative)

—Planned (per month)
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Milestone Overview

CA Approval FPI LPI LPO Database SAR CSR/ Study
Sep 2021 Jan 2022 June 2025 Oct 2026 lock Mar 2027 Publication closure
Nov 2026 May 2027 Aug 2027

In total, 58 patients have been recruited

Recruitment took place in Germany (2 sites), Austria (1 site), Switzerland (3 sites)
and Spain (7 sites)

As of now (June 2026), one patient is still on treatment

CA Approval — Competent Authority Approval

FPI — First Patient In .

LPI — Last Patientin . Actual finish date
LPO - Last Patient Out Planned finish date
SAR - Statistical Analysis Report

CSR — Clinical Study Report



€ NCT04061239

PALOMA (Primary compArison of LiposOmal anthracycline based treatment versus conventional care strategies prior to allogeneic stem cell
transplantation in patients with higher risk MDS or oligoblastic AML)

A phase 2, multicenter, randomized open-label, study of CPX-351 versus CCR as first-line treatment before alloHCT'

Up to two induction courses Consolidation
18-75 years of age . . . . CPX-351 (daunorubicin 44 mg/m? IV CPX-351 (daunorubicin 29 mg/m?
Untreated HR-MDS including oligoblastic non- and cytarabine 100 mg/m? IV in IV and cytarabine 65 mg/m2IVin
proliferative (WBC <13 Gpt/L) AML (£29% blasts per liposomes) liposomes) on D1 and D3
central morphology) per WHO 2016 criteria® 208 Induction 1: D1, D3, and D5 Patients <60 years up to 3 cycles
Bone marrow blasts 25% (per central morphology) a R Induction 2: D1 and D3 Patients >60 years up to 2 cycles
ECOG PSof Oor 1 N=150 1:
AlloHCT intended within next 6 months B i
ALTor AST <3 x ULN 7+3 cytarabine/daunorubicin chemotherapy regimen (IV) OR
LVEF 250% azacitidine 75 mg/m? for 7 days, minimum of 2 and up to 6 cycles (SC)
History of MPN or combined MDS/MPN Primary endpoint: Data cutoff for final analysis Sept 30, 2025
WHO0-2016 defined AML entities: t(15;17), PML- EFS defined as time from randomization to primary refractory disease, relapse, death from any cause, or
RARA; t(8;21), RUNX1-RUNX1T1; inv(16)/t(16;16), treatment change
CBFB-MYH11; biallelic CEBPA mutation; or mut FLT3 Secondary endpoints: Data cutoff for pre-planned interim analysis Sept 30, 2025; final Sept 2026
or IYPMI . 0S (key secondary)
Active CNS leukemia Best and overall response rate, proportion of patients proceeding toalloHCT, MRD, Qol, and safety
currently active secondary malignancy (except NMSC)

_—

D-MDS

Deutsche MDS-Studiengruppe

EHA 2026


https://clinicaltrials.gov/study/NCT04061239

Baseline characteristics were generally well balanced between the treatment arms.
The CCR arm included 52 patients (69.3%) treated with 7+3 cytarabine/daunorubicin and 23 patients (30.7%) treated with azacitidine.

Total CPX-351 CCR
(n=150) (n=75) (n=75)
Sex, n (%)
Male 92 (61.3) 41 (54.7) 51(68.0)
Female 58 (38.7) 34 (45.3) 24 (32.0)
Age, median (range) years 63 (31-75) 64 (41-75) 63 (31-73)
Age 260 years, n (%) 97 (64.7) 48 (64.0) 49 (65.3)
WHO classification, n (%)
AML/myeloid sarcoma 31(20.7) 16 (21.3) 15(20.0)
MDS 117 (78.0) 59 (78.7) 58 (77.3)
Missing 2(1.3) 0 2(2.7)
BM blast counts, n (%)
<20% 116 (77.3) 58 (77.3) 58 (77.3)
20%—-30% 34 (2.7) 17 (22.7) 17 (22.7)
ECOG PS, n (%)
0 78 (52.0) 40 (53.3) 38 (50.7)
1 72 (48.0) 35 (46.7) 37 (49.3)

_

D-MDS
Deutsche MDS-Studiengruppe



Median EFS was significantly longer with CPX-351 compared to CCR

1.0 - —— CPX-351
Conventional care regimen (CCR)
=+ Censored
0.8
> 0.6 -
3
©
Ke]
=
Qo
= 0.4 -
=
<
=3
(7]
0.2
0.0
Log-rank test P= 0.0263
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
CPX-351 67 50 47 47 44 38 37 35 34 24 23 22 21 16 15 14 10 8 6 2
CCR 74 50 44 44 34 32 31 29 24 19 18 18 15 14 13 12 9 7 6 5

Event-free survival (months)

Efficacy endpoints were evaluated in the full analysis set (FAS)
= all randomized patients excluding patients without informative data for EFS assessment, n=141

Median EFS

CPX-351: NR
(95% CI 15.3 months — NR)

CCR: 11.1 months
(95% Cl1 4.1 - 23.8 months)

A
D-MDS

Deutsche MDS-Studiengruppe




LR/HR | Acronym Title IMP Countries Sample size Status

CMML PATROL A Phase Il study of Azacitidine (AZA) combined with Venetoclax Tagraxofusp N=30 Recruiting
(VEN) and Tagraxofusp (TAG) in patients with higher higher-risk | (in comb. with [ ] . I . (single-arm) N=10
chronic myelomonocytic leukemia (CMML) AZA and VEN)

Essential inclusion criteria

* CMML diagnosis according to
WHO 2022 criteria

Essential exclusion criteria

* CMML with t(5;12) or PDGFRB
rearrangement, treatable with
imatinib

* Blasts in bone marrow or
peripheral blood >20%

* Patients with known CNS
involvement

PI: Katja Sockel, Dresden

==l Screening

FU
2 years

t t t

ca
e CPSS/CPSSmol risk: LTy
assessment
intermediate-2 or high-risk (HR) GED
CMML o
° El|g|b|e for- AZA as SOC @ R continue another max. 8 cycles
° ECOG 0_2 c1 c2 a ca c5 c6 c7 c8 9 C10 c11 c12
. TAGHVEN+ TAG+VEN+ TAGH+VEN+ TAG+VEN+ TAG+VEN+ TAG+VEN+ TAGHVEN+ TAG+VEN+ TAG+VEN+ TAG+VEN+ TAG+VEN+ TAG+VEN+
S0C (AZA) SOC(AzZA) SOC(AZA) $S0C(AzA) SOC(AZA) SOC (AZA) SOC(AZA) SOC(AzZA) SOC(AZA) $S0C(AzA) S0C(AZA) SOC (AZA)

t t

FU
2 years

Bone marrow samp\in
disease / response

assessment

Primary endpoint: efficacy, safety, tolerability

Secondary endpoints: OS, TLT, duration of res

g for IMPs:
TAG: tagraxofusp, d4-6 of 28d cycle, 12 pg/kg
VEN: venetoclax, oral, d1-14 of 28d cycle, 400 mg (after ramp-up)

ponse, HI-E, TI, QoL

RA: response assessment
PE: primary endpoint

R: responder

NR: non-responder

FU: follow-up



LRHR | Acrony Title IMP Countries Sample size | Status
m
HR- AZALO | A Phase Ib/ll multicenter open-label study evaluating the PXS 5505 ol N=42 Recruiting
MDS, X safety and efficacy of escalating doses of PXS-5505 in (in comb. (single-arm) N=5
CMML combination with 5-Azacitidine for pan LOX/LOXL inhibition | with AZA)
in patients diagnosed with Myelodysplastic Neoplasms
(MDS) or Chronic Myelomonocytic Leukemia (CMML)
I Phase Ib |
Essential inclusion criteria Stagel Stagell Stage Il Stagelv
‘ m DLT =3-4in2) and 4) 7) 150 mg |
* For MDS: IPSS-R: high or very high with Hb < 8 g/d|I e BIDES R o ozin s [ oeese) o= 02in1)
* For CMML: CPSS classification: intermediate-2 or high __[2200mg  5150mg | wn
- ECOG<2 wwori (BRI g | s
* Transfusion dependency within the last 16 weeks 1&?&??
piT=12in1) | 3) 150 mg DLT=1in1)and 3) 6) 200 mg DLT=0-2in6) 8) 200 mg. DIT=0-2in6)
BID (+3p) — BID (+3 p) BID(+3p) and)
Essential exclusion criteria or=2in S
OLT> 2in 6) and 8)

* Previous combination treatment with AZA and VEN ?
+ Allogeneic HSCT or solid organ transplantation Soome s ) omE )
* Use of cytotoxic chemotherapeutic agents, corticosteroids . .

(prednisone < 10 mg/day or corticosteroid equivalent e Doras) Dands) P>z

permitted), or immunomodulatory agents (e.g., thalidomide, Study Study

lenalidomide) within 28 days prior to study entry A S

3 Pat 6 Pat 9 Pat 12 Pat

N
supported by @ Deutsche Krebshilfe

HELFEN. FORSCHEN. INFORMIEREN.

Pl: Susanne Saulele, Mannheim



LRHR | Acrony Title IMP Countries Sample size | Status
m
LR PRO-RED | Longitudinal, App-based Assessment of Varying Red Blood | n.a. . N=60 Recruiting
Cell (single-arm) N=47/60
Transfusion Strategies and their Association with Patient-
Reported and Clinical Outcomes in Lower-Risk MDS
Patients
LRHR | MDS- Prospective and retrospective data collection on diagnosis, | n.a. . Appr. N=1200 | Recruiting
Registry treatment and course of disease of myelodysplastic newly N>7000/9600
syndromes in adults documented
patients +
appr. N=8400
already
documented

patients
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Registry initiation 08/2024
N=150

VEXAS

REGISTER

Registereinschluss

Verlaufsvisite 1

jahrliche Verlaufsdokum entation

v

Verlaufsvis

O -

-
A J

1 2

Beobachtungszeitraum (Jahre)

Inclusion criteria:

e UBAL mutation

e 2>18years

* Informed consent (Registry
+Biobanking)

Chairs: Katja Sockel, Dresden & Katharina Gétze, Munich




Active non-interventional Studies

VEXAS
REGISTER
LRHR | Acrony Title IMP Countries Sample size | Status
m
VEXAS- Multicenter national VEXAS registry with accompanying n.a. - N=45 per year | Recruiting
Registry biomaterial collection N=150

jédhrliche Verlaufsdokumentation

v

Essential inclusion criteria

Registereinschluss
+ Confirmed diagnosis of VEXAS syndrome

(molecular genetic evidence of a UBA1 mutation)

r Verlaufsvisite 2 Verlaufsvisite 3

v

Essential exclusion criteria

(=R

1 2

« Patients with comorbidities and a non-curative
intended therapy

Beobachtungszeitraum (Jahre)

ASH
-> https://vexas.net/ 2025



https://vexas.net/

Active non-interventional Studies

N
supported by Q

Deutsche Krebshilfe

HELFEN. FORSCHEN. INFORMIEREN.

—_ e 1ast 10 WEeKs prior 1 screenmg.....____________

LRHR | Acrony Title IMP Countries Sample size | Status
m
LR PRO-RED | Longitudinal, App-based Assessment of Varying Red Blood | n.a. ] N=60 Recruiting
Cell (single-arm) N=47/60
Transfusion Strategies and their Association with Patient-
Reported and Clinical Outcomes in Lower-Risk MDS
Patients L
Essential inclusion criteria dependent lower-risk
MDS patients
» Confirmed diagnosis of lower-risk MDS (IPSS-R
very low, low, intermediate up to 3.5 points) or [ e
MDS/MPN overap including MDS/MPN-RS-T,

MDS/MPNu, aCML or non-proliferative CMML
according to WHO criteria as determined by
microscopic analyses of the bone marrow and
peripheral complete blood count (CBC)
Symptomatic transfusion dependent anemia
defined as having received =3 units of RBCs within

=7
L

Installation of mobile apps on
patient’s device and training

App-based data Regular point-of-care

Essential exclusion criteria

* Patients who are unable to use the PRO-RED app or

guestionnaires provided for the study

wln
Vo—
Vo—
Vo—

|| collection every 2 days
(fingemail & eyelid photos
and PR Qol)

data collection and

documentation 'l
DATABASE <—|

+ Data collection will last for 6 months from enroliment
» During this period, MDS treatment / RBC transfusions

will be performed according to local center-specific
internal guidelines

DATA ANALYSIS



Active non-interventional Studies

LRHR | Acrony Title
m

IMP

Countries

Sample size

Status

syndromes in adults

LRHR | MDS- Prospective and retrospective data collection on diagnosis, | n.a.
Registry treatment and course of disease of myelodysplastic

Appr. N=1200
newly
documented
patients +
appr. N=8400
already
documented
patients

Recruiting
N>7000/9600

Essential inclusion criteria

+ MDS, MDS-MPD-Disease including AML with signs
of dysplasia (AML-MRC) according to WHO-
classification, t-MDS, t-AML with blasts <30%,
MDS-associated diseases: ICUS, CHIP & CHOP

* Availability of follow-up

Essential exclusion criteria

* Other myeloid neoplasms

- https://www.mds-

let&&g.%, Diisseldorf

Enrollment of a

patient in the

Annual follow-up
visit, or upon
relevant changes

Annual follow-up
visit, or upon
relevant changes

1

Follow-up period (in years)



https://www.mds-register.de/
https://www.mds-register.de/
https://www.mds-register.de/

Finished Trials

LR/HR | Acronym Title IMP Countries Sample size Status

HR SAMBA Single agent INJ-56022473 in MDS and AML patients failing Talacotuzuma _— l l N=43
hypomethylating agent based therapy b

LR EUROPE Prospective validation of a predictive model of response to Romiplostim Romiplostim _— l l N=75
in patients with IPSS low or intermediate-1 risk myelodysplastic
syndrome (MDS) and thrombocytopenia

CMM DACOTA A randomized phase Il study of Decitabine (DAC) with or without Decitabine [ l l I I N=168
hydroxyurea (HY) versus HY in patients with advanced proliferative

L chronic myelomonocytic leukemia (CMML)

HR BERGAM A phase Il study evaluating the efficacy and safety of Bemcentinib in Bemcentinib - I I N=43
patients with myelodysplastic syndromes failing standard of care

0 therapy
LR SINTRA- Multicenter, randomized, double-bling, phase Ill study of REVLIMID Lenalidomid T - N=61
REV (Lenalidomide) versus placebo in patients witn low risk myelodysplastic —

syndrome (low and internediate-1 IPSS) with alteration in 5g- and
anemia without the need of transfusion

LR & IDEAL A single-arm phase Il multicenter study of IDH2 (AG-221)inhibitor in Enasidenib I I - N=68

HR patients with IDH2 mutated myelodysplastic syndrome (3 COhOFtS)

LR LUCAS A Phase Il, Open-Label, Multicenter Study of Orally Administered CA- Emavusertib N=38/84
4948 for the Treatment of Anemia in Patients With Very Low, Low or - h
Intermediate Risk Myelodysplastic Syndromes (MDS) (CA'4948) (2 co orts)

LR CANFIRE A Phase Il, Single-Arm, Open-Label Study to Assess the Efficacy and Canakinumab - N=11/41
Safety of Canakinumab for the Treatment of Anemia in Patients With
IPSS-R Very Low, Low, or Intermediate Risk Myelodysplastic Syndromes
or MDS/MPN

LR IMerge A Study to Evaluate Imetelstat (GRN163L) in Transfusion-Dependent Imetelstat among others: N=178

Subjects With IPSS Low or Intermediate-1 Risk Myelodysplastic
Syndrome (MDS) That is Relapsed/Refractory to Erythropoiesis-
Stimulating Agent (ESA) Treatment




Completed Trials

LRH | Acronym | Title IMP Countries Sample size | Status
R
LR REMARK | A phase I, open-label, multicenter study of orally RVU120 — N=41 ASH
administered RVU120 for the treatment of anemia in l l : (single-arm)
patients with lower-risk myelodysplastic neoplasms e I I 202 5
(MDS)
HR IMPRESS | A phase Il study evaluating the efficacy and safety of Imetelstat . ASH
imetelstat in patients with HR myelodysplastic syndromes I I BN (single-arm)
or AML failing HMA-based therapy 2 02 5
LR LUCAS A Phase Il, Open-Label, Multicenter Study of Orally Emavusertib = N=38/84
Administered CA-4948 for the Treatment of Anemia in Patients (CA-4948) 2 coh
With Very Low, Low or Intermediate Risk Myelodysplastic ( co orts) published
Syndromes (MDS) — Platzbecker AS et al,
LR CANFIRE A Phase 1, Single-Arm, Open-Label Study to Assess the Canakinumab N=11/41 Commun Med
Efficacy and Safety of Canakinumab for the Treatment of 2026
Anemia in Patients With IPSS-R Very Low, Low, or Intermediate
Risk Myelodysplastic Syndromes or MDS/MPN
LR LusPlus A phase IlIb, open-label, single arm study to evaluate the Luspatercept — | N=55 ASH 2024
efficacy and safety of luspatercept in patients with lower-risk [ ﬂ £ Final analysis
MDS and ring-sideroblastic phenotype (MDS-RS) pending
L
HR RELAZA2 Azacitidine to treat measurable residual disease in patients with | AZA in MRD+ N=119 published
MDS/AML relapse after Platzbecker AS et al,
allo Blood 2026
LR LENNON A phase Il, open-label, single arm study to evaluate the efficacy | Luspatercept | N=18 ASH 2026
of luspatercept in erythropoie sis-stimulating agent naive lower- Final analysis
risk MDS patients with or without ring sideroblasts who do not pending

require RBC transfusions
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