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Marrow Transplant, Hospital Card G Panico; *Hematology Department, Careggi University Hospital; **Unit of Blood Diseases and Stem Cell Transplan-
tation, University of Brescia, ASST-Spedali Civili; mHematology Department, San Bortolo Hospital; ”Hematology, Ospedale di Piacenza; "°Pediatric
Stem Cell Transplantation Unit, Fondazione IRCCS San Gerardo dei Tintori; wHematology Division, Pisa University Hospital; “Division of Hematology,
AO S Croce e Carle Hospital; ZlHematology Unit, Azienda Unita Sanitaria Locale-IRCCS; *Stem Cell Transplant and Cellular Therapies Unit, BMM Hos-

pital

Background. Standardized response assessment in chronic
graft-versus-host disease (cGVHD) remains an unmet clini-
cal need, with documented inter-rater discordances when ap-
plying NIH criteria. Software-assisted (SA) tools may reduce
operator-dependent variability and improve prognostic accu-
racy.

Methods. We prospectively enrolled 258 patients with new-
ly diagnosed cGVHD across 23 Italian GITMO centers (NC-
T02991846, 2017-2022). The primary endpoint was fail-
ure-free survival (FFS) after first-line systemic therapy (ST);
a pre-specified secondary endpoint was the comparison be-
tween SA and clinician-based (CB) response assessment at 6
and 12 months, both applying NIH criteria. SA evaluation
used Crosy, a web-based platform that records organ-specif-
ic NIH scores at baseline and follow-up and automatically
computes the overall response per NIH consensus criteria.
Results. At enrollment, baseline NIH severity was moderate
in 60% (n=155), severe in 22% (n=>58) and mild in 17%
(n=45); two-year OS (85.3%) significantly differed across
severity groups. Among 177 patients receiving first-line ST,
167 were evaluable at 6 months: SA ORR was 62% (CR
19%; PR 43%) versus 65% by CB (CR 23%; PR 42%); overall

agreement was 66% (kappa 0.53). Within response cate-
gories, relevant discordances emerged predominantly
around mixed response (MR): SA captured MR in 23% of
cases versus only 7% by CB, with CB tending to misclassify
MR as either PR or progression. In an exploratory landmark
multivariate analysis from 6 months, SA response indepen-
dently predicted OS (HR 0.37; 95%CI 0.17-0.81; p=0.013),
together with baseline ECOG PS and NIH skin score,
whereas CB did not (HR 0.52; p=0.09). As the SA vs CB
comparison was pre-specified, we further tested their prog-
nostic accuracy in a parsimonious Cox model adjusted for
ECOG PS and NIH severity, with 1000-replication bootstrap
validation: SA retained significance (p=0.046) while CB did
not (p=0.120). At 12 months, 23% of patients had discontin-
ued IST, with significantly higher rates among those who
maintained first-line ST (39% vs 9.5%; p<0.001). Two-year
FFS and OS in patients receiving ST were 67% and 85%.
Conclusions. SA evaluation of cGVHD response with Crosy
is feasible in a multicenter real-world setting, captures
mixed responses more accurately than CB assessment, and
independently predicts OS. These findings support the imple-
mentation of IT-assisted tools in cGVHD management and fu-
ture drug development trials.
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NEW IMS/IMWG RISK CRITERIA BY NEXT-GENERATION SEQUENCING: ANALYSIS
OF DARATUMUMAB BENEFIT IN BOTH HIGH- AND STANDARD-RISK PATIENTS IN
THE PERSEUS STUDY

F. Gay'?, L. Bertamini®, C. Terragna®’, N. Bolli’*, P. Moreau’, P. Rodriguez-Otero®, M. Boccadoro’, J. Bladé'’, N. W.
C.J. Van De Donk"’, R. Mina", A. Perrot®, P. J. Ho", A. Broijl’, M. Beksac'’, M. Van Duin’®, D. Vieyra'’, F.
Borgsten'’, M. Rowe'®, M. A. Dimopoulos'**’, P. Sonneveld®

'Division of Hematology, AOU Citta della Salute e della Scienza di Torino, University of Torino; *Department of Molecular Biotechnology and Health Sci-
ences, University of Torino; *Department of Hematology, Erasmus MC Cancer Institute; ‘IRCCS Azienda Ospedaliero-Universitaria di Bologna, Istituto
di Ematologia “Seragnoli”; "Hematology Unit, Foundation IRCCS Ca' Granda Ospedale Maggiore Policlinico; °Department of Oncology and Hemato-On-
cology, University of Milan; "Hematology Department at the University Hospital of Nantes; *Cancer Center Clinica Universidad de Navarra, University
of Navarra; °European Myeloma Network, EMN; '’Amyloidosis and Multiple Myeloma Unit, Hematology, Hospital Clinic of Barcelona August Pi i Suny-
er Biomedical Research Institute (IDIBAPS); "'Department of Hematology, Cancer Center Amsterdam, Amsterdam UMC, Vrije Universiteit Amsterdam;
“Department of Hematology and Medical Oncology Winship Cancer Institute Emory University; "*Université de Toulouse, CHU de Toulouse Hématolo-
gie, IUCT-Oncopole; “Multiple Myeloma Research Unit and Thalassemia/Haemoglobinopathy Unit, the Institute of Haematology, Royal Prince Alfred
Hospital; “Department of Hematology, Ankara Liv Hospital, Istinye University; "’Johnson & Johnson; "Johnson & Johnson; *Johnson & Johnson; "*De-

partment of Clinical Therapeutics, School of Medicine, National and Kapodistrian University of Athens; “’Department of Medicine University

Introduction. IMS/IMWG proposed Consensus Genomic
Staging (CGS) high-risk criteria for newly diagnosed multi-
ple myeloma (NDMM), including genetic alterations identifi-
able by NGS. PERSEUS/EMNO017 (NCT03710603) evaluated
adding daratumumab to VRd induction/consolidation and to
R maintenance (DVRd) vs VRd+R (VRd) in transplant-eligi-
ble (TE) pts; DVRd significantly improved progression-free
survival (PFS) regardless of cytogenetic risk (classic criteri-
a).

Methods. 709 pts with NDMM were randomized 1:1 to
DVRd or VRd. 434 pts had DNA samples for NGS testing by
unique molecular assay (UMA)-NGS target panel. CGS high
risk was defined post-hoc as having dell7p/TP53 mutations;
t(4;14) or t(14;16) or t(14;20) with additional amplq or
dellp; amplq and dellp; biallelic dellp; and high B2 micro-
globulin with normal renal function. Classic high risk was
defined per-protocol as having dell7p, t(14;16), and/or
t(4;14). Minimal residual disease negativity (MRD neg) was
assessed by NGS (Adaptive) in pts with =complete re-
sponse.

Results. 152/434 (35%) pts were high risk by CGS. Most
common genetic lesions were dell 7p/TP53 (n=59,14%), IgH
translocation with amplqg/dellp (12%), and dellp with am-

plqg (9%); 2% had biallelic focal dellp. Using CGS criteria,
17% of pts were reclassified from standard risk to high risk;
4% of pts were reclassified from high risk to standard risk.
DVRd was associated with increased MRD neg rates (10
vs VRd in both CGS standard-risk (67% vs 39%, p=0.0001)
and high-risk pts (56% vs 26%, p=0.0003). Sustained MRD
neg (10°) rates for =12 mos (+/-1 mo) were higher with
DVRd vs VRd for CGS standard-risk (57% vs 24%;
p<0.0001) and high-risk pts (41% vs 19%; p<0.0001). Re-
gardless of CGS risk status, pts who achieved sustained
MRD neg (10®°) had superior PFS outcomes vs those who
did not (p<0.0001). DVRA led to improved PFS in CGS stan-
dard-risk (HR 0.38, [95% CI 0.20-0.73]; p=0.001) and high-
-risk pts (0.54, [0.31-0.95]; p=0.039), adjusting for ISS, lac-
tate dehydrogenase, and age (>65 yrs).

Conclusions. DVRd improved MRD negativity and PFS over
VRd in IMS/IMWG CGS high-risk and standard-risk sub-
groups. UMA-NGS panel identified nearly twice as many
high-risk pts in the PERSEUS study per the CGS criteria. Re-
sults support DVRd induction/consolidation and DR mainte-
nance as standard of care for TE-NDMM, regardless of cyto-
genetic risk. © American Society of Clinical Oncology
(2026). Reused with permission.
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R-NAT SCORE: A NOVEL TOOL TO PREDICT THROMBOSIS IN MYELOFIBROSIS
PATIENTS TREATED WITH RUXOLITINIB

N. Severi'?, F. Branzanti’, M. Breccia®, M. Bonifacio®, E. M. Elli’, E. Abruzzese®, M. Tiribelli’, E. Morsia®, M.
Farina’, G. Benevolo", E. Beggiato'', N. Pugliese'’, A. Tieghi", E. Scalzulli’, G. Binotto'*, F. Cavazzini®, A. Iurlo’,
M. Crugnola, A. Duminuco'®, 0. Mulas", A. Dedola'?, F. Salvatore'?, D. Cavallina'?, D. Cattaneo', F. Cavalca’®, M.
Trawinska®, B. Martino®’, D. Cilloni*', M. Bocchia?, C. Bosi*®, C. Fava®, F. Pane'’, G. Caocci'®, G. A. Palumbo®, C.
Sartor’, F. Palandri'

'IRCCS Azienda Ospedaliero-Universitaria di Bologna, Istituto di Ematologia “Seragnoli”; *Dipartimento di Scienze Mediche e Chirurgiche, Universita
di Bologna; *Hematology, Department of Translational and Precision Medicine, Az Policlinico Umberto I - Sapienza University; ‘Department of Engineer-
ing for Innovation Medicine, Section of Innovation Biomedicine, Hematology Area, University of Verona; *Fondazione IRCCS San Gerardo dei Tintori,
Divisione di ematologia e unita trapianto di midollo; *Division of Hematology, Ospedale S Eugenio; "Division of Hematology and BMT, Department of
Medical Area, University of Udine; aHematology Unit, Department of Clinical and Molecular Sciences, DISCLIMO, Universita Politecnica delle Marche;
°Unit of Blood Diseases and Stem Cells Transplantation, Department of Clinical and Experimental Sciences, University of Brescia, ASST Spedali Civili
of Brescia; ""University Hematology Division, Citta della Salute e della Scienza Hospital; "'Unit of Hematology, Department of Oncology, University of
Torino; “Department of Clinical Medicine and Surgery, Federico II University Medical School; *Department of Hematology, Azienda USL - IRCCS di
Reggio Emilia; "*Unit of Hematology and Clinical Immunology, University of Padova; “Division of Hematology, University of Ferrara; *Hematology Divi-
sion, Foundation IRCCS Ca' Granda Ospedale Maggiore Policlinico; ""Haematology and BMT Centre, Azienda Ospedaliero-Universitaria di Parma; *UO
Ematologia, AOU Policlinico “G Rodolico” - San Marco; ’Ematologia, Ospedale Businco, Universita degli studi di Cagliari; *’Division of Hematology,
Azienda Ospedaliera 'Bianchi Melacrino Morelli'; *’ Department of Clinical and Biological Sciences, University of Turin; ?Hematology Unit, Azienda
Ospedaliera Universitaria Senese, University of Siena; *’Division of Hematology, AUSL di Piacenza; **Department of Clinical and Biological Sciences,
University of Turin, Azienda Ospedaliera Ordine Mauriziano di Torino; *’Department of Scienze Mediche, Chirurgiche e Tecnologie Avanzate “GF In-

grassia”, University of Catania

Background. Thrombosis is a major complication in myelofi-
brosis (MF), yet MF specific prognostic models are lacking.
Risk scores developed for polycythemia vera (PV) and essen-
tial thrombocythemia (ET) are therefore sometimes applied,
although their performance, particularly during ruxolitinib
(RUX), remains uncertain. The neutrophil to lymphocyte ra-
tio (NLR) is an inflammatory marker with prognostic rele-
vance in MPNs. We assessed whether PV/ET derived risk
scores, baseline NLR and early NLR changes predict throm-
bosis during RUX.

Methods. RUX MF (NCT06516406) is a multicenter real
world study including 1150 RUX treated MF patients (pts).
Thrombotic risk was assessed by IPSET T and conventional
PV criteria. Baseline NLR<3.53 was considered low. Throm-
bosis free survival (TFS) was estimated by KM; only G=2
thromboses were recorded.

Results. At RUX start, 78.1% of pts were >60 yrs, 61.0%
had =1 cardiovascular risk factor, 75.2% were JAK2 mut
and 16.2% had prior thrombosis. Mean baseline NLR was
7.4. JAK2 VAF>50% (52.1%) and NLR>3.53 (70.6%) showed
significant collinearity (p=.001). By IPSET T, 69.9% were
high risk, whereas 17.7% were low risk by PV criteria.Dur-

ing RUX, 85 thrombotic events occurred in 78 pts (6.8%),
with an incidence rate (IR) of 2.19%patient years (%py), pre-
dominantly venous. 5-year TFS was 89.6%. IPSET T failed to
stratify thrombotic risk, while PV criteria did (IR 0.87 vs
2.69%py, p=.004). Patients developing thrombosis were old-
er and had higher mean plt and WBC and NLR. NLR >3.53
was associated with higher thrombotic risk (HR 1.91,
p=.04), particularly among high risk pts.In a 3-month land-
mark analysis, NLR increase (>3.53) was linked with higher
thrombotic risk (HR 4.21, p=.04). NLR decrease to =3.53
was associated with lower thrombotic risk vs stable high
NLR (HR 2.63; p=.02).Multivariable analysis identified age
>60, prior thrombosis, and NLR >3.53 as independent pre-
dictors. These factors informed the R NAT (Ruxolitinib NLR,
Age, Thrombosis) score, stratifying pts into three risk
groups (low: 0-1 points, intermediate: 2-3, high risk: 4) with
5 year TFS of 96.6%, 88.5%, and 79.7%, outperforming
IPSET T and PV criteria (C index 0.61 vs 0.56 vs 0.53).
Conclusions. Inflammation is key to thrombotic vulnerabili-
ty during RUX. The R-NAT Score may improve discrimina-
tion of MF thrombotic risk compared with existing models.
Baseline NLR and its dynamic evaluation are reliable bio-
markers linking inflammatory control to thrombotic risk.
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ADVANCE IV+: LONG-TERM SAFETY AND EFFICACY OF EFGARTIGIMOD IN

PRIMARY IMMUNE THROMBOCYTOPENIA

M. Carpenedo’, Y. Miyakawa’, K. Nishiwaki’, Cm. Broome®, V. Mcdonald®, Dj. Kuter®’, H. Al-Samkari®, Jb. Bussel’, F.
Matthijssens®, J. Ayguasanosa®, D. Chimits®, F. Rodeghiero®, M. Michel', A. Newland"
'ASST Grande Ospedale Metropolitano Niguarda Milano; *Saitama Medical University Hospital; *The Jikei University Kashiwa Hospital; *Georgetown

University; *Barts Health NHS Trust; *Massachusetts General Hospital; "Weill Cornell Medical College; Bargenx; gHaematology Project Foundation;
"“Henri Mondor University Hospital, Assistance Publique-Hépitaux de Paris, Université Paris-Est Créteil; "'Barts &the London School of Medicine &

Dentistry, Queen Mary University of London

Efgartigimod (EFG) is a human IgG1 antibody Fc fragment
which blocks the neonatal Fc receptor and increases degra-
dation of IgG antibodies, including pathogenic autoanti-
bodies that contribute to primary immune thrombocytopenia
(ITP). The phase 3 ADVANCE 1V trial evaluated EFG in 131
adults with chronic or persistent ITP. Participants complet-
ing ADVANCE IV could roll over to the ongoing open-label
extension trial, ADVANCE IV+ (NCT04225156), to evaluate
the long-term safety and efficacy of EFG.At the time of data
cut-off (01 September 2023), of the 101 participants en-
rolled in ADVANCE IV+, 7.9% had completed the study and
57.4% had discontinued; 34.7% were ongoing. Most (51.5%)
participants discontinued treatment in the first 52 weeks,
mainly due to per-protocol lack of efficacy (27.7%). During
weeks 0-24, 33.7% of participants received ev-

ery-other-week (Q2W) EFG (stable platelet count [PC]
=100%x109/L). One-third (32.7%) had sustained PC respons-
es (=50%x109/L at =4 visits between weeks 19-24); 29.7%
achieved PC of =50%x109/L in =4 visits between weeks 0-6,
and the mean (standard error) percentage of weeks with PC
of =50%x109/L was 39.2% (3.9%). Median (Q1, Q3) time-
-to-response (two consecutive PC =50x109/L) was 122.0
(50.0, 213.0) days. The majority of participants (92.1%) re-
ported one or more treatment-emergent adverse event
(TEAE), most of which were mild or moderate in severity (se-
rious adverse events [AEs]: 15.8% pts; severe [grade =3]
AEs:18.8% pts). There were no treatment-related deaths.AD-
VANCE IV+ demonstrated long-term safety and efficacy of
EFG in participants with chronic or persistent ITP, highlight-
ing its value as a treatment in this patient group
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DECISION-MAKING PREFERENCES AND PERCEPTIONS OF HEALTH STATUS
AMONG PATIENTS WITH RELAPSED/REFRACTORY MULTIPLE MYELOMA:
AGREEMENT BETWEEN PATIENTS AND PHYSICIANS

S. Puglia', G. Gaidano®, P. Niscola®, F. Sparano’, K. Codeluppi’, E. Antonioli’, C. Califano®, O. Annibali’, C. Fozza®,
A. Tafuri’, L. Potenza'’, M. Vignetti', M. Cavo'’, M. T. Petrucci®’, F. Efficace'

'Ttalian Group for Adult Hematologic Diseases (GIMEMA), Data Center and Health Outcomes Research Unit; *Division of Hematology, Department of
Translational Medicine, University of Eastern Piedmont and Azienda Ospedaliero-Universitaria Maggiore della Carita, Novara; *Hematology Unit, San-
t'Eugenio Hospital; *“Hematology Unit, Azienda Unita Sanitaria Locale-IRCCS di Reggio Emilia; *Hematology Unit, Careggi University Hospital; °Hema-
tology Unit, "A Tortora" Hospital; "Hematology, Stem Cell Transplantation, Fondazione Policlinico Universitario Campus Bio Medico; ®Department of
Medicine, Surgery and Pharmacy, University of Sassari, Sassari; Azienda Ospedaliera Sant'Andrea; wHematology Unit, Azienda Ospedaliera Universi-
taria di Modena, Department of Medical and Surgical Sciences, University of Modena and Reggio Emilia; "' IRCCS Azienda Ospedaliero-Universitaria di
Bologna, Istituto di Ematologia "Seragnoli®, Dipartimento di Medicina Specialistica, Diagnostica e Sperimentale, Universita di Bologna; '’Hematology,

Department of Translational and Precision Medicine, Azienda Ospedaliera Policlinico Umberto I, Sapienza University of Rome

Clinical decision-making in relapsed/refractory multiple
myeloma (RRMM) is challenging due to the wide range of
available treatment options, making effective patient-physi-
cian communication essential. The aim of this study was to
evaluate: (1) patients’ preferred role in treatment decisions
and agreement with physicians’ perception; (2) agreement
between patients and physicians in the assessment of pa-
tients’ global health status.This was a cross-sectional analy-
sis of baseline data from an international observational
GIMEMA study of RRMM patients. At baseline, patients’ pre-
ferred role in decision-making was assessed with the 5-level
Control Preference Scale (CPS), and global health status
with the EORTC QLQ-C30. For descriptive purposes, CPS re-
sponses were categorized into three groups: active, collabo-
rative, passive. For patients receiving treatment at study en-
try, physicians provided corresponding assessments. Agree-
ment was evaluated using frequencies, percentages, and
weighted kappa (k), with disagreement classified as minor
or major based on the magnitude of difference between rat-
ings.Analysis included 348 patients receiving treatment at
study entry with available CPS data, of whom 45 (13%) pre-
ferred an active role, 84 (24%) a collaborative role, and 219

(63%) a passive role in decision-making. Of 312 available pa-
tient-physician paired assessments, agreement on decision-
-making preferences occurred in 119 (38.1%) cases, with mi-
nor and major disagreements in 129 (41.4%) and 64 (20.5%)
cases, respectively (k=0.23). In discordant cases (n=193),
physicians more frequently rated patients as preferring a
more active role than that reported by patients themselves
(64.8% vs 35.2%).Agreement on global health status was
limited (97/312, 31.0%), with minor and major disagreement
in 121 (38.8%) and 94 (30.2%) cases, respectively (k=0.29).
Physicians overestimated patients’ health status in 132/215
cases (61.4%), corresponding to 42.3% of the overall cohort.-
Most patients preferred a passive role in decision-making,
leaving treatment choices to physicians. Discordance be-
tween patients and physicians was observed for both deci-
sion-making preferences and perceived global health status.
Physicians tended to indicate higher levels of patient involve-
ment and better global health status. These findings unders-
core the importance of ongoing efforts to enhance communi-
cation strategies and strengthen patient-centered care in he-
matology.

[ Stampa pp. 8-9 ]

pagepress.org


https://www.pagepress.org

53

CONGRESSO NAZIONALE STE

S 1l

ROMA, 21-23 S:_:lluml)rc 2026

53° CONGRESSO NAZIONALE SIE ABSTRACT N. B06

Figure 1. Agreement/disagreement patterns between physicians and patients regarding
(A) patients’ preference for involvementin treatment decisions and (B) patients’ perceived
global health status.
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LUSPATERCEPT INITIATED AT THE MAXIMUM-APPROVED DOSE IN PATIENTS
WITH LOWER-RISK MYELODYSPLASTIC SYNDROMES WHO REQUIRE
TRANSFUSIONS: PRIMARY ANALYSIS FROM MAXILUS

M. Della Porta', M. D. Campelo?, V. Santini’, R. Buckstein’, L. Adés’, B. Bhatnagar®, L. Sahagun’, Y Lai’, D.
Miteva®, A. Mcbride’, K. Madry’, L. Fletcher'’, D. Deeren'’, T. Cluzeau'’, D. Valcdrcel”, J. M. Torregrosa-Diaz'*, S.
Grosicki®, E. Von Der Heyde'®, U. Platzbecker”, S. Venugopal'’®, A. M. Zeidan"

Cancer Center IRCCS Humanitas Research Hospital and Humanitas University; “University Hospital of Salamanca, Institute of Biomedical Research of
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(AP-HP), Paris Cité University and Paris INSERM U944; *West Virigina University Cancer Institute, Wheeling Hospital; "Bristol Myers Squibb; ®Bristol
Myers Squibb; *Oncology and Internal Medicine, Medical University of Warsaw; ““Willamette Valley Cancer Institute; ""AZ Delta Roeselare; *Nice Uni-
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ternal Medicine, Onkologie am Raschplatz; '"University Hospital Leipzig; '*Sylvester Comprehensive Cancer Center, University of Miami; '*Yale Univer-

sity School of Medicine

Background. MAXILUS is an open-label, global, ph 3b
study (NCT06045689) evaluating LUSPA at the maximum-ap-
proved dose (1.75 mg/kg) in pts with LR-MDS who are ery-
thropoiesis-stimulating agent (ESA)-naive or -relapsed/re-
fractory or intolerant (R/R/I) and require transfusions. We
report efficacy and safety from the primary analysis (Wks
1-24).

Methods. Pts (=18 y; non-del[5q] LR-MDS; =1 unit packed
RBCs =8 wks before tx) received LUSPA (1.75 mg/kg; SC
Q3W). Primary endpoint (PE): RBC-transfusion indepen-
dence (RBC-TI) =8 wks with concurrent mean Hb increase
=1 g/dL (Wks 1-24). Secondary endpoints included RBC-TI
=8 and =12 wks (Wks 1-24), modified erythroid hematolog-
ic improvement (mHI-E; Wks 1-24), and safety.

Results. ESA-naive: At cutoff (Oct 1, 2025), 53 pts received
=1 LUSPA dose. PE was achieved in 81.1% of pts; RBC-TI
=8 wks in 83.0% and =12 wks in 75.5% (Figure 1); RBC-TI
=12 wks in 72.7% of ring sideroblast-negative (RS-) pts and
85.7% of baseline serum erythropoietin (BL sEPO) <2001I-
U/L pts; mHI-E in 86.8%. Overall, 69.8% of pts remained on
tx, 1.9% completed, and 28.3% discontinued. Median tx du-
ration was 47.4 (range, 10.7-71.1) wks; 22.6% of pts had =1
dose reduction; 52.8% had =1 dose delay. Tx-emergent ad-

verse events (TEAEs) occurred in 94.3% of pts (30.2% tx-re-
lated); 20.8% led to tx interruption; grade 3/4 TEAEs oc-
curred in 66.0% (11.3% tx-related). HR-MDS progression oc-
curred in 3.8% of pts; none progressed to AML.ESA-R/R/I:
At cutoff, 53 pts received =1 LUSPA dose. PE was achieved
in 62.3% of pts; RBC-TI =8 wks in 67.9% and =12 wks in
50.9% (Figure 1); RBC-TI =12 wks in 40.0% of RS- pts and
58.3% of BLSEPO =200 IU/L pts; mHI-E in 77.4%. Overall,
39.6% of pts remained on tx, 1.9% completed, and 58.5%
discontinued. Median tx duration was 41.0 (range, 2.1-97.1)
wks; 11.3% of pts had =1 dose reduction; 43.4% had =1
dose delay. TEAEs occurred in all pts (45.3% tx-related);
20.8% led to tx interruption; grade 3/4 TEAEs occurred in
54.7% (7.5% tx-related). HR-MDS progression occurred in
3.8% of pts; none progressed to AML.

Conclusions. From Wks 1-24, LUSPA initiated at 1.75
mg/kg led to high, sustained PE achievement in both co-
horts and sustained RBC-TI =12 wks in RS- and low BL sE-
PO pts. RBC-TI and mHI-E were notable in both cohorts. Tx
was well tolerated; few pts progressed to HR-MDS, in line
with known rates, and none to AML. This primary analysis
reinforces the favorable efficacy and safety profile of LUSPA
at the maximum-approved dose in LR MDS.
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Figure 1: Primary Analysis of RBC-TI = Hb Increase >8 Wks and RBC-TI >12 Wks for LUSPA Tx in the
MAXILUS Study Among the ESA-naive Gohort and the ESA-R/R/I Gohort

ESA-naive Gohort ESA-R/R/1 Cohort
100 1 Wity (n=53) By (n=53)
90 endpoint endpoint
811 83.0
80 75.5
70 67.9
62.3
= 60 4
T 509
£ 50+
=
< 404
30 1
204
104
-
RBC-TI>8wks RBC-T|=8wks RBC-TI 12 wks RBC-TI >Bwks ABC-TI=8wks RBC-TI =12 wks
(Wks 1-24) + (Wks 1-24) (Wks 1-24) (Wks 1-24) + (Wks 1-24) Wks 1-24)
concurrent Hb concurrent Ho
increase >1 g/dL increase >1 g/dL

Data cutoff: October 1, 2025.

ESA, erythropoiesis-stimulating agent; Hb, hemoglobin; R/RA, relapsed/refractory or intolerant;
RBC-TI, red blood cell-transfusion independence; wks, weeks; tx, treatment.
*Efficacy-svaluable population (patients who received first tx 224 wks prior to data cutofi).
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DEEP TRANSCRIPTOMIC PROFILING OF NPM1-MUTATED/FLT3-ITD-NEGATIVE
AML IDENTIFIES A CLINICALLY RELEVANT FLT3"“* SUBGROUP

M. Caridi'? G. Cimino®, W. Villiers®, C. Rausch®, F. Milano®, S. Boroumand?, R. Ranieri’, M. Lim*, S. De Santis’, V.
Cardinali’, P. Aucken’, M. Rothenberg-Thurley’, A. Dufour’, M. Neusse’®, S. Schneider’, C. Sauerland’, D.
Gorlich’, U. Krug®, W. Berdel’, B. Woermann'’, W. Hiddemann®""""*, J. Braess'’, K. Spiekermann®"""*"*, K.

Metzeler”, T. Herold’"®, R. Dillon*, M. Martelli®

'Hematology Unit-ASL Viterbo, Santa Rosa Hospital; *Department of Physiology and Pharmacology, La Sapienza University of Rome; *Hematology and
Clinical Immunology Section, Center for Hemato-Oncology Research, Department of Medicine and Surgery, University of Perugia; *‘Department of Medi-
cal and Molecular Genetics, King's College; *Department of Medicine III, University Hospital, LMU; °Institute of Human Genetics, University Hospital,
LMU; ’Institute of Biostatistics and Clinical Research, University of Miinster; ®DKMS Collection Center; “Department of Medicine A, University Hospi-
tal; "’German Society of Hematology and Oncology; "' German Cancer Consortium, Partner Site; “German Cancer Research Center; *Department of On-
cology and Hematology, Hospital Barmherzige Briider; “*Bavarian Cancer Research Center; Department of Hematology, Cellular Therapy, Hemostase-
ology and Infectious Diseases, University Hospital; '*Department of Hematology, Oncology, and Stem-Cell Transplantation, Munich Hospital Bogen-

hausen, Munich Municipal Hospital Group

Background. Acute Myeloid Leukemia (AML) with Nu-
cleophosmin (NPM1) mutations without FLT3-ITD (NPM1™"
| FLT3-ITD™) defines a subgroup with favorable outcomes
when treated with chemotherapy alone. However, up to
40% of these patients relapse. We analyzed the biological
landscape of this subgroup using an integrated RNA-seq da-
taset, aiming to identify clinically relevant subgroups.
Methods. We created the “Gu” algorithm (EHA2025 -
PS1463) to generate a unified RNA-seq dataset of n = 894
samples with strong biological coherence (Fig. 1a), also re-
producing the ELN 2022 risk stratification (Fig. 1b). Several
bioinformatic analyses were performed, using multiple mi-
croarray- and RNA-seq-based gene expression profiles as
validation cohorts.

Results. Transcriptomic dissection of NPM1™" / FLT3-ITD™
AML revealed two subgroups (Fig. 1c): a “FLT3"™” cluster
resembling FLT3-ITD AML, and a “NPM1""™” cluster en-
riched in inflammatory/immune genes. These subgroups dis-
play distinct genomic profiles (with RAS mutations prevail-
ing in NPM1™™ cases and FLT3"" cases enriched for IDH2
mutations), together with different FAB subtype distribu-
tions and immune microenvironments: a markedly “hotter”

immune signature profile was highlighted within NPM1""%®
samples, whereas FLT3"™* samples appeared relatively
“cold”. Consistent with a transcriptional program partially
overlapping with FLT3-ITD AML, FLT3"*® AML samples
showed predicted drug sensitivity to FLT3-directed agents
(including quizartinib, midostaurin, and sorafenib) com-
pared with NPM17"** AML. These results were confirmed in
the independent validation cohorts. Preliminary data sup-
ported the generation of a prognostic score able to refine
risk stratification within this otherwise favorable-risk AML
subgroup (Fig. 1d). To further strengthen this approach, an
expanded survival-modeling pipeline combining several ma-
chine learning algorithms is being validated across indepen-
dent microarray and RNA-seq cohorts.

Conclusions. Our work has opened an innovative window
into the clinic and biology of NPM1™" / FLT3-ITD™’ AML, re-
vealing a distinctive transcriptomic signature correlated
with different molecular profiles, immune environments, and
drug sensitivity. Deep machine learning analyses are ongo-
ing to identify potential biomarkers for further prognostic
stratification, and new therapeutic targets have emerged,
with biological validations ongoing in our lab.
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IMPROVED RISK STRATIFICATION IN PHILADELPHIA-NEGATIVE B-ACUTE
LYMPHOBLASTIC LEUKEMIA THROUGH MOLECULAR CHARACTERIZATION
RETROSPECTIVE ANALYSIS OF THE GIMEMA LAL2317 TRIAL

F. Kaiser', D. Cardinali', M. Di Trani’, L. Elia', L. Cappelli’, I. Della Starza'’, V. Bellomarino', A. Santoro®, O.
Spinelli’, M. Piccini’, F. Lussana®’, P. Zappasodi’, M. Annunziata’, E. Borlenghi®, C. Califano’, M. Bocchia'’, M.
Leoncin'', A. Candoni'?'"’, A. Lico", E. Audisio’’, M. Lunghi'®, A. M. Mianulli”’, V. Arena'?, M. Messina'®, A.
Piciocchi'®, A. Rambaldi*"’, R. Bassan, R. Foa', S. Chiaretti'

'Division of Hematology, Department of Translational and Precision Medicine, Sapienza University; “Department of Hematology, Associazione Italiana
Leucemie Roma OdV; *Division of Hematology and Bone Marrow Transplantation, Ospedali Riuniti Villa Sofia; ‘Department of Oncology and Hematolo-
gy, Azienda Socio-Sanitaria Territoriale Papa Giovanni XXIII; *Struttura Operativa Dipartimentale Hematology, Department of Hematology, Azienda
Ospedale-Universita Careggi University; °Division of Hematology, Fondazione IRCCS Policlinico San Matteo; "Division of Hematology, Ospedale Car-
darelli; ®Division of Hematology, ASST Spedali Civili; *Division of Onco-Hematology, Plesso Ospedaliero Andrea Tortora, Pagani-Nocera Inferiore; "’He-
matology Unit, Department of Hematology, AOU Senese, University of Siena; "' Division of Hematology, Ospedale dell'Angelo; “Division of Hematology
and Bone Marrow Transplantation, Department of Medicine, University Hospital; *Azienda ULSS 2 Marca Trevigiana Ospedale Ca' Foncello; "*Hematol-
ogy Unit, Department of Hematology, San Bortolo Hospital; '*Struttura Complessa Ematologia 2, Department of Hematology, AOU Citta della Salute e
della Scienza; *Division of Hematology, Department of Translational Medicine, University of Eastern Piedmont; '"Hematology Unit, Department of He-
matology, Infermi Hospital, Azienda Unitaria Sanitaria Locale Romagna; ®Department of Hematology, Gruppo Italiano Malattie Ematologiche dell'Adul-

to Foundation; *Department of Oncology and Hematology, University of Milan

Background. Definition of risk features in B-adult lym-
phoblastic leukemia (B-ALL) is pivotal for optimal disease
management and early transplant allocation. The GIMEMA
LAL2317 phase II trial for newly diagnosed Ph- B-ALL
(18-65 years) is based on a pediatric-inspired regimen plus
blinatumomab. Baseline clinical and biological features at di-
agnosis defining very high and high-risk (VHR, HR) B-ALL
were age, white blood cell (WBC) count, cytogenetic or
molecular abnormalities (KMT2A-r, adverse karyotype , pro-
B phenotype) according to the literature (Gokbuget N.,
Blood 2024). To improve this prognostic stratification, we
retrospectively re-allocated patients on the basis of a
refined molecular characterization of the latter ICC criteria.
Methods. A total of 127 adults with Ph- B-ALL enrolled in
the GIMEMA LAL2317 trial were included. At diagnosis, the
BCR/ABL1-like predictor (Chiaretti S., BJH, 2018) was per-
formed in 109 patients, negative for recurrent fusion tran-
scripts (KMT2A-r and TCF3::PBX1). RNA/DNA sequencing
was carried out in 105 and 75, respectively.

Results. The median age was 41 years (18-65) and the me-
dian WBC count 5.3x10%L (0.1-474). Cytogenetics identified
an adverse karyotype in 7 cases (5 complex, 1 del(6), 1 low-

hypodiploid); 13 were KMT2A-r, 5 TCF3::PBX1+. As per
trial risk criteria, 34 patients (27%) were classified as VHR,
25 (20%) as HR and 68 (54%) as standard risk (SR). Thir-
ty-one patients proved Ph-like. DNA/RNA-seq allowed to
identify a set of prognostically relevant aberrations:
ZNF384-r (10), PAX5 P80R (4), PAX5-altered (6), MEF2D-r
(4) and TP53 mut/del (11). Re-stratifying patients according
to molecular features, 61 were classified as SR (PAX5-al-
tered/P8OR, ZNF384-r and B-neg) and 66 as HR (Ph-like, ad-
verse karyotype, TP53 mut/del, MEF2D-r). While the initial
risk stratification did not show differences in 3-year overall
survival (OS) and disease-free survival (DFS), after risk real-
location HR patients showed a 3-year OS of 56% vs 84% for
SR (p=0.0062); likewise, the 3-year DFS was 48% vs 85%,
respectively (p<0.0001) [Figure 1].

Conclusions. A comprehensive genomic profiling of Ph- B-
ALL patients led to the identification of additional HR cate-
gories, including MEF2D-r cases and TP53 mut/del. It also
confirmed previously recognized HR groups (adverse karyo-
type, KMT2A-r and Ph-like ALL). Conversely, ZNF384-r and
PAX5 alt/P80R patients were confirmed as a favorable sub-
set. Further data will be provided at the congress.
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Figure 1. 05 and DFS based on the initial risk stratification (A, C) and on the molecularly based
stratification (B, D).
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BGB-16673, A BRUTON TYROSINE KINASE DEGRADER, IN PATIENTS WITH
RELAPSED/REFRACTORY CHRONIC LYMPHOCYTIC LEUKEMIA/SMALL
LYMPHOCYTIC LYMPHOMA: A PHASE 1 CADANCE-101 STUDY UPDATE

L. Scarfo', S. Stilgenbauer?, R. Parrondo’, M. Thompson®, A. Frustaci’, J. Allan®, P. Ghia', I. Mocanu’, D. Roos-
Weil®, C. Tam’, J. Trotman', I. Ahn", C. Visco'’, M. Choi", Y. Zhang", L. Xu"’, K. By"”, S. Fabre", D. Persky", S.

Rose", J. Seymour"®

'IRCCS Ospedale San Raffaele, Universita Vita Salute San Raffaele; *Ulm University; 3Mayo Clinic; *“Memorial Sloan Kettering Cancer Center; °Niguar-
da Cancer Center; *Weill Cornell Medicine; "Arensia Exploratory Medicine; *Assistance Publique-Hopitaux de Paris; °Alfred Hospital; '’Concord Hospi-
tal; "' Dana-Farber Cancer Institute; *Universita degli Studi di Verona; *University of California San Diego; '*BeOne Medicine; ’BeiGene USA, Inc;

peter MacCallum Cancer Centre

Background. BTK inhibitors (BTKis) are effective treat-
ments (tx) for CLL/SLL; but, resistance and intolerance re-
main challenges. BGB-16673 is a novel BTK degrader that
induces proteasomal degradation of BTK, inhibiting signal-
ing and promoting tumor regression. The ongoing phase 1/2
CaDAnCe-101 study (NCT05006716) is evaluating BG-
B-16673 monotherapy in patients (pts) with B-cell malignan-
cies.

Aims. To report updated safety and efficacy results for
phase 1 of CaDAnCe-101 in pts with relapsed/refractory
(R/R) CLL/SLL.

Methods. Eligible pts had R/R CLL/SLL, =2 prior therapies,
ECOG performance status 0-2 (0-1 in the EU), and adequate
organ function. Pts in the US, EU, and Australia had prior
tx with a covalent BTKi. BGB-16673 was administered orally
once daily. Primary objectives were safety/tolerability and
dose determination. Secondary objectives included overall
response rate (ORR) per iwCLL 2018 criteria (with PR-L
modification) and 2014 Lugano criteria.

Results. As of Dec 15, 2025, 67 pts received BGB-16673
(50 mg, n=1; 100 mg, n=22; 200 mg, n=17; 350 mg, n=15;
500 mg, n=12). Median age was 70 years, and pts received
a median of 4 prior lines of therapy. 94% had prior covalent

BTKi, 82.1% BCL2 inhibitor, and 20.9% noncovalent BTKis.
Baseline mutations are shown (Table). Median study fol-
low-up was 24.1 months, and 52.2% remained on tx.Any-
-grade tx-emergent adverse events (TEAEs) occurred in
97.0% of pts; the most common were fatigue (37.3%), contu-
sion (32.8%), diarrhea (29.9%), and neutropenia (29.9%).
Grade =3 TEAEs occurred in 61.2% of pts, most commonly
infections (34.3%) and neutropenia (25.4%), and thrombocy-
topenia (7.5%). TEAEs led to dose reduction in 13.4% and tx
discontinuation in 17.9% of pts; 5 pts died due to infection
(one in the context of disease progression, PD).The ORR
(=PR-L) was 85.1%, with a PR or better rate of 77.6%; the
complete response (CR)/CR with incomplete marrow recov-
ery rate (CRi) of 3.0%. At 200-mg, the ORR was 94.1%
(16/17). Median time to first response was 2.8 months, and
median duration of response was 20.7 months. Responses
were seen in pts with high-risk features (Table). The 18-
-month PFS rate was 65.2% (95% CI, 50.9%-76.2%); 21 pts
(31.3%) had PD, and 5 (7.5%) died.

Conclusions. BGB-16673 demonstrated a manageable safe-
ty profile and durable responses in heavily pretreated pts
with R/R CLL/SLL, including those with high-risk disease.
The 200 mg-dose is being further evaluated in ongoing
phase 2 and 3 studies.
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Table. ORR (defined as PR-L or better) according to prior therapy
and mutation status

Patients, ORR,

Characteristic n/N (%) n/N (%)
Prior therapy

cBTKi and BCL2i 43/67 (64.2) 40/43 (93.0)

cBTKi, BCL2i, and ncBTKi 12/67 (17.9) 9/12 (75.0)
Mutation status

BTK mutation 25/66 (37.9) 19/25 (76.0)

del(17p)/TP53 mutation 44/67 (65.7) 35/44 (79.5)

PLCG2 mutation 10/66 (15.2) 9/10 (90.0)

IGHV unmutated 37/48 (77.1) 32/37 (86.5)

Complex karyotype 23/43 (53.5) 17/23 (73.9)

(=3 abnormalities)

BCL2i, B-cell lymphoma 2 inhibitor; BTK, Bruton tyrosine kinase; cBTKi, covalent BTK inhibitor;
IGHV, immunoglobulin heavy-chain variable region; ncBTKi, noncovalent BTK inhibitor;
PR-L, partial response with lymphocytosis.
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LONG-TERM SAFETY AND EFFICACY OF IPTACOPAN IN PATIENTS WITH
PAROXYSMAL NOCTURNAL HEMOGLOBINURIA: 4- AND 5-YEAR FOLLOW-UP OF
PATIENTS FROM PHASE 2 STUDIES WHO ENTERED THE ROLL-OVER

C. Frieri', A. Risitano'”?, B. Ko*, L. Wong Lee Lee’, A. Roth®, F. Sicre-De-Fontbrune®’, E. Soo Yap®, S. Yoon’, P.
Ferber'’, I. Baltcheva', A. Verles'’, S. Sanz'!, L. Monaco", T. Costigan'""?, R. Peffault De Latour”""

'U0C Ematologia e Terapie cellulari avanzate, AORN San Giuseppe Moscati; “The Severe Aplastic Anemia Working Party of the European Society for
Blood and Marrow Transplantation; *University of Naples Federico II; *National Taiwan University Cancer Center; *Queen Elizabeth Hospital; *West
German Cancer Center, University Hospital Essen, University Duisburg-Essen; 'French Reference Center for Aplastic Anemia and Paroxysmal Noctur-
nal Hemoglobinuria; *University Hospital Singapore; °Seoul National University Hospital; "’Novartis Pharma AG; ''Novartis Farmacéutica, SA; “IQVIA

Inc; PAssistance Publique Hépitaux de Paris, Université Paris Cité

Introduction Paroxysmal nocturnal hemoglobinuria (PNH)
is a rare, life-threatening disease characterized by comple-
ment-mediated hemolysis and anemia. Despite anti-C5 thera-
py, many patients remain anemic, with ongoing symptoms
and extravascular hemolysis. Iptacopan is an oral factor B in-
hibitor targeting the alternative complement pathway, show-
ing rapid and sustained hemolysis control in Phase 2/3
studies. We report 4 and 5-year follow-up data from patients
who entered the roll-over extension program (REP) from
Phase 2 studies.

Methods. PNH-REP (NCT04747613) is an ongoing, open-la-
bel, single-arm, multicenter, Phase 3 study of patients with
PNH who completed prior iptacopan studies. This analysis
includes 26 patients from two Phase 2 trials (NCT03439839,
NCT03896152)"*. Baseline was first dose of iptacopan 200
mg BID. Efficacy at 4 and 5 years includes hemoglobin (Hb)
levels, Hb =12.0 g/dL (irrespective of red blood cells transfu-
sions), transfusion avoidance, lactate dehydrogenase (LDH)
levels, absolute reticulocyte count (ARC). Safety assesses
breakthrough hemolysis (BTH), major adverse vascular
events (MAVESs), adverse events (AEs), serious AEs (SAEs).
Results. Of 26 patients, 22 entered REP. Among the 26 pa-
tients, 61.5% and 30.8% received iptacopan for =4 and =5
years, respectively. Mean Hb was 12.1 and 12.9 g/dL; 63.6%

and 66.7% achieved Hb =12.0 g/dL; mean LDH was 315.8
and 292.2 U/L; 81.8% and 83.3% achieved LDH <1.5% the
upper limit of normal (ULN) at 4 and 5 years, respectively.
Transfusion independence was achieved by 96.2% at 5-year
follow-up. Mean ARC levels were 81.4x109/L and
84.6x109/L at 4 and 5 years, respectively; all patients
achieved ARC normalization. Four BTH events occurred in 3
patients; 1 MAVE (unstable angina) was reported. AEs oc-
curred in 84.6% (COVID-19 and pyrexia 30.8% each, hea-
dache 15.4%); SAEs in 38.5%. Three deaths (11.5%) oc-
curred, none considered treatment related (Table 1).
Conclusions. Iptacopan provides durable hematological re-
sponse with sustained Hb levels, transfusion independence,
LDH control, and ARC normalization, confirming the long-
term control of intravascular andextravascular hemolysis.
BTH and MAVEs were rare and no new safety signals were
observed. These results support iptacopan as a potentially
practice-changing oral therapy for PNH.

References

1. Risitano AM, et al. Lancet Haematol. 2021.

2. Jang JH, et al. Blood Adv. 2022.

3. Risitano AM, et al. Blood 2025 ©ASH (2025) Reused with
permission
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Table 1. Long-term efficacy and safety outcomes with iptacopan in patients with PNH (4- and S-year follow-

up)
Study population
Patients, n 26
Patients entering the PNH-REP extension study, n 22
Treatment with iptacopan 24 years, n (%) 16 (61.5%)
Treatment with iptacopan =5 years, n (%) 8 (30.8%)

Hematologic efficacy

Mean Hb at 4 years, g/dL (5D) 12.1(2.0)
Mean Hb at 5 years, g/dL (SD) 12.9 (2.0)
Patients with Hb =12 g/dL at 4 years, % 63.6

Patients with Hb 212 g/dL at 5 years. % 66,7
Transfusion independence at 5 years, % 94.2

Mean LDH at 4 years, U/L (5D) 315.8 (123.7)
Mean LDH at 5 years, U/L (5D) 292.2(71.9)
Patients with LDH <1.5x% ULN at 4 years, % 818

Patients with LDH <1.5= ULM at 5 years, % 83.3

Mean ARC at 4 years, x10%L (SD) 81.4(31.3)
Mean ARC at 5 years. =107L (S0} 84.6 (15.7)
ARC normalization, % 100

Safety

Breakthrough hemolysis, n” (%) 3{11.5%)
Breakthrough hemalysis OccR (95% C1) 3.7(1.2,11.6)
MAVE, n’ (%) 1({3.8%)
MAVE OceR (95% CI) 0.9 (0.1, 6.6)
=1 AEs, n” (%) 22 (84.6%)
SAFs®, n' (%) 10 (38.5%)
Deaths**, n (%) 31(11.5%)

“n (%) refers to patients with =1 event

* Treatment-emergent infection-related SAEs were reported in 3 patients (11.5%), including pneumenia
{cansidered treatment-related by the investigator), bacterial pneumania, pneumococeal pneumaonia, sepsis,
and urinary tract infection,

** None considered treatment-related by investigator.

AEs: adverse events; ARC: absolute reticulocyte count; Cl: confidence interval; Hb: hemoglobin; LDH: lactate
dehydrogenase; MAVE: major adverse vascular events; OccR: occurrence rate (exposure-adjusted OccR
expressed as total number of episodes per 100 patient-years); SAEs: serious adverse events.
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COMBINATION TREATMENT WITH NOVEL BCL2 INHIBITOR SONROTOCLAX
(BGB-11417) AND ZANUBRUTINIB IN PATIENTS WITH RELAPSED/REFRACTORY
MANTLE CELL LYMPHOMA: RESULTS FROM A PHASE 1/1B STUDY

C. Visco', ]J. Soumerai’, C. Tam®, M. Lasica®*, M. Hoffmann’, R. Garcia Sanz’, J. Schetelig’, T. Munir®, R.
Weinkove’"’, P. Browett', E. Gonzalez Barca'’, L. Magnano Mayer”, A. Bernardelli, J. Hou", R. Cordoba'®, B.
Wu', G. Man", Y. Fang"/, S. Patel®, R. Vezan'®, S. Opat"’

'Department of Engineering for Innovative Medicine, Section of Hematology, University of Verona; °Mass General Brigham Cancer Institute and Har-
vard Medical School; *Alfred Hospital and Monash University; ‘St Vincent's Hospital Melbourne; *University of Kansas Cancer Center; 6Gregorio
Maranoén University Hospital, CIBERONC; "Universitdtsklinikum Carl Gustav Carus, Technische Universitdt Dresden; °Leeds Teaching Hospitals NHS
Trust; °Te Rerenga Ora Blood and Cancer Centre, Te Whatu Ora Health New Zealand Capital Coast & Hutt Valley; "’Cancer Immunotherapy Pro-
gramme, Malaghan Institute of Medical Research; "Auckland City Hospital; “Institut Catala d’Oncologia Hospitalet, Universitat de Barcelona, IDI-
BELL; “Hospital Clinic de Barcelona; “*Department of Engineering for Innovation Medicine, Section of Hematology, Azienda Ospedaliera Universitaria
Integrata di Verona; "University of Pittsburgh Medical Center; "*Hospital Universitario Fundacién Jiménez Diaz; "BeOne Medicines Ltd, Shanghai;

BeOne Medicines Ltd, San Carlos; '’Lymphoma Research Group, School of Clinical Sciences at Monash Health, Monash University

Background. Although venetoclax + ibrutinib are effica-
cious in R/R MCL, durable treatments (tx) with improved tol-
erability are needed. Sonrotoclax (sonro), a next-generation
BCL2 inhibitor, is more selective and pharmacologically po-
tent than venetoclax. Zanubrutinib (zanu) is a 2nd-genera-
tion BTK inhibitor approved for R/R MCL in the US. Here,
we report safety and efficacy of combination sonro+zanu
(SZ) in patients (pts) with R/R MCL in a phase 1/1b study
(NCT04277637).

Methods. Study tx started with zanu lead-in (320mg QD or
160mg BID) for 8-12 wk, after which sonro was added with
ramp-up to target dose (80, 160, 320, or 640mg QD). Treat-
ment continued until progression, unacceptable toxicity, or
elective discontinuation after 96 wk. Primary endpoint was
safety; secondary endpoints included overall response rate
(ORR).

Results. As of Dec 6, 2025, 51 pts were enrolled in sonro
dose cohorts: 80mg (n=6), 160mg (n=13), 320mg (n=27),
and 640mg (n=>5). At data cutoff, 46/51 (90.2%) had initiat-
ed SZ, with 25 (49.0%) remaining on tx. Pts had a median
of 1 prior tx (range, 1-4; stem cell transplant, n=15 [1 allo-
geneic, 14 autologous]; CAR-T, n=1; BTK inhibitor, n=4).
Maximum tolerated dose was not reached; the recommend-

ed phase 2 dose of sonrotoclax was determined to be 320mg
QD.Twenty-one pts (41.2%) discontinued SZ and 6 (11.8%)
discontinued zanu only. TEAEs led to discontinuation of SZ
in 4 pts (7.8%) and zanu in 2 (3.9%); none led to discontinu-
ation of sonro only. TEAEs led to death in 2 pts (3.9%; pneu-
monia; abdominal sepsis). The most common any-grade
TEAE was diarrhea (37.3%). Grade =3 TEAEs occurred in
66.7% of pts (most common: neutropenia [21.6%]). Serious
TEAEs occurred in 41.2% of pts (most common: pneumonia
[15.7%]).For sonro 320mg+zanu, the most common any-
-grade TEAE was diarrhea (51.9%; most grade 1-2) and
grade =3 TEAE was neutropenia (22.2%). No laboratory or
clinical TLS occurred.In sonro 320mg+zanu pts (median fol-
low-up, 21.3 mo), ORR was 81.5% (22/27); CR rate was
59.3% (16/27). Median duration of response (DOR) was not
reached; 30-mo DOR rate was 77.7% (95% CI,
50.2%-91.2%). Of 4 pts with prior BTK inhibitor therapy, 2
achieved PR. All 6 pts who elected to discontinue tx
achieved CR and remain in complete remission (median
time off tx, 9.6 mo; range, 2.9-12.1).

Conclusions. SZ was well tolerated with promising antitu-
mor activity. A phase 3 trial of sonro 320mg+zanu is ongo-
ing (NCT06742996).
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NON-HODGKIN’S LYMPHOMA

THE GUT MICROBIOME MATTERS: DEFINING THE ROLE OF GUT MICROBIAL
COMPOSITION AND ITS DYNAMICS IN MODULATING THE CAR T-CELL RESPONSE
IN PATIENTS WITH RELAPSED/REFRACTORY LARGE B-CELL LYMHPHOMA: A
PROSPECTIVE, SINGLE-CENTRE STUDY

B. Casadei', A. Bernardi’, G. Conti’, C. Pellegrini’, F. Bonifazi’, S. Turroni’, C. Romano’, S. Blandino', M. Gentilini’,
G. Gabrielli’, A. Farolfi®, M. Roberto’, F. De Felice’, M. Ursi’, A. Desiderio’, G. Rossetti’, E. Maffini’, P. Brigidi’, L.
Argnani’, P. L. Zinzani’

'IRCCS Azienda Ospedaliero-Universitaria di Bologna, Istituto di Ematologia “Seragnoli”; *‘Human Microbiomics Unit, Department of Medical and Surgi-

cal Sciences, University of Bologna; *IRCSS Azienda Ospedaliero-Universitaria di Bologna; *Unit of Microbiome Science and Biotechnology, Depart-
ment of Pharmacy and Biotechnology, University of Bologna; °Dipartimento di Scienze Mediche e Chirurgiche, Universita di Bologna; *Nuclear

Medicine, IRCCS Azienda Ospedaliero-Universitaria di Bologna

Prognosis for relapsed/refractory large B-cell lymphoma (rrL-
BCL) has significantly improved with CAR T-cell, but out-
comes considerably vary. Given the gut microbiome (GM)
key role on immune regulation, we designed a prospective
study on its role in the outcome of rrLBCL patients undergo-
ing CAR-T, monitoring its longitudinal changes from aphere-
sis (TO) to follow-up (fup) (AIRCIG202227350). Fecal sam-
ples of 59 rrLBCL patients treated with CAR-T (55 axicel, 4
lisocel) were collected at TO, the day before and after lym-
phodepletion (LD), the day of infusion, and during fup. 16S
rRNA sequencing was performed to obtain genus-level in-
sights into GM, while shotgun metagenomic (MTG) analysis
was carried out to have high-resolution compositional infor-
mation. Responders (R) were defined as those who obtained
at least a partial response. Median age was 58 years (range
29-74), 76% had stage III/IV, 93% were refractory to last
treatment and 95% received bridging therapy. Best overall
response rate was 76%, median progression-free survival
was 6.2 months, and median overall survival was not
reached (median follow-up 18.2 months). Alpha diversity, as-
sessed by both 16S and MTG, remained stable in R but signi-

ficantly decreased in non-responders (NR), with a marked re-
duction observed from the acute post-LD phase to the last
fup. Beta diversity analysis revealed a clear divergence in
microbial community structure between R and NR over
time, results confirmed by taxonomic evaluation. At genus
level, NR exhibited a progressive decrease in the relative
abundance of Ruminococcus, Christensenellaceae R-7
group, Prevotella and Monoglobus, with significant differ-
ences compared to R emerging from day 30. Species-level
analysis showed a reduction of Faecalibacterium prausnitzii,
Anaerostipes hadrus and Blautia wexlerae in NR, alongside
an increase in Enterocloster clostridioformis and Entero-
closter bolteae (Fig.1). Notably, taxa depleted in NR are
commonly associated with short-chain fatty acid production
and maintenance of gut homeostasis, whereas taxa enriched
in NR have been linked to dysbiotic and pro-inflammatory
states. Our findings highlight the potential of integrating
the microbiome profile into patient assessments not only to
predict response to therapy but also to guide personalised
treatment strategies.
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Figure 1. Alpha and beta diversity of the fecal microblome in responder and non responder patients, assessed in bath 165 fANA gene sequencing (A and
shotgun metagenomic (B) analysis, using Shannon diversity index and Bray-Curtis dissimilarity, Boxplots showing differences in the relative abundance of
bacterial genera (C) and species-fevel genome bins (SGE, D) assessed by 165 and shotgun metagenomic analyses, respectively. Statistical significance
(Wilcowon test, FOR comection): *p=0.1, * p =< 0.05, **p=0.01.
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CTDNA MRD ASSESSMENT AND CLINICAL OUTCOMES IN HIGH-RISK ABC-DLBCL:
UPDATED RESULTS FROM THE FIL_RI-CHOP TRIAL

R. Moia', A. Di Rocco’®, N. Maher’, A. Chiappella’, A. Evangelista®, V. Tabanelli’, E. Ravano’, A. Tucci®, F.
Cavallo’", F. Zaja'"", B. Botto"’, G. Loseto", A. Merli", A. Arcari'®, M. Cimminiello”, A. Ferrari'®, E. Pennese'’, M.
Zanni”, G. Gini*', U. Consoli*’, A. Mele®, J. Olivieri**, M. Spina®’, M. Tani’*’, A. Ferreri’’, E. Derenzini’®, A. Pinto®, S.
Hohaus*, M. Coscia®*?, B. Puccini®}, Marino D**, M. Almasri', B. Al Deeban’, E. Genuardi®, F. Melle', A. Dondi*’, S.
Ferrero®, U. Vitolo*, G. Gaidano', M. Martelli*®

! Division of Hematology, Department of Translational Medicine, Universita del Piemonte Orientale and AOU Maggiore della Carita; > Department of
Translational and Precision Medicine - SAPIENZA University of Rome; ° Hematology and Stem Cell Transplantation- AOU Policlinico Umberto I - Rome;
* Division of Hematology and Stem Cell Transplantation, Fondazione IRCCS Istituto Nazionale dei Tumori; ° SSD of Clinical Epidemiology, Universitaria
Citta della Salute e della Scienza di Torino and Centre for Cancer Prevention Piemonte; ° IEO, Istituto Europeo di Oncologia IRCCS - Haematopatholo-
gy Division; ’ SC Ematologia, ASST Grande Ospedale Metropolitano Niguarda; ® Division of Hematology, ASST Spedali Civili; ° Department of Molecu-
lar Biotechnology and Health Sciences, University of Torino; '° Division of Hematology and Stem Cell Transplant Unit, University of Torino, AOU Citta
della Salute e della Scienza; ** DSM, University of Trieste; 2 Division of Hematology, ASUGI - Azienda Sanitaria Universitaria Giuliano Isontina Ospe-
dale Maggiore; ** AOU Citta della Salute e della Scienza di Torino - S C Ematologia; ** Hematology and Cell Therapy Unit, IRCCS-Istituto Tumori ‘Gio-
vanni Paolo II’; * UO Ematologia, Ospedale degli Infermi; '° Ospedale Guglielmo da Saliceto - U O Ematologia, AUSL Piacenza; '’ Dipartimento Onco-
logico, U O C di Ematologia-Centro Trapianti di Cellule Staminali, A O R “San Carlo” di Potenza; ** Azienda Unita Sanitaria Locale-IRCCS - Arcispedale
Santa Maria Nuova - Ematologia; '* UOC Ematologia Dipartimento Oncologico Ematologico, P O Spirito Santo; *° Division of Hematology, A O SS Anto-
nio e Biagio e Cesare Arrigo; *' Division of Hematology, AOU Ospedali Riuniti; ** UOC Ematologia ARNAS Garibaldi; * UOC Ematologia e Trapianto,
AOC Panico; ** SOC Clinica Ematologica, Azienda Sanitaria Universitaria Friuli Centrale (ASU FC); ** Division of Medical Oncology and Immune-Relat-
ed Tumors, Centro di Riferimento Oncologico di Aviano (CRO), IRCCS; * Ospedale delle Croci - Ematologia; 7 Programma Strategico Linfomi - IRCCS
Ospedale San Raffaele; * Oncohematology Division, Istituto Europeo di Oncologia IRCCS - Haematopathology Division; * Ematologia Oncologica, Istitu-
to Nazionale Tumori, Fondazione “G Pascale”, IRCCS; *° Fondazione Policlinico Universitario Agostino Gemelli IRCCS; i Hematology Division, ASST
Sette Laghi, Ospedale di Circolo; * Department of Medicine and Surgery, University of Insubria; ** Azienda Ospedaliera Universitaria Careggi - Unita
funzionale di Ematologia; ** Transplant Unit, Veneto Institute of Oncology IOV-IRCCS Padua; ** Fondazione Italiana Linfomi, Onlus; * Candiolo Cancer
Institute, FPO-IRCCS

Background. The FIL RI-CHOP trial evaluated R-CHOP  overcome the prognostic impact of baseline ctDNA levels. At

plus ibrutinib (I) with I maintenance in young, untreated
high-risk ABC-DLBCL, integrating molecular genotyping and
ctDNA-based MRD analysis.

Methods. Prospective, multicenter, single-arm phase II trial
enrolling newly diagnosed ABC-DLBCL aged 18-65 and IPI
=2. COO was centrally assessed by Nanostring. After one R-
-CHOP cycle, confirmed ABC-DLBCL received R-CHOP+I
(560 mg/day) from cycle 2-6, followed by 2 rituximab+I cy-
cles and 18-month I maintenance for patients achieving
=PR. Primary endpoint was 2-year PFS. Baseline genotyping
and serial ctDNA MRD were assessed by CAPP-Seq.
Results. Among 279 registered patients, 75 (35%) were
classified as ABC and received experimental treatment. Me-
dian age was 57 years (IQR 50-60), 58 (77.3%) patients pre-
sented elevated LDH levels, 34 (46%) IPI > 2 and 8 (10.7%)
elevated CNS-IPI. At baseline ctDNA was evaluated in 66 pa-
tients and the DLBClass showed enrichment of clusters typi-
cal of ABC DLBCL, namely C5 (48.3%) and C1 (25.0%) (Fig
1A). Baseline ctDNA levels correlated with IPI >2 (p=0.039)
and with high LDH (p<0.001) but did not associate with
poor outcomes, potentially suggesting that ibrutinib may

EOI, assessed by PET-CT, ORR was 85.33% with a
metabolic CR of 72%. A total of 64 patients initiated I main-
tenance; after 6 months, 6 of 10 patients with PR at EOI
converted into CR. After a median FU time of 39 months,
the 2 year-PFS rate was 77.9% IQR (68.9-88.1) (Fig 1B)
and, notably, no patient developed CNS relapse. EOI ctD-
NA-based MRD was evaluated in 52 patients. MRD positivity
significantly predicted shorter PFS (p<0.001) and presented
a strong negative predictive value (90.9%) (Fig 1C). MRD in-
dependently associated with PFS also when adjusted for IP-
I>2 (HR 12.1, p<0.001) (Fig. 1D). Treatment was generally
well tolerated; grade 3-4 neutropenia occurred in 13% of pa-
tients, febrile neutropenia in <2%, and three grade 1-2 car-
diac events were recorded.

Conclusions. FIL RI-CHOP is the first Italian academic lym-
phoma trial integrating central COO classification, molecu-
lar genotyping, and ctDNA MRD in a prospective design.
The regimen was safe and highly effective with favorable
PFS and no CNS relapses, despite the high-risk ABC-DLBCL
population. ctDNA MRD retained independent prognostic
value and should guide treatment stratification in future
trials.
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CLINICAL FEATURES, TREATMENTS AND OUTCOME OF PLASMABLASTIC
LYMPHOMA: RESULTS FROM A PRELIMINARY ANALYSIS OF THE
RETROSPECTIVE MULTICENTER INTERNATIONAL PLALY STUDY ON BEHALF OF
FIL, LEO/MER REGISTRY AND PLRG

A. Castellino’, E. Ravano’, L. Marcheselli’, G. Rindone®*, M. Spina’®, M. Riva®, A. Ferrari’, C. Imbriani®, C. Toldo’, P.
Galieni'’, A. Tafuri'’, L. Donzelli'’, F. G. Rossi"’, D. Dalu'’, R. Bruna', E. Cencini'®, B. Botto'/, M. V. Sacchi', S.
Lazzi', M. Ponzoni”’, A. Dabrowska-Iwanicka®', G. Nowakowski®, A. J. M. Ferreri*, A. Re*

'Division of Hematology, AOS Croce e Carle; *Division of Hematology, ASST Grande Ospedale Metropolitano Niguarda; *Clinical Trial Office, Fon-
dazione Italiana Linfomi; *Division of Hematology, Fondazione IRCCS San Gerardo dei Tintori; °SOC di Oncologia Medica e dei Tumori immunocorre-
lati, IRCCS Centro di Riferimento Oncologico di Aviano; ®Division of Hematology, ULSS 8 Vicenza-Ospedale S Bortolo; "Division of Hematology, Azienda
Unita Sanitaria Locale-IRCCS Arcispedale Santa Maria Nuova; *Hematology Department, AOU Careggi and University; “UO Medicina Interna - Section
of Hematology and Stem Cell Transplantation, ASUIT Trento; "’"UOC di Ematologia, Ospedale CG Mazzoni; "' Divison of Hematology, Azienda Ospedalier-
a-Universitaria Sant'Andrea; “Istituto Ematologia -Dipartimento di Medicina Traslazionale e di Precisione, Policlinico Umberto I - Universita "La
Sapienza"; "’Division of Hematology, Fondazione IRCCS Ca Granda Ospedale Maggiore Policlinico di Milano; "*Division of Oncology, ASST Fatebene-
fratelli - Polo Luigi Sacco; ’SCDU Ematologia, "Amedeo Avogadro" University of Eastern Piedmont; "°Division of Hematology, Azienda Ospedaliera Uni-
versitaria Senese and University of Siena; '’SC Ematologia, AO Citta della Salute e della Scienza; "*Fondazione Italiana Linfomi; "*Pathology Unit, AOU
Senese, Department of Biotechnology, University of Siena; *’Pathology Unit, Ateneo Vita Salute San Raffaele University; *’ Maria Sklodowska-Curie Na-
tional Research Institute Of Oncology; *’Division of Hematology, Mayo Clinic; *Unit of Clinical Hematology/Lymphoma Research Unit, IRCCS San Raf-

faele Scientific Institute; **SC Ematologia, ASST Mantova

Plasmablastic Lymphoma (PBL) is a rare and aggressive B-
-cell malignancy with unique clinicopathological features,
correlated with immunosuppression. Standard therapy is not
established yet and few prognostic factors are known. We
are carrying an international multicenter retrospective
study (PlaLy) on PBL patients, diagnosed in 37 centers
across three countries (Italy, Poland, USA), to describe clini-
cal and pathological characteristics, treatments, outcome
and prognostic factors. All patients locally diagnosed with
PBL between 2000 and 2022, with available histopathologi-
cal samples, are included. We present a preliminary analysis
on the first 50 patients. A comprehensive histopathological
central review is ongoing. At the time of analysis, 50 pa-
tients were enrolled: median age 56 (35-87), with 46% older
than 60 years, 82% male, B symptoms in 13 (28%), ad-
vanced stage in 28 (62%), ECOG PS > 1 in 11 (23%), more
than 1 extranodal site in 19 (40%) cases. R-IPI was low in
11%, intermediate in 39%, high in 50%. HIV was positive in
20 (44%) patients: all but one were already under antiretro-
viral treatment at the time of lymphoma diagnosis, but in
52% of cases it was started less than 12 months earlier. Me-
dian CD4+ count was 99 (70-280) cells/ uL and 4 patients

had a concomitant opportunistic infection. EBV viremia was
positive in 57% of cases, while EBER was positive in 72% of
histological samples. Front line treatment regimens were:
CHOP-like in 25, EPOCH in 15, MAGRATH/GMALL in 2,
others in 3 cases. 20% patients received bortezomib in asso-
ciation to chemotherapy, 20% radiotherapy (RT) and 14%
autologous stem cell transplantation (ASCT) consolidation.
Response was evaluated in 45 cases, with ORR 71%, CR
60%. At a median follow-up of 134 months, 10-year PFS and
0S were 42% (95% CI, 26-56) and 55% (95% CI, 38-69), re-
spectively. On univariate analysis, ECOG PS >1, >1 extrano-
dal site correlated with worse outcomes. IPI, R-IPI, and CN-
S-1PI strongly retained their prognostic role (p=0.016). We
recorded 10 relapses, one in CNS. Patients receiving up-
front consolidation therapy (RT or ASCT) showed better out-
comes than those treated with CT alone (Figure 1); the
trend remained favorable for ASCT alone (p=0.09). 21
deaths occurred (71% for lymphoma). In this preliminary
analysis new risk factors have been identified; patients treat-
ed with upfront consolidation therapy showed better survi-
val, which needs to be confirmed in the whole cohort we ex-
pected to enroll in the study.
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EFFICACY AND SAFETY OF GLOFITAMAB IN RELAPSED/REFRACTORY B-CELL
NON HODGKIN LYMPHOMA: RESULTS FROM THE RETROSPECTIVE
OBSERVATIONAL GIMEMA-FIL IMM0123 STUDY

A. Guidetti', A. Talone?, B. Casadei’, P. R. Scalzulli*, L. Nassi’, M. C. Tisi%, V. Bolis’, E. Ravano®, F. D'Alo’, F.
Piazza', E. Lucchini'’, E. Pennese', F. Ballerini*’, A. Castellino', G. Gini*’, A. Di Rocco'®, M. Musso"’, M.
Frascione'®, A. M. Carella’®, M. Iodice?, A. Piciocchi’, P. L. Zinzani*®, P. Corradini’

'Division of Hematology and Bone Marrow Transplantation, Fondazione IRCCS Istituto Nazionale dei Tumori and Department of Pathophysiology and
Transplantation University of Milano; *GIMEMA Foundation; “IRCCS Azienda Ospedaliero-Universitaria di Bologna, Istituto di Ematologia Seragnoli;
‘U0C Ematologia e Centro Trapianti CSE, IRCCS Fondazione Casa Sollievo della Sofferenza; *Careggi Hospital and University of Florence; °Hematolo-
gy Unit, San Bortolo Hospital; "University of Milano; °SC Ematologia, ASST Grande Ospedale metropolitano Niguarda; *Fondazione Policlinico Universi-
tario Agostino Gemelli IRCCS; '’Azienda Ospedaliera Universitaria Padova; "'Azienda Sanitaria Universitaria Giuliano Isontina; *UOC Ematologia Clini-
ca, Presidio Ospedaliero Spirito Santo; ’Clinica Ematologica Azienda Ospedaliera Universitaria San Martino; '*Struttura Complessa di Ematologia,
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Traslazionale e di Precisione; "UO Oncoematologia e Trapianto di Midollo, Casa di Cura La Maddalena; "*FPO IRCCS Candiolo Cancer Institute; UOC
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Background. Glofitamab, a T-cell bispecific antibody target-
ing CD20 and CD3, has demonstrated clinically meaningful
activity with a good safety profile in patients with relapsed
and refractory (R/R) aggressive B Cell Non Hodgkin Lympho-
ma (NHL).

Aims. To evaluate real-world effectiveness and safety of Glo-
fitamab in patients with R/R B-cell lymphoma.

Methods. IMMO0123 is a multicenter, retrospective observa-
tional study promoted by GIMEMA-FIL. Adult patients who
received at least one dose of Glofitamab in the context of
the compassionate use program in Italy between March
2022 and March 2024 were included.

Results. Fifty-eight patients with a median age of 64 years
(range, 29-85) were included. Most patients had advanced-s-
tage disease with stage III-IV in 83% (48/58) and high-inter-
mediate/high IPI in 49% (26/58). Histology was diffuse large
B-cell lymphoma (DLBCL) in 47 patients (81%), high grade
lymphoma in 6 (10%) and other histologies in 5 (8.6%). Pa-
tients have received a median of 4 previous line of therapy
(range, 2 - 9). Forty-five patients (78%) were refractory at
last therapy and 32 (55%) had failed CAR T-cell therapy.
The median number of Glofitamab cycles administered was

4 (range, 1-12). The best ORR was 48% (28/58) including
CR in 29% (17/58) and PR in 19% (11/58). With a median
follow-up of 24 months (range, 0.29 -33.04), the estimated
2-years OS was 40% (95% CI:28.7-56) and 2-years PFS was
32% (95% CI:21.8-47.6). Patients who achieved CR showed
significantly improved 2-years OS (80.1% vs 21.5%,
p<0.0001) and PFS (81.4% vs 10.3%, p< 0.0001) compared
to those who did not achieve CR (Figure 1). Twenty-five pa-
tients died due to lymphoma (44%) and 5 (9%) due to infec-
tions. Adverse events occurred in 66% of patients (37/56),
mainly grade 1-2 cytokine release syndrome (26 events) and
infections (28 events), 8 patients presented a grade > 3 in-
fection. Following Glofitamab, 3 patients underwent CAR T-
-cell therapy and 5 underwent allogeneic stem cell transplan-
tation.

Conclusions. In this real-world compassionate-use setting,
Glofitamab demonstrated a meaningful clinical activity and
a manageable safety profile in heavily pretreated patients
with R/R B cell NHL with results consistent with findings
from other real-world studies. Among patients who achieved
CR, sustained OS and PFS at 2 years of follow-up further
support these promising results, showing Glofitamab as an
effective salvage treatment option for R/R NHL patients.
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PHASE 3, RANDOMIZED STUDY OF TALQUETAMAB PLUS DARATUMUMAB *
POMALIDOMIDE VS. DARA PLUS POM AND DEXAMETHASONE IN
RELAPSED/REFRACTORY MULTIPLE MYELOMA: MONUMENTAL-3

S. Mangiacavalli', P. Voorhees?, R. Mina®, P. Rodriguez Otero*, W. Chen’, M. V. Mateos’, J. Li’, P. Moreau®, Y.
Cohen’, C. K. Min", R. Hajek", C. Ye"’, H. Magen", S. Rubinstein', W. Fu"®, V. Hungria'®, G. Cengiz Seval"’, J. S.
Farias', J. Radocha', S. Maral’’, M. Turgut”, Y. Koh”, D. O'Leary”, J. Schmidt Filho*, R. Thertulien®, G. An*, S.
Yi Huang”, S. Grosicki*®, A. Tyczynska®, R. Banerjee®, M. Pianko®', J. Martinez-Léopez*, P. Steckiewicz®’, D.
Maruyama®, K. Fukushima®, A. Oriol*’, J. Lopez Pardo®, H. Goldschmidt®, C. Pawlyn®, A. Perrot®, E. Zamagni*',
M. A. Dimopoulos*, L. Rasche®, J. Tolbert*, W. Terry", C. Courtoux*, X. Liu®, S. Y. Vasey", K. Connors*’, M.
Festa’, C. Heuck", A. Langlois*, L. O'Rourke*, J. Zhou*, X. Qin*, J. Lu®, J. Gong*, D. Vieyra*, M. Beksac*

'IRCCS Fondazione Policlinico San Matteo; *Atrium Health/Levine Cancer Institute, Wake Forest University School of Medicine; 3Emory University;
‘Cancer Center Clinica Universidad de Navarra; *Capital Medical University; SHospital Clinico Universitario de Salamanca; "*°Chinese Academy of Med-
ical Sciences; *University Hospital Hotel-Dieu; ***Tel Aviv University; ’The Catholic University of Korea; "'University of Ostrava; *University of Texas;
“University of North Carolina School of Medicine; Tongji University; '°Clinica Médica Sdo Germano; '"Ankara University; '*Liga Paranaense de Com-
bate ao Céncer (LPCC); "*Charles University, Czechia; *’Medipol Mega University Hospital; * Ondokuz Mayis University; **Seoul National University;
“University of Minnesota; **Camargo Cancer Center; “Novant Health Cancer Institute; ’National Taiwan University Hospital, National Taiwan Univer-
sity College of Medicine; **Medical University of Silesia; *’University Clinical Center Gdansk; *’Fred Hutchinson Cancer Center; *' University of Michi-
gan Health; *Complutense University of Madrid/CNIO; **Holy Cross Cancer Center; *Japanese Foundation for Cancer Research (JECR); **The Universi-
ty of Osaka Graduate School of Medicine; **Hospital Universitari Germans Trias i Pujol (HUGTIP), Institut Catala de la Salut (ICS); *’I'Hospital de la San-
ta Creu i Sant Pau; *University Hospital and National Center for Tumor Diseases; *The Institute of Cancer Research and The Royal Marsden NHS

Foundation Trust; “’Universite de Toulouse; ' University of Bologna; “’National and Kapodistrian University of Athens; *University Hospital of
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Introduction. Talquetamab (Tal), an anti-GPRC5D bispecif-
ic antibody, has shown deep and durable responses in late
line relapsed/refractory (RRMM) with a favorable infection
profile. A B-cell sparing mechanism facilitates Dara and
Pom combinations, enabling synergistic efficacy in earlier
lines. We report efficacy and safety from the Monumen-
TAL-3 interim analysis (NCT05455320).

Methods. Phase 3 study randomizing pts with RRMM and
=1 prior LOT including lenalidomide and a proteasome in-
hibitor 1:1:1 to Tal+Dara+Pom (Tal-DP), Tal+Dara (Tal-D)
or DPd. Primary endpoint was progression-free survival (PF-
S).

Results. 864 pts were randomized (Tal-DP, n=287; Tal-D,
n=287; DPd, n=290). Median prior LOT was 2 (range 1-8).
At 24.6 months median follow-up, Tal-DP and Tal-D signifi-
cantly improved PFS vs DPd (HRs [95% CI]: 0.28
[0.20-0.40], P<0.0001 and 0.33 [0.24-0.46], P<0.0001; Fig-
ure A+B). 24-month PFS (95% CI) favored Tal-DP (81.3%
[75.8-85.7]) and Tal-D (77.6% [71.7-82.5]) vs DPd (51.2%
[44.8-57.1]). ORRs (88.2%, 88.5%, 77.6%) and =CR rates

"Johnson & Johnson; “Istinye University and Ankara University

(71.1%, 69.0%, 34.5%) were significantly higher for Tal-DP
and Tal-D vs DPd, respectively. OS HRs (95% CI) vs DPd
were 0.47 (0.30-0.73; P=0.0006) for Tal-DP and 0.51
(0.33-0.78; P=0.0015) for Tal-D. AEs were manageable and
consistent with expectations. AEs leading to discontinuation
(d/c): 10.5% (Tal-DP), 8.0% (Tal-D), 6.7% (DPd). Grade (gr)
5 AEs: Tal-DP (1.8%), Tal-D (4.0%), DPd (4.6%). Infection
rates (gr 3-4, gr 5): Tal-DP (37.0%, 0.7%), Tal-D (27.7%,
1.5%), DPd (41.0%, 1.8%). CRS (mostly gr 1-2): Tal-DP
(67.8%) and Tal-D (58.4%). GPRC5D-related AEs (mostly gr
1-2) with Tal-DP, Tal-D, DPd, respectively: taste changes
(72.8%; 74.8%; 3.9%), weight decrease (45.7%; 38.3%;
7.4%). Ataxia (gr 1-2, gr 3): Tal-DP (11.6%, 2.9%), Tal-D
(10.2%, 2.2%), DPd (0.4%, 0%).

Conclusions. Tal-DP and Tal-D had a significant PFS bene-
fit vs DPd, clinically meaningful OS improvements, and simi-
lar gr =3 infection rates to DPd. Tal was combinable, with
low treatment d/c. Tal-D = Pom represents a new RRMM
standard of care as early as 2L across all practice
settings.Accepted and presented at the European Hematolo-
gy Association (EHA) Annual Congress 2026.
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TECLISTAMAB PLUS DARATUMUMAB IN PATIENTS WITH RELAPSED
REFRACTORY MULTIPLE MYELOMA: ANALYSIS OF MAJESTEC-3 BASED ON
CYTOGENETIC AND FUNCTIONAL RISK

F. Gay'; R. Banerjee”’; N. W. C. J. Van De Donk’; R. Mina®; M. V. Mateos’; N. J. Bahlis’; A. Perrot®; A. K. Nooka’; J.
Lu'’; C. Pawlyn'""?, G. Caeiro", A. Kentos", V. Hungria’®, A. K. Mylin'®, C. T. Hansen'’, R. Teipel®, B. Besemer'’, M.
A. Dimopoulos®*?, E. Zamagni**®, S. Yoshihara®, K. Kim*’, P. Geerts®, E. V. Leeuwen-Segarceanu”’, A. Tyczynska®,
M. Hansson’, M. Grey”, S. Sidana®, P. Rodriguez-Otero®, J. Martinez-Lopez®, H. Hashmi**, L. D. Anderson Jr. ¥,
C. Cerchione®, S. Manier”, J. San-Miguel®, M. Baljevic*’, R. Carson®’, W. Sun*, K. Lantz", A. Seifert*, D. Briseno-
Toomey”, L. O’'Rourke*’, M. Rubin", D. Vieyra®, L. Kang"’, H. Xu*, R. Attar*, C. Chiu*, L. J. Costa*

"University of Torino; “Fred Hutchinson Cancer Center; *University of Washington; *Vrije Universiteit Amsterdam; >Emory University; °Hospital Univer-
sitario de Salamanca; "University of Calgary; *Universite de Toulouse; "Emory University; '’Peking University People’s Hospital; ''The Royal Marsden
NHS Foundation Trust; *The Institute of Cancer Research; Hospital Privado Centro Medico de Cérdoba; *Hoépital de Jolimont; ’Clinica Sdo Germano;
Rigshospitalet; ’Odense University Hospital; "*Universitdtsklinikum Carl Gustav Carus Dresden; **University Tiibingen; *’National and Kapodistrian
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Johnson; *Johnson & Johnson; *Johnson & Johnson; *Johnson & Johnson; **University of Alabama at Birmingham

Introduction. Tec-Dara showed significant improvement in
progression-free survival (PFS) and all key secondary end-
points vs Dara + dexamethasone + pomalidomide or borte-
zomib (DPd/DVd) in the phase 3 MajesTEC-3 trial (NC-
T05083169) in early-line RRMM. PFS/overall survival (OS)
favored Tec-Dara across all subgroups, with a well-managed
safety profile. We report post-hoc subgroup analyses of Ma-
jesTEC-3 by high-risk cytogenetic abnormalities (HRCAs)
and functional high-risk (FHR) status.

Methods. Pts had 1-3 prior lines of therapy (pLOT), includ-
ing a proteasome inhibitor and lenalidomide with progres-
sive disease (PD) on/after last LOT. Pts were randomized
1:1 to Tec-Dara or DPd/DVd. Tec and Dara dosing were
aligned with the approved Dara schedule. DPd/DVd were ad-
ministered per approved schedules. HRCAs were defined as:
t(4;14), t(14;16), or del(17p); a revised definition included
gain(1g21) or amp(1q21). Risk subgroups were: standard (st-
d.) or high, revised std. or high, and 1 or 22 HRCAs. FHR
was defined as 1 pLOT with PD =18 mo post-ASCT or start
of initial therapy. Minimal residual disease negativity (M-

RD-neg) complete response or better (=CR) rates (10° or
10°) were assessed by next-generation sequencing.
Results. 587 pts were randomized (Tec-Dara, n=291;
DPd/DVd, n=296). At 34.5 mo median follow-up, PFS fa-
vored Tec-Dara vs DPd/DVd across all cytogenetic sub-
groups (Figure). Estimated 36-mo PFS rates were higher
with Tec-Dara vs DPd/DVd in std. (87.4% vs 37.1%) and
high-risk cytogenetics (77.7% vs 11.5%). Among pts with 1
pLOT, PFS also favored Tec-Dara vs DPd/DVd in pts with
(77.3% vs 0%) and without FHR (89.9% vs 35.9%).MRD-neg
CR (10° and 10°) rates were higher with Tec-Dara vs DPd/D-
Vd across all risk subgroups (all P<0.0001). MRD-neg CR
rates were also higher with Tec-Dara in pts with FHR MM
(10° P=0.0106; 10° P=0.0040).

Conclusions. Tec-Dara improved PFS and MRD-neg CR
rates vs DPd/DVd regardless of cytogenetic or functional
risk, supporting its use as a steroid-sparing standard-of-care
option from second line of therapy. Accepted and presented
at the European Hematology Association (EHA) Annual
Congress 2026.
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Figure. (A) Subgroup analysis of PFS based on the prespecified definition for cytogenetic risk
status and (B) subgroup analysis of PFS in the ITT population.
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 mnmaisi: mmmaiii mmmasi |

0.01 0.1 1 10
"~ Favors Tec-Dara  Favors DP&/DVd

PFS, progression-free survival; ITT, intent-to-treat; Tec-Dara, teclistamab in combination with daratumumab;

DPd/DVd, daratumumab with pomalidomide and dexamethasone/daratumumab with bortezomib and dexamethasone;
std., standard; HR, hazard ratio; Cl, confidence interval; NE, not estimable; HRCA, high-risk cytogenetic abnormality;
FISH, fluorescence in situ hybridization; ASCT, autologous stem cell transplantation.

NOTE that cytogenetic risk was centrally assessed by FISH. Functional high-risk status included only those patients with
1 prior line of therapy and disease progression <18 mo after receiving ASCT or starting initial therapy.
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MAJESTEC-9: A PHASE 3 RANDOMIZED STUDY OF TECLISTAMAB MONOTHERAPY
VS INVESTIGATOR’S CHOICE OF POMALIDOMIDE, BORTEZOMIB, AND
DEXAMETHASONE OR CARFILZOMIB AND DEXAMETHASONE IN PATIENTS WITH
RELAPSED REFRACTORY MULTIPLE MYELOMA

0. Annibali’, R. Mina**, C. Touzeau’, V. Hungria’, O. Landgren®, D. Bhutani’, W. Chen®, S. Kumar®, C. P.
Chaulagain'’, M. A. Dimopoulos*?, N. J. Bahlis", S. Maral', N. W. C . J. Van De Donk", K. Saja'®, R. Teipel", M.
Ando"®, D. Wang"’, S. Wroblewski*’, P. Shah”, K. Chastain'®, H. Quach®
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Kapodistrian University of Athens, School of Medicine; “Korea University; "*University of Calgary; **Cancer Center Amsterdam Vrije Universiteit Ams-
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Introduction. Teclistamab (Tec) is a BCMAxCD3 BsAb
used in heavily pretreated RRMM, with improved outcomes
in earlier lines of therapy (LOTs). In MajesTEC-3, the Tec-
-daratumumab combination significantly improved progres-
sion-free and overall survival (PFS/OS) as early as first re-
lapse. MajesTEC-9 (NCT05572515) is the first phase 3 study
of Tec monotherapy in pts with 1-3 prior LOTs (pLOTSs).
Methods. Pts with RRMM and 1-3 pLOTs including an-
ti-CD38 and lenalidomide (Len) were randomized 1:1 to re-
ceive 28-day cycles (C) of Tec or investigator’s choice of
PVd/Kd (21/28-day cycle). Primary endpoint was PFS; se-
condary endpoints included OS, complete response or better
(=CR), and safety.

Results. 593 pts were randomized (Tec, n=296; PVd/Kd,
n=297). Median age was 70 yrs; median (range) pLOTs, 2
(1-3); Len refractory, 80%; anti-CD38 refractory, 85%; re-
fractory to last LOT, 92%. At 17.3-mo median follow-up, Tec
significantly improved PFS vs PVd/Kd (HR, 0.29; 95% CI,
0.23-0.38; p<0.0001); mPFS: NR vs 8.2 mo; 18-mo PFS
rate: 69.8% vs 26.9%. OS was significantly improved with
Tec vs PVd/Kd (HR, 0.60; 95% CI, 0.43-0.83; p=0.0020).
PFS favored Tec across all prespecified subgroups, includ-

ing anti-CD38-refractory pts and Len-refractory pts. BsAb or
CAR-T was received by 68.4% of 174 PVd/Kd pts on subse-
quent treatment. =CR rate was significantly higher with Tec
vs PVd/Kd (65.9% vs 16.8%; OR, 10.42; 95% CI, 6.89-15.76;
p<0.0001).At data cutoff, 65.3% of pts remained on Tec vs
24.0% on PVd/Kd. For Tec vs PVd/Kd, TEAEs were 99.7% vs
97.9%; grade (G) 3/4 TEAEs were 84.9% vs 76.3% and G5
TEAEs were 6.5% vs 3.5%, with a longer median treatment
duration for Tec (13.1 vs 7.0 mo). Treatment discontinuation
due to TEAEs was lower with Tec vs PVd/Kd (10.7% vs
13.1%). G3/4 infections were higher with Tec vs PVd/Kd
(41.6% vs 29.0%). Any-onset G=3 infections decreased over
time. CRS occurred in 66.0% of pts with Tec (G1/2:
48.8%/16.5%) and ICANS in 4.1% (G1/2: 2.4%/1.4%).
Conclusions. Tec monotherapy significantly improved PF-
S/0OS vs standard of care (SoC) in this high unmet need pop-
ulation. CRS and infections were managed with established
protocols. Phase 3 results support Tec-based regimens as a
SoC as early as second line, across all treatment settings
and regardless of prior anti-CD38/Len exposure. © Ameri-
can Society of Clinical Oncology (2026). Reused with permis-
sion. This abstract was accepted and previously presented
at the 2026 ASCO Annual Meeting.
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IMPACT OF SUSTAINED MRD-NEGATIVITY ON LONG-TERM OUTCOME OF
TRANSPLANT ELIGIBLE NEWLY DIAGNOSED MULTIPLE MYELOMA PATIENTS
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tologia "Seragnoli", Dipartimento di Medicina Specialistica, Diagnostica e Sperimentale, Azienda Ospedaliero-Universitaria di Bologna, Universita di
Bologna; *Candiolo Cancer Institute IRCCS; *Department of Hematology, ASST Spedali Civili di Brescia; "Hematology and Bone Marrow Transplant
Unit, ASST Papa Giovanni XXIII; °Department of Translational and Precision Medicine, Hematology Azienda Policlinico Umberto I Sapienza University
of Rome; "Hematology Unit, Infermi Hospital; *Division of Hematology, Stem Cell Transplantation, Fondazione Policlinico Universitario Campus Bio-
Medico; *Unita di Ematologia e Trapianti, IRCCS Istituto Nazionale dei Tumori Regina Elena; “yoc Ematologia e Terapia cellulare, Ospedale C e G
Mazzoni; "'Reparto Ematologia e TMNO, Ospedale Provinciale Bolzano; ?Ospedale San Camillo Forlanini; ’Hematology and Bone Marrow Transplant,
Hospital Cardinale G Panico; "Department of Medicine, Surgery and Neurosciences, University of Siena, Policlinico S Maria alle Scotte; "AUSL Romag-
na, Ospedale Santa Maria delle Croci; '"Hematology Unit, Department of Hemato-Oncology and Radiotherapy, Great Metropolitan Hospital "Bianchi-
Melacrino-Morelli"; ""Division of Hematology, Department of Human Pathology in Adulthood and Childhood "Gaetano Barresi", University of Messina;
"Department of Hematology, GOM Niguarda Hospital; '* Department of Hematology-Oncology, Azienda Universitaria Ospedaliera Renato Dulbecco;
“Fondazione IRCCS Istituto Nazionale dei Tumori, University of Milan; *' Dipartimento di Medicina (DIMED) dell'Universita di Padova, Ematologia; **Eu-
ropean Myeloma Network, EMN; “Hematology Unit; **Hematology and Bone Marrow Transplantation Unit - AOUC Policlinico; > Department of Emer-
gency and Organ Transplantation, "Aldo Moro" University School of Medicine

Background. Novel combinations achieve high rates of min-
imal residual disease (MRD) negativity in multiple myeloma
(MM), but the optimal duration to predict long-term out-
comes remains unclear.

Methods. Patients (pts) enrolled in the FORTE trial who re-
ceived maintenance with carfilzomib plus lenalidomide (KR)
or lenalidomide alone (R) were included. MRD was assessed
by flow cytometry (10"-5 sensitivity) at pre-maintenance
and every 6 months up to 60 months. SustMRD-neg was
defined as consecutive MRD-negative results for =1 to 5
years. Subgroup analyses by modified Consensus Genomic
Staging (mCGS) and MGUS-like profile were performed.
Results. 356 pts were randomized to maintenance accord-
ing to study protocol. At pre-maintenance, 232 patients
(65%) were negative, and 124 patients (35%) were positive
or not evaluable. Median follow-up from maintenance ran-
domization was of 85.9 months and 80% of pts had at least
one MRD-neg sample within 60 months. The rate of at least
1, 2, 3, 4, 5-years sustMRD neg was 53%, 42%, 36%, 28%
and 20% respectively, while 24% of pts lost MRD-neg dur-
ing the first year. Compared to MRD-positive patients, MRD-
neg lasting <1 year (HR 0.72; p=0.12), 1 year (HR 0.04;

p=0.003), 2 years (HR 0.36; p<0.001), 3 years (HR 0.17;
p<0.001), 4 years (HR 0.15; p<0.001) and 5 years (HR 0.06;
p<0.001) significantly and progressively improved pts’ PFS.
In pts with at least 5-year SustMRD neg, a 7-year PFS rate
of 91% and OS rate of 98% was observed.In pts with = 3-
years sustMRD neg vs < 3-year sustMRD, 7-years PFS rates
were 85% vs 35% (HR 0.16; p<0.001) and 7-years OS rates
were 97% vs 69% (HR 0.08; p<0.001).Among patients with
= 3-years sustMRD neg, 7-years PFS rates were 84% for
mCGS standard risk and 83% for mCGS high risk (HR 0.9;
p=0.9); among patients with < 3-y sustMRD, mCGS classifi-
cation retain its prognostic role (7-years PFS high vs. stan-
dard: 23% vs 43%, HR 10.5, p<0.001).Among patients with
< 3-years sustMRD neg, the presence of an MGUS-like pro-
file predicted a significantly better PFS to non MGUS-like
pts (7-years PFS 67% vs 33%, HR 0.33; p=0.009).
Conclusions. Duration of MRD negativity, particularly
sustMRD neg for more than 3 years, was associated with sig-
nificantly improved PFS and OS in NDMM pts. Achieving
=3-year sustained MRD negativity had a strong impact on
outcomes also in high-risk patients, whereas MGUS-like pa-
tients may experience favourable outcomes even without
achieving = 3-y sustMRD neg.
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DARATUMUMAB PLUS BORTEZOMIB, LENALIDOMIDE, AND DEXAMETHASONE IN
PATIENTS WITH NEWLY DIAGNOSED MULTIPLE MYELOMA: FINAL ANALYSIS OF
TRANSPLANT-INELIGIBLE PATIENTS IN THE PHASE 3 CEPHEUS STUDY

A. Larocca', S. Z. Usmani’, T. Facon®, V. Hungria®, N. J. Bahlis®, C. P. Venner®’, M. Braunstein®, L. Pour’, J. Marti'’,
S. Basu'!, Y. C. Cohen"", K. Suzuki', C. Hulin", S. Grosicki'®, M. Beksac'’, A. Maiolino'", J. Stanziola®, L. Lopez-
Masi*’, M. Loi*', M. Rowe”, S. Zweegman™

"Universita degli Studi di Torino, SC Ematologia U, AOU Citta della Salute e della Scienza di Torino; “Memorial Sloan Kettering Cancer Center; SUniver-
sity of Lille, CHU Lille, Service des Maladies du Sang; “Clinica Médica Sdo Germano; °Arnie Charbonneau Cancer Research Institute, University of Cal-
gary; ®Cross Cancer Institute, University of Alberta; "BC Cancer-Vancouver Centre, University of British Columbia; 8perlmutter Cancer Center, NYU
Langone Health; *University Hospital Brno; '’"Hospital Universitario Miitua de Terrassa; ''Royal Wolverhampton NHS Trust and University of Wolver-
hampton, CRN West Midlands, NIHR; "“Tel Aviv Sourasky (Ichilov) Medical Center; *Gray Faculty of Medical and Health Sciences, Tel Aviv University;
“Tapanese Red Cross Medical Center; "Hépital Haut Lévéque, University Hospital; '*School of Public Health, Medical University of Silesia; ""Istinye
University, Ankara Liv Hospital; *Instituto Americas de Ensino, Pesquisa e Inovacdo; “Universidade Federal do Rio de Janeiro; **"**Johnson & John-

son; Amsterdam UMC, Vrije Universiteit Amsterdam, Cancer Center Amsterdam

Introduction. First analysis of the phase 3 CEPHEUS study
established DVRd improved overall minimal residual disease
(MRD)-negativity (neg) rates and progression-free survival
(PFS) vs VRd in TIE pts: at a median follow-up of 58.7
months (mo), 80.6% had a complete response or better
(=CR), and 60.4% had MRD neg, with ~70% alive and pro-
gression free. We present the final analysis at a median fol-
low-up of 76.0 mo in the TIE subpopulation.

Methods. The primary endpoint of overall MRD neg rate
(10° and =CR), and secondary endpoints, including investi-
gator-assessed PFS, =CR rate, and sustained MRD neg (con-
firmed MRD neg =12 months +/- 1 mo apart without MRD
positivity in between and =CR) were assessed in the TIE
population.

Results. Of 395 pts enrolled, 289 pts with TIE NDMM re-
ceived either DVRd (n=144) or VRd (n=145). The overall
MRD neg rate at 10° was 61.1% for DVRd and 40.0% for
VRd (odds ratio [OR] 2.35; 95% CI 1.47-3.77; P=0.0004)
and at 10° was 46.5% for DVRd vs 27.6% for VRd (OR 2.27;
95% CI 1.39-3.71; P=0.0010). Sustained MRD neg rate at

10° was 49.3% for DVRd and 29.0% for VRd (OR 2.40; 95%
CI 1.47-3.91; P=0.0005) and at 10° was 37.5% for DVRd
and 16.6% for VRd (OR 3.01; 95% CI 1.73-5.24; P<0.0001).
Overall =CR rate was 80.6% for DVRd and 61.4% for VRd
(OR 2.64; 95% CI 1.54-4.51; P=0.0003). Median PFS was
not estimable (NE; 95% CI 74.81-NE) for DVRd and was
50.20 mo (95% CI 41.95-62.95) for VRd (HR 0.55; 95% CI
0.39-0.78; P=0.0007), with 59.3% for DVRd vs 38.3% for
VRd alive and progression free at 72 mo. OS favored DVRd
over VRd (HR 0.84; 95% CI 0.57-1.24), particularly when
censoring for COVID-19 (HR 0.74; 95% CI 0.49-1.12). The
treatment effect was consistent across most subgroups
(Table).

Conclusions. After median follow-up of over 6 years, final
analysis of CEPHEUS demonstrated that TIE pts treated
with DVRd continue to have deep and durable responses
compared with those on VRd, reinforcing the role of DVRd
as a standard of care in this subpopulation. ©2026 Ameri-
can Society of Clinical Oncology, Inc. Reused with permis-
sion. This abstract was accepted and previously presented
at the 2026 ASCO Annual Meeting. All rights reserved.
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Tahle: MRD negativity and PFS subgroup analyses for DVRd vs VRd in CEPHEUS

MRD neg (10°®) rate, % Median PFS, mo

BL characteristic DVRd |VRd |[OR |95% CI DVRd VRd [HR |95% CI

ISS stage | 66.0 |41.7 |2.72 |1.20-6.17 |NE 60.5 |0.52 |0.28-0.97
ISS stage Il 59.3 |45.6 |1.73 |0.82-3.68 |NE 49.4 |0.50 |0.28-0.88
ISS stage Il 575 |[30.0 |3.16 [1.26-7.94 |66.4 |43.8 |0.66 |0.35-1.24
High cytogenetic risk 50.0 |50.0 |1.00 |0.28-3.57 |[58.0 |31.7 |0.82 |0.36-1.87
Standard cytogenetic risk 63.8 |39.6 |2.68 |1.55-4.66 |NE 61.6 |0.58 |0.38-0.89
ECOG PS 0 57.7 456 [1.63 |0.76-3.47 |NE 59.9 |0.33 |0.17-0.64
ECOG PS 21 63.0 |36.4 |2.99 |1.63-5.48 |74.8 |47.2 |0.70 |0.46-1.06

BL, baseline; ClI, confidence interval; ECOG PS, Eastern Cooperative Oncology Group performance status; HR,
hazard ratio
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GEMTUZUMAB OZOGAMICIN IMPROVES MRD CLEARANCE IN
LOW/INTERMEDIATE-RISK AML: FIRST CO-PRIMARY ENDPOINT ANALYSIS OF
THE GIMEMA AML1819 TRIAL

F. Buccisano', V. Arena’, A. Piciocchi’, P. Salutari’, M. Martelli’, R. Cairoli’, M. Luppi®, F. Zaja’, L. Brunetti®, A.
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Marche Area Vasta 3, Presidio Ospedaliero Civitanova Marche, UODS Ematologia; "Ente Ecclesiastico Casa Sollievo della Sofferenza, Ematologia;
AUSL di Reggio Emilia, Arcispedale Santa Maria Nuova, SC Ematologia; ’AOU di Bologna, Policlinico SOrsola-Malpighi, UOC Ematologia; *’AO di
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Ospedale VFazzi, UO Ematologia; “’Istituto Oncologico Veneto IRCSS, Presidio S Giacomo Apostolo, UOC Oncoematologia; *’Ospedale Sant'Eugenio,

UOC Ematologia

Background. Measurable residual disease (MRD) is a key
prognostic factor in acute myeloid leukemia (AML) and rep-
resents a cornerstone for risk-adapted post-remission strate-
gies. The GIMEMA AML1819 (EudraCT 2019-003871-20) is
an ongoing phase III trial evaluating whether the addition of
gemtuzumab ozogamicin (GO) to standard chemotherapy im-
proves MRD clearance and survival outcomes in adult pa-
tients with newly diagnosed favorable/intermediate-risk
AML.

Aims. To report the results of a pre-established analysis of
the first co-primary endpoint, defined as MRD negativity af-
ter consolidation.

Methods. Patients aged 18-60 years with de novo AML
(ELN 2017 favorable/intermediate risk) received GO com-
bined with standard “7+3” induction and consolidation. Ac-
cording to the study design, 199 evaluable patients were re-
quired to assess the MRD endpoint. This target was reached
within the first 281 consecutively treated patients, allowing
the planned analysis to be performed while enrolment is on-
going for the second co-primary and secondary endpoints.
MRD was assessed after consolidation by RQ-PCR or multi-
parametric flow cytometry (MFC). The threshold for MFC
MRD negativity was set at 0.035% (10-4) leukemic residual
cells.

Results. Median age was 53 years, with 145 (52%) males;
148 (53%) and 133 (47%) patients were classified as low
and intermediate risk, respectively. After induction, 224/281

patients (80%) achieved CR/Cri (cCR), including 194 (69%)
CR and 30 (11%) CRi, while 57 (20%) did not achieve remis-
sion. Among favorable-risk patients cCR was 58% (131/224)
whereas 42% (93/224) intermediate-risk patients achieved
cCR (p<0.001). After consolidation, 73% (146/199) achieved
MRD negativity, 24% (47/199) were MRD positive, while 3%
(6/199) had no leukemia-associated immunophenotype suit-
able for MRD monitoring. Entering a MRD negative status
was significantly associated with baseline risk, being MRD
negativity observed in 82% (98/120) favorable- and 61%
(48/79) intermediate-risk patients (p=0.002).At a median fol-
low-up of 17 months, 18-months overall survival (OS) and
disease-free survival (DFS) were 79% (95% CI: 74%, 85%)
and 67% (95% CI: 60%, 75%), respectively (Figure 1). OS
showed a trend toward improvement in favorable- compared
with intermediate-risk patients and in MRD-negative versus
MRD-positive patients, whereas no significant differences
were observed for DFS across these subgroups.
Conclusions. In this interim analysis of the AML1819 trial,
GO combined with standard chemotherapy was associated
with high rates of cCR (80%) and MRD negativity (73%), ex-
ceeding the predefined activity threshold of at least 114 pa-
tients becoming MRD negative after consolidation, as set by
the statistical study design. MRD status remained strongly
associated with baseline risk and clinical outcome, reinforc-
ing the clinical relevance of MRD-driven therapeutic strate-
gies in frontline AML.
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Figure 1: Kaplan-Meier survival curves. With a median follow-up of 17 months, 18-months OS (a)
and DFS (b) were 79% (95% Cl: 74%, 85%) and 67% (95% Cl: 60%, 75%), respectively
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DDX41-ASSOCIATED MYELOID NEOPLASMS: CLINICAL SPECTRUM AND VARIANT
PATHOGENICITY WITHIN A GERMLINE-SOMATIC MODEL

F. Versino'?, S. Hanmantgad®, P. Krishnamurthy’, V. Potter’, R. Trikha®, M. Shah? V. Mehra’, L. Quek’, G.
Hannah’, H. Wood’, S. Gandhi’, J. Large’, C. Engelbrecht’, K. Snape?, S. Best’, L. Ficinski®, A. Oliveira®, J. Miran®,
P. Inocensio’, Mr. Sciumé’, Kl. Kong’, B. Fattizzo ', Ns. Fracchiolla', F. Passamonti', A. Kulasekararaj’

!'Fondazione IRCCS Ca' Granda Ospedale Maggiore Policlinico; “Department of Haematological Medicine, King’s College Hospital NHS; *Laboratory of

Molecular Haemato-oncology, Synnovis Analytics, King's College Hospital

DDX41-mutated myeloid neoplasms (DDX41-MN) represent
the most frequent germline (GL) predisposition to adult MD-
S/AML. Interpretation of DDX41 variants remains challeng-
ing, as pathogenicity may depend on the interaction be-
tween GL and somatic milieu. To characterize the clinical
and genomic spectrum of DDX41-MN and assess variant
pathogenicity, we performed a retrospective single-center
study (King’s College Hospital, 2020-2025) including all pa-
tients with at least one DDX41 variant identified by NGS.
Variants were classified as pathogenic/likely pathogenic
(P/LP) or variants of unknown significance (VUS); GL origin
was defined by VAF >40% and confirmatory testing if avail-
able. Among 12.044 NGS analyses, DDX41 variants were
identified in 2% of cases (n=235), including 57% P/LP and
34% VUS; GL origin was confirmed or presumed in 92%.
We identified “hot VUS” (n=13) as GL VUS co-occurring
with somatic DDX41 mutations: these cases were clinically
indistinguishable from P/LP variants, supporting reclassifica-
tion as likely pathogenic. The final cohort included 148 pa-
tients (135 GL P/LP and 13 hot VUS) with median age
70.6y, male predominance (69.6%), and diagnoses of MDS
(44%) or AML (43%), with mostly normal karyotype (77%),

hypocellular BM (38%) and median 15% BM blasts. A clear
divergence emerged between biallelic and monoallelic state.
Biallelic DDX41-MN (GL + somatic DDX41 hit) defined a ho-
mogeneous entity with hypocellular BM, normal karyotype,
high response to HMA and favorable survival (mOS 90.2m).
In contrast, monoallelic carriers frequently lacked a myeloid
phenotype; when present, MN was driven by alternative mu-
tations (SF3B1, NPM1, FLT3), with lower HMA response
(28% vs 75%, p=0.05) and shorter survival (39m). Within
biallelic cases, genomic configuration further refined risk:
somatic p.Arg525His DDX41 identified a higher-risk sub-
group enriched in AML (63 vs 27%, p<0.001), higher BM
blasts (25 vs 5%, p<0.001), lower PLTs (68 vs
137x103/mmc, p<0.001) and reduced survival (57.6m). This
study provides the largest monocentric analysis of DDX41-
MN to date and proposes a dynamic GL-somatic model.
First, the acquisition of somatic DDX41 mutations provides
in vivo evidence for VUS reclassification. Secondly, biallelic
alterations define the classical DDX41-driven MN, while
monoallelic GL DDX41 reflect either silent carriers or MN
driven by alternative mutations. These findings support con-
text-dependent variant interpretation with direct clinical im-
plications.
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CLINICAL AND MOLECULAR CHARACTERIZATION OF THERAPY-RELATED AML:
INSIGHTS FROM THE HARMONY PLATFORM

L. Guarnera ', H. Fidalgo >, A. v. Ramiro >, G. Ossenkoppele °, M. Sobas *, R. Mecklenbrauck °, M. Karasek *, A.
Hernandez-Sanchez %, E. Attardi ', R. Ayala °, J. Versluis 7, J. m. Lopez °, K. Metzeler ®, A. Turki °, I. Thomas ", B.
Huntly ", C. Thiede ¥, C. Rollig *, K. Mills ", K. s. Gil *°, G. Onate ", A. Bohlin '°, T. Haferlach ", S. Lehmann *, J.
m. Hernandez-Rivas % L. Bullinger °, K. Dohner *°, H. Dohner *, M. t. Voso '
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Stem Cell Transplantation, Hannover Medical School; ° Hospital Universitario 12 de Octubre, National Cancer Research Center, Complutense Universi-
ty; ’ Department of Hematology, Erasmus MC Cancer Institute, Erasmus University Medical Center Rotterdam; ® Department for Hematology, Cellular
Therapy and Hemostaseology, University Hospital Leipzig; ° Computational Hematology Lab, West-German Cancer Center, University Hospital Essen,
Hufelandstr 55, 45122; ' Cardiff University; '* Haematology and Cambridge Stem Cell Institute, University of Cambridge; > Medizinische Klinik und Po-
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and TU Dresden - Faculty of Medicine, Medical Clinic 1; ™ patrick G Johnston Centre for Cancer Research, Queen's University Belfast; 15 Hematology
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Leukemia Laboratory; '® Department of Medical Sciences, Hematology, Uppsala University, University Hospital Uppsala; '* Department of Hematology,
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and Berlin Institute of Health; *° Department of Internal Medicine III, University Hospital of Ulm

Background. Therapy-related acute myeloid leukemias (t-
AML) are characterized by high-risk biological features and
dismal prognosis. However, the role of "therapy-related" sta-
tus has not been completely elucidated.

Methods. We leveraged the HARMONY Platform, including
data from public and private sources, and examined genetic
characteristics and outcomes of a large cohort of patients
with t-AML as compared to de novo AML (dn-AML).
Results. We selected 4335 patients, 4103 dn-AML and 232
t-AML, with available information on previous cytotoxic
treatment, and treated with intensive chemotherapy. Com-
pared to dn-AML, t-AML patients were older (median 57y vs
51y, p<0.001), and more frequently female (63% vs 49%,
p<0.001). t-AML showed higher prevalence (p<0.05) of high-
-risk genetic abnormalities, including trisomy 8, del(5q),
del(7), £(9;11), and TP53, RUNX1 and ASXL1 mutations (Fig
1A). Patients with t-AML had inferior OS and EFS when
compared to dn-AML (both p<0.001). ELN2022 risk classifi-
cation correctly stratified both dn- and t-AML (p<0.001 for
OS and EFS for both). Notably, OS was similar in the
favourable risk group, while it was inferior for patients with
t-AML in the intermediate (p=0.008), and in the adverse

groups (p<0.001; Fig. 1B-D). When investigating ELN2022
model performance, there was no difference in dn vs t-AML
(c-index: 0.6 vs 0.61 for OS, and 0.6 vs 0.6 for EFS). We
then built a multivariable model including age, ELN2022
stratification, allogenic transplantation and AML type (dn vs
t-AML). All these variables independently correlated with
OS (HR for therapy-related status: 1.3308, 95% CI:
1.1216-1.5790, p=0.001). When investigating the role of spe-
cific mutations, we found that TP53 mutations conferred an
inferior prognosis in all patients (p<0.001 for OS and EFS),
with no differences between dn and t-AML. In AML with MD-
S-related gene mutations t-AML had inferior OS and EFS as
compared to dn-AML (both p<0.001). Karyotype abnormali-
ties including del(7), del(5q) and t(9;11) were prognostically
unfavourable in dn-AML (p<0.001, p<0.001, p=0.006, re-
spectively), but not in t-AML. Trisomy 8 did not play a prog-
nostic role in both.

Conclusions. In intensively-treated AML, therapy-related
status conferred an independent, inferior prognosis, espe-
cially in high-risk subsets, including the ELN2022 ad-
verse-risk subgroup and cases with mutations in MDS-relat-
ed genes. TP53 mutations were prognostically unfavourable,
regardless of AML subtype.
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REVUMENIB + INTENSIVE CHEMOTHERAPY FOR NEWLY DIAGNOSED ACUTE
MYELOID LEUKEMIA HARBORING GENETIC ALTERATIONS IN KMT2A, NPM1, OR
NUP98: UPDATED PHASE 1 RESULTS FROM SNDX-5613-0708

C. Papayannidis’, I. Aldoss?, C. T. Shultz’, B. Hunter®, D. M. Swoboda’, P. Montesinos®’, S. E. Assouline’, S.
Fleming®, C. S. Grove’, A. C. Schuh', D. C. Taussig'', K. Malloy'’, E. Cobbina’?, J. Zhang", J. Clement', E. M.
Stein®, J. F. Dipersio™

'IRCCS Azienda Ospedaliero-Universitaria di Bologna Istituto di Ematologia “Seragnoli”; *City of Hope National Medical Center; *Transplant and Cellu-
lar Therapy/Hematologic Malignancies, Department of Medical Oncology, West Virginia University; ‘Intermountain Health; *Tampa General Hospital
Cancer Institute; °Hospital Universitari i Politécnic La Fe; "Division of Hematology, Department of Oncology, McGill University; ®The Alfred Hospital;
°Sir Charles Gairdner Hospital, PathWest, and The University of Western Australia; "’Princess Margaret Cancer Centre and University of Toronto; "'The
Royal Marsden NHS Foundation Trust, The Institute of Cancer Research; *Syndax Pharmaceuticals, Inc; *Memorial Sloan Kettering Cancer Center;

“Washington University School of Medicine

Background. Acute leukemias (AL) with KMT2A or NUP98
rearrangements (KMT2Ar or NUP98r) are associated with
poor clinical outcomes. Revumenib, a first-in-class, oral, po-
tent, and selective inhibitor of the menin-KMT2A interac-
tion, is used for the treatment (tx) of relapsed/refractory
(R/R) AL harboring a KMTZ2A translocation or R/R AML with
NPM1 mutation (NPM1m) in adult and pediatric patients (pt-
s) =1 year (y). Here, we report data from the dose-escala-
tion phase 1 study of revumenib+intensive chemotherapy
(IC) in newly diagnosed (ND) AML with a KMT2Ar, NPM1m,
or NUP98r.

Methods. SNDX-5613-0708 (NCT06226571) is a multicen-
ter, open-label, dose-escalation/expansion study enrolling
pts 18-75 y with ND AML harboring KMT2Ar, NPM1m, or
NUP98r eligible for IC. Two dose levels (DL) of revumenib
were evaluated (DL1: 110mg/220mg=*strong CYP3A4 inhibi-
tor [CYP3A4i]; DL2: 160mg/270 mg=strong CYP3A4i) with
cytarabine plus daunorubicin or idarubicin. Pts achieving
complete remission (CR) or CR with incomplete hematologic
recovery received consolidation therapy (revumenib+high-
-dose cytarabine), then optional hematopoietic stem cell
transplant (HSCT) and revumenib maintenance. Primary
endpoints are dose-limiting toxicities (DLTs) and safety.

Results. As of 020ct2025, 13 pts were treated at DL1 and
18 at DL2; 12 and 13, respectively, were evaluable for DLTs
per protocol criteria (received =75% planned dosing or ex-
perienced a DLT during the evaluation period). KMT2Ar was
detected in 92% (12/13) of pts in DL1 and 39% (7/18) in
DL2; NPMIm was detected in 8% (1/13) of pts in DL1 and
56% (10/18) in DL2. Median (range) tx duration was 73.0
days (1.0-170.0) for DL1 and 34.0 days (1.0-156.0) for DL2.
One DLT occurred (grade 3 QTcF prolongation) in DL1. Tx-e-
mergent adverse events are shown in the table. Among re-
sponse-evaluable pts, overall response rate was 100%
(12/12) in DL1 and 92.9% (13/14) in DL2; composite CR
rate was 100% (12/12) and 85.7% (12/14); and CR rate was
91.7% (11/12) and 78.6% (11/14), respectively. Measurable
residual disease-negative CR was achieved in 100% (8/8) of
tested pts in DL1 and 70.0% (7/10) in DL2. Seven DL1 pts
proceeded to HSCT, and 5 resumed revumenib post HSCT.
Conclusions. Revumenib+IC showed manageable safety,
comparable to IC alone, with no new safety signals. Prelimi-
nary efficacy data suggest deep responses. Revumenib+IC
will be investigated in the phase 3 REVEAL-ND NPM1 trial
in fit pts with NPMIm AML (NCT07211958). Updated re-
sults to be presented.
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DL1 DL2 Total
Parameter, n (%) (n=13) (n=18) (N=31)
Any TEAE 13 (100) 18 (100) 31 (100)
Revumenib-related 9(69) 10 (56) 19 (61)
Grade >3 TEAEs® 11 (85) 16 (89) 27 (87)
Febrile neutropenia 6 (46) 10 (56) 16 (532)
Platelet count decreased 5(38) 4(22) 9(29)
Anemia 3(23) 6(33) 9(29)
‘White blood cell count decreased 4(31) 4(22) 8 (26)
Neutrophil count decreased 4(31) 3(17) 7(23)
Thrombocytopenia 1(8) 5(28) 6(19)
Neutropenia 1(8) 4 (22) 5(16)
Grade >3 revumenib-related TEAEs® 5 (38) 8 (44) 13 (42)
Anemia 3(23) 3(17) 6(19)
Neutrophil count decreased 3(23) 1(6) 4(13)
Serious TEAEs 6 (46) 8 (44) 14 (45)
TEAEs of special interest
QTcF prolongation 2(15) 0 2(6)
Differentiation syndrome 0 0 0
TEAEs leading to dose modifications
Reduction 2(15) 0 2(6)
Discontinuation 3(23) 1(6) 4(13)
TEAEs leading to death 0 1(6) 1(3)

aEvents that occurred in =15% of total population. *Events that occurred in =10% of total
population. DL 1, dose level 1; DL2, dose level 2; TEAE., treatment-emergent adverse

event.
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ATRA/ATO FOR HIGH-RISK ACUTE PROMYELOCYTIC LEUKEMIA: FINAL ANALYSIS
OF THE APOLLO TRIAL

M. T. Voso !, L. Ades*?, P. Montesinos®, E. Ammatuna’, P. Fenaux*®, C. Baldus®, M. Bernardi’, C. Berthon®, M.
Bocchia®, C. Bonmati'’, E. Borlenghi'', M. Bornhauser'’, D. Carp*’, S. Chantepie', E. Crea", F. Efficace”, A.
Venditti', H. Dohner'®, G. Ehninger', J. Esteve Reyner"’, J. Frayfer'®, A. Garrido Diaz", C. Gil*’, L. Guarnera’, A. F.
Hamm?', M. Heiblig®*, D. Heidenreich®, A. J. Kramer**, M. -P. Ledoux”’, M. Lunghi*’, V. Mancini”’, K. Metzeler*®, M.
C. Miggiano®, C. Miiller-Tidow**, P. Peterlin®’, A. Piciocchi®’, K. Rieger’, G. Rossi*’, M. A. Sanz’, H. Serve®, M.
Sohne*, K. Spiekermann®, E. Tavernier-Tardy*, C. Thiede'’, S. Vives Polo”, W. Vogel®*, P. Zappasodi*, M. D.
Divona', M. Vignetti'’, M. Weier?, S. Zukunft'’, P. Ziller-Walter”, C. Rollig”, U. Platzbecker'’; for Sal, Gimema,
Amcl-Cg, Aml-Sg, Osho, Pethema, Gmf and Hovon Study Groups

'Fondazione PTV Policlinico Tor Vergata, U O S D Diagnostica Avanzata Oncoematologica; *Service d'Hématologie Séniors, Assistance Publique hépi-
taux de Paris, Paris Saint-Louis Leukemia Institute France, Hépital Saint Louis; *Université Paris Cité; ‘Servicio de Hematologia, Hospital Universitari i
Politécnic La Fe; °Afd Hematologie, University Medical Center Groningen; Department of Internal Medicine II, University Hospital Schleswig-Holstein;
"Ospedale San Raffaele S r1, U O Ematologia e Trapianto di Midollo; *Service des Maladies du sang, Le Centre Hospitalier Universitaire de Lille;
°Azienda Ospedaliera Senese, Ematologia; "“Le Centre Hospitalier Régional Universitaire de Nancy, Service d'Hématologie et Médecine Interne; HASST
degli Spedali Civili di Brescia, Ematologia; *University Hospital Carl Gustav Carus and TU Dresden - Faculty of Medicine, Medical Clinic 1; "*Service
d'Hématologie Clinique et de Thérapie Cellulaire, Le Centre Hospitalier Régional d'Orléans; "*Service d'Hématologie Clinique, Le Centre Hospitalier
Universitaire de Caen; °; Fondazione GIMEMA Franco Mandelli Onlus; '*Department of Internal Medicine III, Universitdtsklinikum Ulm; "’Servicio de
Hematologia, Hospital Universitari Clinic de Barcelona; *Service d'Hématologie, Centre Hospitalier de Meaux; '*Servicio de Hematologia, Hospital de
la Santa Creu i Sant Pau; *’Servicio de Hematologia, Hospital General Universitario de Alicante; *’Medical Clinic I, University Hospital Schleswig-Hol-
stein; *Department of Hematology, Hospices Civils de Lyon-Lyon-Sud Hospital; **Medical Clinic III, University Hospital Mannheim; **Department of In-
ternal Medicine 5, University Hospital Heidelberg; “Institut de cancérologie Strasbourg Europe; **Division of Hematology, Department of Translational
Medicine, Universita del Piemonte Orientale and AOU Maggiore della Carita; ’ASST Grande Ospedale Motropolitano Niguarda, Ematologia; “Depart-
ment for Hematology, Cellular Therapy and Hemostaseology, University Hospital Leipzig; *’Azienda ULSS 8 Bercia, Ematologia; *Service d'Hématolo-
gie Clinique, Le Centre Hospitalier Universitaire de Nantes; *' Department of Hematology, Oncology and Cancer Immunology, Campus Benjamin Frank-
lin, Charité-Universititsmedizin Berlin, corporate member of Freie Universitit Berlin and Humboldt-Universitdt zu Berlin; *Ospedale Casa Sollievo del-
la Sofferenza, Ematologia; *Department of Medicine II, Goethe University Frankfurt; *; St Antonius Ziekenhuis; *Department of Medicine III, Universi-
ty Hospital GroShadern-Ludwig-Maximilians-University; *Institut De Cancérologie Et D'hématologie Universitaire De Saint-Etienne; “'Servicio de He-
matologia, Hospital Universitari Germans Trias i Pujol; *epartment of Hematology, Oncology, Clinical Inmunology and Rheumatology, University Hos-
pital Tiibingen; *Fondazione IRCCS Policlinico San Matteo, S C Ematologia

Background. The APOLLO trial, a phase III European aca-
demic trial for high-risk APL, defined by WBC >10 x10° /L,
showed superiority of all-trans retinoic acid and arsenic tri-
oxide (ATRA/ATO) preceded by 2 doses of idarubicin, and fol-
lowed by 4 ATRA/ATO consolidation cycles (arm A), com-
pared with the classical AIDA regimen (arm B, 2 year EFS:
88% vs 71%, p=0.02).Aims The present analysis aimed to
evaluate long-term outcomes and to assess additional prog-
nostic factors for EFS, including short-term management
measures and long-term adverse events (AEs), with a me-
dian follow-up of 50 months (range, 1.4-101.8).Methods The
trial included 133 patients randomized to ATRA/ATO (n=
68) or AIDA (n= 65). Median age was 46 years (range,
18-65), with 52% males.

Results.The rate of early death during induction was simi-
lar between treatment arms (7.4% in Arm A vs 9.2% in arm
B). A total of 111 bleeding events were reported in Arm A
and 124 in arm B (8 vs 6 CTCAE grade = 3, p=0.4), while
thrombosis was rarely reported (1 and 4 cases, p=0.2). Cy-
toreduction with hydroxyurea (HU) was administered in
67.7% of pts in arm A and 64% in arm B (p=0.4). Median

HU duration was 3 days in both arms (IQ range, 0-6 d for
both), corresponding to a median cumulative dose of 11,500
mg and 12,000 mg, respectively (p=0.1).5-year EFS was
83% (95% CI, 73-94) in arm A vs 64% (95% CI, 52-79) in
arm B (Log-rank p=0.0089; Figure 1), while 5-year OS was
88% (95% CI, 79-97) vs 83% (95% CI, 74-93), respectively
(p=0.16). The Cox regression analysis for EFS showed that
age and white blood cell count (logWBC), but not BMI, were
independent predictors for inferior EFS (age: HR:1.03,
CI:1.00-1.07, p=0.045; logWBC: HR:1.75, CI: 1.16-2.64,
p=0.007).The 5-year cumulative incidence of relapse (CIR)
was 3.4% in arm A (1 molecular and 1 hematologic relapse)
versus 16% arm B (7 molecular and 2 hematologic relaps-
es), occurring at a median of 11 months (range, 6.4-33.1)
from CR (HR 0.20, 95% CI: 0.04-0.9, p=0.036). Two cases of
secondary acute myeloid leukemia occurred in Arm B at a
median of 55 months from randomization.Conclusions The fi-
nal analysis of the APOLLO trial confirms the superiority of
the nearly chemotherapy-free ATRA/ATO regimen over AIDA
chemotherapy in high-risk APL. In this setting, ATRA-ATO
was able to early control leukocytosis similar to AIDA, as
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ORAL IPTACOPAN MONOTHERAPY DEMONSTRATES CLINICALLY MEANINGFUL
HEMOGLOBIN INCREASES IN PATIENTS WITH PAROXYSMAL NOCTURNAL
HEMOGLOBINURIA WITH BASELINE HEMOGLOBIN LEVELS 10 TO <12 G/DL ON
ANTI-C5 THERAPY: SUBGROUP ANALYSIS OF THE APPULSE-PNH PHASE 3B
TRIAL

E. Di Bona', A. Kulasekararaj**", F. Sicre-De-Fontbrune'”, A. Gaya®, I. Weitz’, D. Kuter®’, D. Araten'""", B. Patel®,
A. Singh®, R. Kelly**, M. Loschi®, V. Pullarkat'®, J. Schubert'’, A. M. Vannucchi'®, M. N. Yenerel"’, R. Peffault De
Latour*””’, N. Mahajan®', L. Monaco®', T. Ding*’, T. Lawniczek®, P. Ferber’', M. Dahlke*', A. Risitano*****

'U0C Oncoematologia, AULSS7 Pedemontana; *King’s College Hospital NHS; *National Institute for Health and Care Research and Wellcome King’s Re-
search Facility; “The Severe Aplastic Anemia Working Party of the European Society for Blood and Marrow Transplantation; °French Reference Center
for Aplastic Anemia and Paroxysmal Nocturnal Hemoglobinuria; *Hospital Clinic of Barcelona; "USC Norris Cancer Center, Keck-USC School of
Medicine; *Massachusetts General Hospital; *Harvard Medical School; "’NYU Langone Medical Center; "NYU Grossman School of Medicine; '*Prisma
Health Cancer Institute; *Cleveland Clinic; "*St James’s University Hospital; “Nice University Hospital, Cote d’Azur University; '°City of Hope Medical
Center; "Dresden University Medical School, Dept of Hematology, Cellular Therapy and Medical Oncology; **Azienda Ospedaliera Universitaria Careg-
gi, University of Florence; “Istanbul University, Istanbul Faculty of Medicine; ’Assistance Publique Hopitaux de Paris, Université Paris Cité; *’ Novartis

Pharma AG; *China Novartis Institutes for Biomedical Research Co Ltd; AORN Moscati; **University of Naples Federico IT

Introduction. Despite achieving a good response with an-
ti-C5 therapy (hemoglobin [Hb] =10 to <12 g/dL), some pa-
tients (pts) with paroxysmal nocturnal hemoglobinuria (PN-
H) remain anemic and symptomatic due to extravascular he-
molysis. The oral selective factor B inhibitor iptacopan
showed superior efficacy vs anti-C5 therapy in APPLY-PNH
(NCT04558918)'. APPULSE-PNH (NCT05630001)* evaluated
iptacopan in pts with Hb =10 g/dL who had received an-
ti-C5 therapy. We present subgroup analyses in pts with
baseline (BL) Hb =10 to <12 g/dL.

Methods. APPULSE-PNH is a Phase 3b, open-label study in
adults with PNH and mean Hb =10 g/dL on stable anti-C5
therapy, who had not received red blood cell (RBC) transfu-
sions for 6 months, switched to iptacopan monotherapy 200
mg twice daily for 24 weeks. The primary endpoint was
change from BL in Hb, tested for noninferiority and superi-
ority vs anti-C5 therapy using predefined thresholds (95%
confidence interval [CI] lower bound > -1 and 0 g/dL, re-
spectively).

Results. Of 52 pts enrolled, 32 (61.5%) had BL Hb = 10 to
<12 g/dL. Overall, 93.8% switched from ravulizumab and
6.3% from eculizumab. Mean (standard deviation [SD]) BL
Hb and lactate dehydrogenase (LDH) were 11.1 (0.5) g/dL
and 236.6 (75.5) U/L, respectively. Adjusted mean Hb
change from BL was +2.0 g/dL (P<0.0001) overall, and

+2.4 g/dL in the subgroup, meeting noninferiority and supe-
riority criteria. No pts required RBC transfusions. Absolute
reticulocyte count was reduced by —101.9 x10%L, and LDH
remained stable (ratio vs BL was 1.0). Functional Assess-
ment of Chronic Illness Therapy (FACIT)-Fatigue improved
(+6.4) as well as Treatment Satisfaction Questionnaire for
Medication - 9 items (TSQM-9) scores. In the overall popula-
tion, the most common treatment-emergent adverse events
were headache (17.3%), diarrhea, nausea, and nasopharyngi-
tis (11.5% each) (Table 1). No clinical breakthrough hemoly-
sis, major adverse vascular events, treatment related seri-
ous adverse events, or deaths occurred.

Conclusions. Switching to iptacopan led to clinically mean-
ingful Hb increases in pts with PNH and Hb =10 g/dL. Re-
sults in pts with BL Hb =10 to <12 g/dL were consistent
with the overall study findings. Iptacopan was well tolerat-
ed, representing a potentially practice-changing, outpatient
treatment option for pts with PNH’.
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Table 1. Baseline characteristics and outcomes in the Hb 10-<12 g/dL subgroup (APPULSE-PNH)

Population

Patients, n 52
Hb 10-<12 g/dL subgroup, n (%) 32 (61.5%)
Mean age, years 47.0
Female, % 43.8%
Time since diagnosis, years (SD) 9.4 (6.8)
Duration of anti-C5 therapy, years, mean (SD) 3.0(2.2)

Efficacy vs baseline*®

Hb change (overall), g/dL (95% CI) +2.0(1.7,2.3)
Hb change (subgroup), g/dL (95% CI) +2.4(2.0,27)
RBC transfusions’ -
ARC change, x10%L (95% C1) -101.9 (-107.9, -95.9)
LDH ratio vs baseline (5% Cl) 1.0 (0.9, 1.1)

Patient-Reported Outcomes vs baseline®”

FACIT-Fatigue change (95% Cl) +6.4 (3.2, 9.5)
TSQM-9 effectiveness (95% CI) +11.1(0.7, 21.6)
TSQM-2 convenience (95% Cl) +25.1(16.4, 33.9)
TSQM-9 global satisfaction (95% Cl} +20.6{12.3, 28.8)

ARC: absolute reticulocyte count; TSQM-9: treatment satisfaction questionnaire for medication-9 items

*Endpoints reported as adjusted mean change from BL, or ratio vs BL, used the mean of four visits between
Days 126 and 168

** Endpoints used day 168 only

*Endpaint between day 1 and 168
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EFFICIENCY AND RELIABILITY OF CELOCENTESIS FOR EARLY PRENATAL
DIAGNOSIS OF HEMOGLOBINOPATHIES: A STUDY OF 825 CASES

M. Vinciguerra', A. Giambona', F. Cassara’, G. Marchese', V. Cigna®, E. Orlandi’, M. E. Mugavero?, F. Picciotto’, A.
Maggio®, M. Napolitano*

'UOSD Diagnostica Molecolare Malattie Rare Ematologiche, Azienda Ospedaliera Ospedali Riuniti Villa Sofia Cervello; *“UOS Diagnosi prenatale, Azien-
da Ospedaliera Ospedali Riuniti Villa Sofia Cervello; *Fondazione Franco e Piera Cutino; *‘UOC Ematologia e malattie rare, Azienda Ospedaliera Ospe-

dali Riuniti Villa Sofia Cervello

Currently, prenatal diagnosis of hemoglobinopathies is per-
formed via chorionic villus sampling or amniocentesis. Al-
though these procedures are highly reliable, they are per-
formed only after the 11th and 16th weeks of gestation, re-
spectively. The main limitation of these methods lies in the
advanced gestational age at which they are performed,
which places a considerable emotional and psychological
burden on couples, particularly those with a history of preg-
nancy termination due to a affected fetus. Celiocentesis is
an early prenatal diagnostic technique that can be per-
formed as early as the 7th week of gestation. The procedure
involves the transvaginal aspiration of approximately 1 ml of
celomic fluid. Within the coelomic cavity lies the secondary
yolk sac, where the first embryo-fetal erythroid cells are pro-
duced immediately after embryo implantation. These cells
can be identified morphologically and isolated individually
using a micromanipulator. This study involved 825 women,
partners of healthy carriers of hemoglobinopathies, who vol-
untarily underwent celocentesis. The cohort consisted pri-

marily of patients of Sicilian origin (64.5%), followed by resi-
dents of other Italian regions (35.0%) and those living
abroad (0.5%). The median gestational age at the time of
the procedure was 8.4 weeks. The diagnosis identified 220
affected fetuses (26.7%). Among the remaining 605 unaffect-
ed fetuses (73.3%), 197 (23.9%) were found to be healthy
and 408 (49.4%) were healthy carriers. Validation of the re-
sults, performed by comparing them with samples of abort-
ed tissue (following voluntary termination of pregnancy), am-
niotic fluid, or neonatal blood, confirmed the correct classifi-
cation of all cases, demonstrating 100% sensitivity and spe-
cificity. The findings support the clinical efficacy of celocen-
tesis as an early and reliable diagnostic procedure for hemo-
globinopathies. It constitutes a valid alternative to conventio-
nal techniques, allowing for diagnosis at a stage of pregnan-
cy that was previously inaccessible. Although further studies
are needed to monitor long-term outcomes, current evi-
dence supports its integration into standard clinical practice
for high-risk couples.
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ABSTRACT N. C018

MITAPIVAT IN PYRUVATE KINASE DEFICIENCY: AN ITALIAN REAL-WORLD

EXPERIENCE

G. Pedone'?, P. Ricchi’, M. Ribersani’, F. Arcioni’, T. Ceglie®, F. Mazzi’, A. Sau®, M. Solfrizzi’, C. Valentini'’, A.
Marcello!, P. Bianchi', M. Bortolotti', F. Passamonti', W. Barcellini', B. Fattizzo'"!

'Fondazione IRCCS Ca’ Granda Ospedale Maggiore Policlinico, Hematology Unit; *University of Milan, Department of Pathophysiology and Transplanta-
tion; ’AORN Cardarelli, UOSD Malattie Rare Del Globulo Rosso; *Policlinico Umberto I University Hospital, Hematology Unit; °Perugia Hospital, Pedia-
tric Onco-Hematology Unit With Bone Marrow Transplantation; °San Luigi Gonzaga Hospital, SSD Microcitemie e Malattie Rare Ematologiche; "Azien-
da Ospedaliera Universitaria Integrata Verona, Medicina Generale B; ®Pescara Hospital, Hematology Unit; °A Perrino Hospital, Hematology Unit; YFon-
dazione Policlinico Universitario A Gemelli IRCCS, Dipartimento di Scienze di Laboratorio ed Ematologiche; "' University of Milan, Department of Oncol-

ogy and Hemato-oncology

Pyruvate kinase deficiency (PKD) is a rare congenital hemo-
lytic anemia characterized by chronic hemolysis, ineffective
erythropoiesis, and serious long-term complications. Mitapi-
vat, an oral allosteric pyruvate kinase activator, represents
the first approved disease-modifying therapy for PKD, with
efficacy established in the DRIVE-PK, ACTIVATE, and ACTI-
VATE-T trials. However, evidence in heterogeneous popula-
tions with complex comorbidities or uncommon genotypes
remains scarce. This study presents the first multicenter re-
al-world evaluation of mitapivat in adult patients with
PKD.A retrospective analysis was conducted across 9 Italian
centers via compassionate use or post-trial access. Thirty
adults (16 males, 14 females; median age 45 years) were in-
cluded, of whom 10 (33%) were transfusion-dependent (TD)
and 20 (67%) had undergone prior splenectomy. Genotypic
distribution comprised biallelic missense (BM) (65%), mis-
sense/non-missense (M/NM) (12%), and biallelic non-mis-
sense (BNM) (23%) variants. Mitapivat was titrated up to 50
mg twice daily. Response was defined as a sustained hemo-
globin (Hb) increase =1.5 g/dL from baseline or =233% re-
duction in transfusion burden.After a median follow-up of 19
months, the overall response rate was 67% (20/30). In non-

TD (NTD) responders, median Hb improved significantly
from 9.45 to 11.1 g/dL (p<0.0001), with a median sustained
increase of 2.2 g/dL. Among TD patients, 70% achieved
meaningful reductions in transfusions, with 60% attaining
complete transfusion independence. Hemolytic markers im-
proved substantially: reticulocytes declined from 229 to
133x10%L (p<0.001), LDH from 233 to 201 U/L (p=0.013),
and indirect bilirubin from 2.6 to 0.82 mg/dL (p<0.0001).
Most responses occurred within 3 months of initiation.Geno-
type was the principal determinant of response: response
rates were 82% for BM, 33% for M/NM, and 17% for BNM
genotypes (p=0.005). Baseline PK enzymatic activity and pri-
or splenectomy did not influence response (p=0.44 and
p=0.7, respectively). The safety profile was consistent with
clinical trial data: manageable lipid elevations in 20% of pa-
tients. Two unintended pregnancies necessitated treatment
discontinuation.These findings confirm that mitapivat is
highly effective and acceptably safe in a real-world PKD pop-
ulation, offering a functional cure in a substantial propor-
tion of TD patients and meaningful anemia improvement in
NTD individuals, with genotype as the key predictor of ther-
apeutic response.
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DARATUMUMAB FOR REFRACTORY IMMUNE-MEDIATED ANEMIAS: REAL-WORLD
EVIDENCE FROM A COMPASSIONATE USE PROGRAM

A. Cellini', S. Giammarco’, M. A. Limongiello®, S. Sica’, B. Fattizzo’, G. L. Pedone’, A. Aroldi*, M. Fedele®. L. Pavan’,

F. Angotzi', L. Trentin', A. Visentin'

'Hematology Unit, Department of Medicine, University of Padova; “Department of Hematology, Fondazione Policlinico Universitario-IRCCS AGemelli;
Department of Oncology and Hemato-Oncology, University of Milan; *“Hematology Division, Fondazione IRCCS San Gerardo dei Tintori

Background. Refractory autoimmune anemias have limited
treatment options and substantial steroid-related toxicity.
Daratumumab (Dara), an anti-CD38 monoclonal antibody,
may reduce autoantibody production by targeting long-lived
plasma cells and CD38+ T cells.

Aim. To assess efficacy and safety of Dara in relapsed/re-
fractory autoimmune anemias.

Methods. We retrospectively evaluated patients treated
with Dara within a compassionate-use program (Nov 2022-
-May 2025) for primary or secondary warm/cold autoim-
mune hemolytic anemia (AIHA) or pure red cell aplasia (PR-
CA). The primary endpoint was 24-week overall response
rate (ORR), defined as hemoglobin (Hb) increase =20 g/L in
ATHA and reticulocyte recovery with reduced transfusion
need in PRCA. Complete response (CR) was defined as Hb
=12 g/dL without hemolysis.

Results. Sixteen patients were included: 8 AIHA [3 cold, 4
warm, 1 Evans syndrome; 3 secondary] and 8 PRCA. In Al-
HA, median age at Dara start was 59 years (49-70), median
prior therapies 4 (2-7), and all had previously received ritux-
imab. Median baseline Hb was 77.5 g/L (40-125). ORR at 24
weeks was 62.5%, including 3 CRs and 3 partial responses
(PRs); 2 patients were non-responders. Although ORR ap-

peared to be similar between primary and secondary AHIA
patients, among the latter one subject was a non-responder
and another required maintenance Dara to hold the ob-
tained CR. The second non-responder was the subject with
Evans syndrome.In PRCA, all but 1 case occurred after allo-
geneic stem cell transplantation. Median age was 61.5 years
(45-69), no patient had responded to the previous therapy,
and median baseline Hb was 72 g/L (66-88). ORR at 24
weeks was 87.5%, with all responders achieving CR, and
the sole non responder experiencing fatal septic shock be-
fore response evaluation.After a median follow-up of 16
months (3-37), 14/16 completed planned Dara cycles. In Al-
HA, 2 patients required further treatment after a median of
19 months; 1l-year time to next treatment was 75%
(50.3-100). No PRCA patient required additional therapy.
Across 196 infusions, no infusion reactions occurred. Three
infections were recorded: 1 grade 5 septic shock, 1 grade 2
pneumonia, and 1 grade 3 pneumonia.

Conclusions. Dara showed activity in heavily pretreated au-
toimmune anemias, with particularly high and durable re-
sponses in refractory PRCA, and acceptable tolerability in
this compassionate-use cohort. Prospective studies should
define optimal candidates and scheduling.
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ABSTRACT N. C020

IMMUNOSUPPRESSIVE TREATMENT IN ELDERLY PATIENTS (>60 YEARS) WITH
ACQUIRED APLASTIC ANEMIA: A RETROSPECTIVE SINGLE-CENTER ANALYSIS

B. De Marco', E. Cerqui’, E. Borlenghi', C. Cattaneo', M. Oberti', S. Bagnasco', E. Accorsi', L. Masina', G.

Magliano’, A. Tucci'

'Department of Hematology, ASST Spedali Civili di Brescia, ERN/EuroBloodNet; *Unit of Blood Diseases and Stem Cell Transplantation, University of

Brescia

Patients aged >60 years with acquired aplastic anemia
(AAA) present therapeutic challenges due to comorbidities
and reduced tolerance to intensive treatments. Standard
therapy consists of immunosuppressive treatment (IST) with
anti-thymocyte globulin plus cyclosporine (ATG+CSA), with
or without eltrombopag (ELT), or hematopoietic stem cell
transplantation (HSCT) in selected cases.We retrospectively
analyzed 40 consecutive patients aged >60 years diagnosed
with AAA according to Camitta criteria and treated at our
center between January 1989 and January 2025. The study
aimed to evaluate the feasibility and safety of ATG + CSA in
elderly patients with AAA. Horse ATG was administered in
37 patients, whereas rabbit ATG was used in 3 patients.S-
tarting in 2018, ELT (up to 150 mg/day) was introduced af-
ter 3 months in non-responders. Treatment responses were
assessed according to EBMT criteria: complete response
(CR; hemoglobin >10 g/dL, absolute neutrophil count [ANC]
>1.5 x 10°/L, platelets >100 x 10°L); partial response (PR;
transfusion independence); and no response (NR; persistent
transfusion dependence).The median age was 71 years
(range, 60-84). Two patients (5%) had non-severe transfu-
sion-dependent AA, 22 (55%) had severe AA, and 16 (40%)
had very severe AA. A small PNH clone was detected in 9
patients (22%). The ATG dose was reduced by 50% in 11 of
40 patients (27%).At 3 months, the overall response rate of
the whole cohort (ORR; CR + PR) was 37% (15/40).In the
pre-eltrombopag era (before 2018), 23 patients received
ATG alone or ATG combined with CSA. Among evaluable pa-

tients (n=19; 4 not evaluable for early death), the ORR at
+12 weeks was 48%, including 8 CRs and 3 PRs.In the post-
eltrombopag era, 17 patients received ATG plus CSA. Re-
sponse was not evaluable in 5 patients for early death. In
the evaluable cohort, the ORR at +12 weeks was 33%, with
no CRs and 4 PRs, while 8 patients (67%) were non-respon-
ders.Among the 8 non-responders, 6 subsequently received
ELT. After an additional 4 months, the ORR increased to
75% (9/12), with all initial responders maintaining their re-
sponse. Five of 6 ELT-treated patients achieved a response
(2 CRs and 3 PRs overall).Thirty-three of the 40 patients
(83%) developed treatment-related complications including
infectious events (53%), cardiac events (20%), cerebrovascu-
lar events (16%) and fever of unknown origin (11%).In 11 of
40 patients, a fatal event occured, including aspergillus
pneumonia (n=2), acute myocardial infarction (n=1), sepsis
(n=6), cerebral hemorrhage (n=1), and hepatorenal syn-
drome (n=1).Overall, after a median follow-up of 2 years
(range, 2-12), 62% (25/40) of patients died.Median overall
survival was 5.9 years, and the estimated 30-year overall
survival was 25% (Figure 1).Despite achieving hematologic
responses, ATG-based IST was associated with substantial
early mortality (27%) and significant morbidity in elderly pa-
tients. The addition of eltrombopag improved response rates
with acceptable toxicity. Prospective studies are warranted
to investigate CSA plus eltrombopag, without ATG, as a po-
tentially safer first-line therapeutic strategy in elderly pa-
tients with AAA.
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SAFETY AND EFFICACY OF DOSE-MODIFIED APPROACHES OF FIXED-DURATION
IBRUTINIB+VENETOCLAX IN PATIENTS WITH PREVIOUSLY UNTREATED CLL:
PRIMARY ANALYSIS OF THE PROSPECTIVE PHASE 2 TAILOR STUDY

P. Ghia'?, J. Novak’®, J. Mihalyova®, M. Doubek’, M. D. Gandhi’, A. Giza’, Z. Lazar®, L. Rejto’, L. Laurenti'’, A.
Sanna'’, C. Bremer'’, P. Sportoletti'®, M. Salib', J. Barrientos", K. S. Robinson'®, F. Bosch Albareda’, L. Yanez'", J.
Burger”, M. Hoffman*’, B. Koffman®', G. Krigsfeld”, C. Abbazio****, E. Franceschini’’, M. Uhart*, B. Patterson®, I.
Usankova®, J. Loffredo’, Z. Anastasiou”’, H. Pei*®, C. Tapprich®, Q. Li*, B. Pinto®, S. Srikanthan®, W. Khan*, B.
Messahel®, C. Kavanagh®, L. Parisi*’, M. Wildgust®, J. Sharman®

"Universita Vita-Salute San Raffaele; ‘Comprehensive Cancer Center, IRCCS Ospedale SanRaffaele; *University Hospital Kralovske Vinohrady and
Third Faculty of Medicine; *University Hospital Ostrava, Department of Hematooncology; *University Hospital Brno; *Virginia Cancer Specialists;
"Jagiellonian University Medical College; °Petz Aladdr County Teaching Hospital; *Szabolcs-Szatmdr-Bereg County Teaching Hospital; '’Fondazione Poli-
clinico Universitario A Gemelli IRCCS; "'Azienda Ospedaliero Universitaria Careggi; “Virginia Oncology Associates; “Institute of Hematology and Cen-
ter for Hemato-Oncology Research (CREO), University of Perugia, Department of Medicine and Surgery; '*Walker Family Cancer Centre; ’Mount Sinai
Comprehensive Cancer Center; '°The Queen Elizabeth II Health Sciences Centre; "’Vall D’Hebron University Hospital, Department of Hematology and
Hemotherapy; "*University Hospital Marqués de Valdecilla-IDIVAL, University of Cantabria; **University of Texas MD Anderson Cancer Center; *Univer-
sity of California; *'CLL Society Inc; ’AbbVie; *’Pharmacyclics LLC, an AbbVie Company; ***?#*?7/8RB03123B1 0 nnson & Johnson; **SCRI, Willamette Val-

ley Cancer Institute

Background. Fixed-duration (FD) ibrutinib+venetoclax
(I+V) has transformed 1L treatment for chronic lymphocytic
leukemia (CLL), with benefit demonstrated in >1200 pa-
tients in phase 2/3 trials (median follow-up up to 5.7 years)
and >500 real-world patients. All-oral administration, im-
proved QoL, and patient preference are key factors for I+V
initiation (Giza 2025). In May 2024, ibrutinib prescribing in-
formation (PI) was updated to recommend AE-guided dose
adjustments (DA). TAILOR is the first prospective study to
evaluate outcomes and tolerability improvement with both
reactive (per PI) and proactive DA.

Aims. We present results from the FD [+V cohorts, assess-
ing efficacy and safety of reactive and proactive DA ap-
proaches.

Methods. Patients were randomized 1:1 to reactive (1A)
and proactive (1B) DA cohorts and received 12 cycles of FD
I+V after a 3-cycle ibrutinib lead-in (420 mg QD) and veneto-
clax ramp-up/dosing per label. In 1B, ibrutinib was proac-
tively reduced to 280mg QD after lead-in. Primary endpoint
was best overall response rate (ORR); secondary endpoints
included progression-free survival (PFS), overall survival
(0S), and safety. TAILOR was not powered for between-co-

hort comparisons.

Results. 171 pts were randomized to 1A (86) and 1B (85).
Median age was 63y. In 1A/1B, 36%/41.2% had unmutated
IGHV status, 16.3%/9.4% had TP53/del(17p) aberration,
4.7%/8.2% had CIRS >6, 43.0%/51.8% were high risk. Me-
dian follow-up was 14.6mo. ORR was 94.2% (95% CI, 87-98)
in 1A and 89.4% (95% CI, 81-95) in 1B. 1 patient per cohort
had progressive disease; 12-mo PFS/OS were 98.8%/98.8%
(1A) and 97.6%/98.8% (1B). Treatment emergent AEs any
grade/grade =3 were 95.3%/48.2% in 1A and 94.1%/50.6%
in 1B. Grade =3 atrial fibrillation was 2.4% in 1A and 7.1%
in 1B, hypertension 2.4% and 4.7%, and infections 2.4% and
8.2%, respectively. AEs led to ibrutinib lead-in discontinua-
tion in 2 pts (2.4%) in 1A and in 5 (5.9%) pts in 1B, and in
the same rates after cycle 3. Ibrutinib DA during lead-in and
after cycle 3 occurred respectively in 4 (4.7%) and 13
(15.3%) pts in 1A, and in 4 (4.7%) and 6 (7.1%) pts in 1B. 2
deaths occurred, due to intracranial hemorrhage (1A) and
pneumonia (1B). MRD data will be presented.
Conclusions. Reactive and proactive I+V DA strategies
yielded significative improvement in ORR, with similar safe-
ty profile in both cohorts. These results strengthen the dos-
ing flexibility of I+V in 1L CLL.
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UPDATED EFFICACY AND SAFETY DATA FROM AN ONGOING PHASE 1A/B TRIAL
OF THE BTK DEGRADER BEXOBRUTIDEG (NX-5948) IN PATIENTS WITH CLL
ACROSS LINES OF THERAPY

P. L. Zinzani', T. Munir?, Z. Omer>, S. Grosicki’, M. Kwiatek’, A. Danilov®, N. Shah’, F. Forconi®, A. Alencar’, M.
Gleeson'"", L. Samples®, G. Collins®, J. Robertson", J. Cohen', W. Wierda'®, D. Brander"’, S. Ma'®, A. Winter"’, K.
Giannopoulos®, J. Byrd®, S. Injac*', W. Jurczak®

'Institute of Hematology "Seragnoli" University of Bologna; °St James’s Hospital; *University of Cincinnati; *“Medical University of Silesia; *AidPort Hos-
pital; °City of Hope National Medical Center; "Medical College of Wisconsin; *University Hospital Southampton NHS Trust; °Sylvester Comprehensive
Cancer Center, University of Miami Miller School of Medicine; “’Guy's and St Thomas’ NHS Foundation Trust; "'Sarah Cannon Research Institute;
“Fred Hutchinson Cancer Center; “Oxford Cancer and Haematology Centre, Churchill Hospital; "*The Christie Hospital NHS Foundation Trust; Emo-
ry University Winship Cancer Institute; "®MD Anderson Cancer Center; "Duke Cancer Institute; '*Feinberg School of Medicine, Northwestern Universi-
ty; ““Cleveland Clinic Foundation; ’Medical University of Lublin; *’ Nurix Therapeutics, Inc; *Maria Sklodowska - Curie National Research Institute of

Oncology

Bexobrutideg (NX-5948) is a highly selective, orally adminis-
tered small molecule degrader of wild-type and mutant BTK.
We report new and updated efficacy and safety data with
bexobrutideg from a Phase (Ph) 1a/b trial. NX-5948-301 (NC-
T05131022) is a Phl, first-in-human trial of bexobrutideg in
advanced B-cell malignancies. In CLL/SLL, bexobrutideg is
being evaluated in relapsed/refractory pts in the Phla dose-
escalation part and then in Phlb dose-expansion cohorts
that include heavily pre-treated, earlier-line and treatment-
-naive patients (pts). Safety is presented for all pts. Efficacy
is presented for all Phla dose-escalation pts and for select-
ed Ph1b dose-expansion cohorts treated at the recommend-
ed Ph2 dose (RP2D) of 600 mg: Cohort 1 (C1; primarily BT-
Ki and BCL2i exposed), C5 (BTKi-exposed and BCL2i-naive),
and C15 (BTKi-naive, incl. treatment-naive).As of 1 Jan
2026, 142 CLL/SLL pts have been enrolled. Phla and Phlb
C1 had a median 4 and 5 prior lines of treatment (LoT) re-
spectively; Phlb C5 and Phlb C15 had a median 2 and 1 pri-
or LoT, respectively.Bexobrutideg was well tolerated across
all doses. The safety profile was maintained over the dura-
tion of treatment and across different prior LoT. Most ad-
verse events (AEs) were grade 1/2. The most common treat-

ment-emergent AEs included purpura/contusion, neutrope-
nia, and petechiae.High objective response rates (ORRs)
were observed across all cohorts: Phla 83.0% (22.4 months
follow-up [f/u]); Phlb C1 83.3% at 600 mg (13.1 months
ffu); Phlb C5 86.7% (5.3 months f/u); Phlb C15 84.2% (4.9
months f/u). The high ORRs in Phlb C5 and Phlb C15 are
notable, given the short duration of treatment and f/u.
Lymph node size decreases were observed regardless of pri-
or treatments or mutational burden at baseline (see Figure).
Median progression-free survival (mPFS) was 22.1 months
in Phla (mPFS f/u 19.8 months).In this Phla/b trial, bexo-
brutideg demonstrated a favorable safety profile in pts with
CLL/SLL with longer f/u across doses and prior treatments.
Durable responses were maintained in the Phla dose-escala-
tion cohort, which has the longest f/u to date. High re-
sponse rates were observed across populations with differ-
ent prior therapies, incl. pts previously treated with BTKi
and BTKi-naive pts, supporting further clinical development.
Bexobrutideg is being evaluated in the Ph2 DAYBreak-201
study (NCT07221500) and a Ph3 DAYBreak-306 study (NC-
T07516093) investigating bexobrutideg vs pirtobrutinib is
planned.
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NON-INVASIVE PROGNOSTICATION AND MINIMAL RESIDUAL DISEASE
MONITORING OF MYD88'*°** IN IGM-GAMMOPATHIES: INSIGHT FROM THE "BIO-
WM" PROSPECTIVE TRIAL OF THE FONDAZIONE ITALIANA LINFOMI

E. Amaducci', D. Drandi’, S. Zibellini’, L. Marcheselli’, C. Varraso’, E. Genuardi', I. Dogliotti*, E. Cappello’, F.
Cavallo', C. Sasso', A. Ferrari’, B. Bianchi®, M. Deodato’, L. Laurenti®, P. Tosi’, E. Cencini'’, G. Loseto", D.
Marino'’, M. Marchetti"*"*, F. Russo®, A. Sica'®, J. Olivieri’, G. Favrin®, C. Jiménez Sanchez', N. Puig"®, L. Arcaini’,
B. Bruno'”, R. Garcia-Sanz", S. Ferrero'", M. Varettoni’

'Hematology, Department of Molecular Biotechnologies and Health Sciences, University of Torino; °S C Ematologia 1, Fondazione IRCCS Policlinico
San Matteo; *Fondazione Italiana Linfomi, Clinical Trial Office; *Division of Hematology, A O U Citta della Salute e della Scienza di Torino; ’Ematologia,
A O Arcispedale Santa Maria Nuova - IRCCS; *U O C Ematologia, Ospedale di Circolo e Fondazione Macchi - ASST Sette Laghi; "Department of Hema-
tology, ASST Grande Ospedale Metropolitano Niguarda, Niguarda Cancer Center; *Ematologia - Universita Cattolica S Cuore; °Ematologia, Ospedale
degli Infermi di Rimini; *°U O C Ematologia, AOU Senese; 'U O C Ematologia, IRCCS Istituto Tumori Giovanni Paolo II; “U O S D Trapianto di cellule
staminali, Istituto Oncologico Veneto IOV, IRCCS; 508 Ematologia, Ospedale Cardinal Massaia; 14Hematology, Unit, University Hospital SS Antonio
e Biagio e Cesare Arrigo; U O Ematologia e CTMO, Azienda Ospedaliera Universitaria di Parma; "*Oncologia Medica ed Ematologia, A O U Universita
degli Studi della Campania Luigi Vanvitelli; '’Clinica Ematologica, Centro Trapianti e Terapie Cellulari "Carlo Melzi", Azienda Sanitaria Universitaria
Friuli Centrale; "Hospital Universitario de Salamanca (HUSAL), IBSAL, IBMCC (USAL-CSIC), CIBERONC; "*Department of Hematology, Hospital Gen-

eral Universitario Gregorio Marafiéon, CIBERONC, liSGM

Background. MYD88"*" is the hallmark mutation in Ig-
M-gammopathies traditionally assessed through bone mar-
row (BM) aspirate, an invasive procedure.

Aims. The multicenter “BIO-WM” trial (NCT03521596) of
the Fondazione Italiana Linfomi (FIL) evaluated droplet digi-
tal PCR (ddPCR) for MYD88"*" screening and minimal resid-
ual disease (MRD) monitoring in minimally invasive speci-
mens (peripheral blood, PB, and plasma-derived cell-free
DNA, cfDNA) versus the gold standard BM aspirate.
Methods. In a retro-prospective series of 300 WM and Ig-
M-MGUS patients 274 paired BM, PB, and plasma samples
were analyzed for MYD88"*F by ddPCR at diagnosis and
post-treatment. For survival analysis, MRD data were consid-
ered as measured in cfDNA or, when unavailable, in BM.
Results. MYD88"** rates and median mutational burden in
cfDNA closely mirrors BM specimens in WM (91% vs 96%
and 1.4E-02 vs 3E-02) while genomic DNA from PB cells
showed lower sensitivity and mutational burden (85% and
1.2E-03). In IgM-MGUS similar results were described with
significantly lower rates (BM: 75% and 1.5E-03, PB: 58%
and 8E-04, cfDNA: 67% and 2.6E-03). CART models integrat-
ing baseline cfDNA MDY88"*" levels with serum IgM values
may discriminate WM from IgM-MGUS and predicted treat-

ment initiation without BM examination: cfDNA MYD88"****
>5.9 conferred 94% probability of WM, while values <5.9
with IgM <2100 indicated 70% probability of IgM-MGUS.
Among patients with IgM <2100, treatment was required in
15% if cfDNA MYD88"*" <6.9 versus 90% if >6.9. MRD
was prospectively evaluated in 60 WM patients after che-
mo-immunotherapy. MRD negativity rates increased across
tissues: 33% in BM, 55% in cfDNA, and 91% in PB
(P<0.001). Patients achieving CR/VGPR were more likely
MRD-negative (69%, 11/16) versus PR/MR (16%, 16/38).
Bendamustine-rituximab yielded higher MRD negativity
(43%, 12/28) compared to DRC (9%, 2/23). MRD negativity
predicted improved PFS (4-year: 93% vs 62%, p=0.018),
with an initial trend for OS (4-year: 94% vs 83%, p=0.264).
MRD evaluation outperformed conventional clinical re-
sponse criteria as PFS prognosticator: HR 3.44 (1.03-11.5,
p=0.045) for MRD+ vs 2.59 (0.77-8.71, p=0.123) for <VG-
PR (Figure 1).

Conclusions. These results provide prospective evidence
for MYD88"*" assessment by ddPCR as a non-invasive tool
for diagnosis, outcome prediction and MRD monitoring in
IgM gammopathies, supporting its integration into clinical
practice and future trial design.
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Figure 1. Landmark progression-free and overall survival analysis stratified by minimal residual disease at the end of

treatment
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EFFECTS OF IBRUTINIB AND VENETOCLAX ON CAR T CELL GENERATION IN
CHRONIC LYMPHOCYTIC LEUKEMIA: INTERIM RESULTS FROM THE GIMEMA
CLL2020 STUDY

V. Griggio'?, G. Mancin'?, A. Piciocchi’, R. Jones'?, V. Sargentini’, F. Perutelli'”?, Mc. Montalbano'?, G. Ortone'?, R.
Moia®%, A. Bosi’, L. Scarfo®’, P. Ghia®’, F. Passamonti’, G. Gaidano*, R. Foa?, B. Bruno'?, C. Vitale'?, M. Coscia’"®

'Division of Hematology, AOU Citta della Salute e della Scienza di Torino; Department of Molecular Biotechnology and Health Sciences, University of
Torino; *GIMEMA Foundation; *Division of Hematology, Department of Translational Medicine, Universita del Piemonte Orientale; *Fondazione IRCCS
Ca’ Granda Ospedale Maggiore Policlinico; “Universita Vita-Salute San Raffaele; IRCCS Ospedale San Raffaele; °Hematology, Department of Translatio-
nal and Precision Medicine, 'Sapienza' University; *Department of Medicine and Surgery, Insubria University; ASST Sette Laghi, Ospedale di Circolo

e Fondazione Macchi

The therapeutic efficacy of CAR T cells in chronic lymphocyt-
ic leukemia (CLL) remains suboptimal, largely due to intrin-
sic dysfunctions of patient-derived T cells. The immune de-
terminants affecting CAR T-cell functionality in CLL, as well
as the impact of targeted therapies on T-cell fitness, remain
incompletely defined. We analyzed 15 CLL patients enrolled
in the GIMEMA CLL2020 trial, with samples collected at
pre-treatment and after 6 and 12 months of therapy with
ibrutinib (Ibr, n=7) or venetoclax (Ven, n=8). An-
ti-CD19-4-1BB CAR T cells were generated by lentiviral
transduction and evaluated for manufacturing efficiency,
phenotype and in vitro function by flow cytometry. CAR T
cells were successfully generated in 87% of patients at both
pre-treatment and 6 months, and in all samples at 12
months. Transduction efficiency remained consistent across
timepoints. In the Ven group, CAR expression was 47% at
pre-treatment, 41% at 6 months and 57% at 12 months. In
the Ibr group, respective values were 47%, 42% and 64%.
Therapy had no impact on final CAR T-cell yield. CAR T
products were enriched in CD4+ T cells compared with the
starting material, irrespective of therapy. After 12 months
of treatment, both CD4+ and CD8+ T cells in the CAR T

product exhibited a significant shift toward less differentiat-
ed subsets. Moreover, a significant increase in the rate of
Th1 cells was found in CAR T cells produced after 12
months of Ibr treatment. Immune checkpoint analysis re-
vealed that Ven induced progressive changes, including re-
duced PD-1 expression in CD4+ T cells and decreased CT-
LA-4 in both CD4+ and CD8+ T cells at 6 and 12 months,
while TIM-3 remained stable and TIGIT increased selective-
ly in CD8+ T cells. Functionally, CAR T cells retained their
proliferative capacity, degranulation and cytotoxic activity
after exposure to CD19+ target cells across all timepoints,
with no differences between treatment groups. Ven therapy
was associated with a trend toward increased CD4+ T-cell
degranulation at 12 months, whereas cytokine production re-
mained comparable overtime. In conclusion, exposure to tar-
geted agents, particularly prolonged venetoclax therapy, pro-
motes a more favorable differentiation profile and partial
modulation of exhaustion markers. However, no correspond-
ing improvement in in vitro functional activity is observed.
Future efforts should focus on optimizing CAR T-cell manu-
facturing processes to better harness the favorable modula-
tion of T-cell fitness.
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EPIGENETICS OF VEXAS AND MDS REVEALS AGE-DEPENDENT SIGNALS AND
INVARIANT LONGITUDINAL METHYLATION PATTERNS AFTER
HYPOMETHYLATING AGENTS THERAPY

F. Romano', E. Fabiani', E. Lumia’, G. Falconi', G. Ranucci', E. Meddi', T. Ottone', M. Divona', E. Casciani’, E.
Diral’, C. Campochiaro®, G. Battipaglia’, P. Triggianese', N. Toschi', M. T. Voso', C. Gurnari'®
'Department of Biomedicine and Prevention, University of Rome Tor Vergata; *Unit of Hematology and Bone Marrow Transplantation, IRCCS San Raf-

faele Hospital; *Unit of Immunology, Rheumatology, Allergy and Rare Diseases (UnIRAR), IRCCS Ospedale San Raffaele & Vita-Salute, San Raffaele
University; *Hematology, Department of Clinical Medicine and Surgery, University of Naples "Federico II"; °Department of Translational Hematology

and Oncology Research, Taussig Cancer Institute, Cleveland Clinic

VEXAS is an adult-onset autoinflammatory syndrome driven
by somatic UBAI mutations, frequently associated with
myelodysplastic syndromes (MDS). Given the clinical suc-
cess of hypomethylating agents (HMA) in VEXAS and its in-
terface with MDS, we studied VEXAS/MDS epigenetics to
identify disease-specific signatures and HMA interaction-
s.We analyzed data from 10 patients with VEXAS, 38 MDS
(MDS-LR,n=15; MDS-HR,n=23), and 7 healthy donors (HD).
Promoter methylation was assessed by pyrosequencing for
OTP, PRRX2, ANXA4, and BCL2L10, including mean methy-
lation and individual CpG-level measurements.In VEXAS,
ANXA4 methylation correlated positively with age (mean:
Spearman p=0.84, ¢=0.03, BH-FDR,q=0.03). The
age-ANXA4 relationship differed significantly between
VEXAS and MDS: in the latter, ANXA4 mean decreased with
age (slope=-0.86% per year), whereas increased in the
former (slope=+2.18% per year), with a significant
agexVEXAS interaction (p=2.75%x10-9).In age/sex/HD-adjust-
ed models, ANXA4 methylation was lower in MDS-HR com-
pared with VEXAS across all CpGs (e.g.,mean
—27.8%,p=0.01; within-ANXA4 BH-FDR,q=<0.02). This con-
trast was driven by genotype: within MDS-HR, RUNX1 muta-
tion was associated with ANXA4 hypomethylation (mean

16.7% in RUNXI-mut vs 53.7% in RUNX1-wt;p<0.01; FDR
g<0.01). RUNX1 mutation status remained independently as-
sociated with lower ANXA4 methylation (-=32.5%, p<0.01)
when adjusting for disease-context.PRRX2 mean methylation
and CpGs-level values were higher in MDS-HR than LR
(59.9% vs 42.8%; p=0.02; within-PRRX2 BH-FDR q=0.04),
whereas VEXAS showed intermediate values, not significant-
ly differing from MDS groups. No signal was identified with
regards to OTP and BCL2L10.Longitudinal methylation anal-
ysis of VEXAS (n=5) and MDS-HR (n=6) undergoing HMA
showed an 18% mean reduction (p=0.07) after HMA in all
VEXAS cases, paralleled by UBA1 mutational clearance and
clinical remission. Conversely, no differences were noticed
in OTP, ANXA4, and BCL2L10 in VEXAS. Longitudinal pro-
file in HR-MDS did not reveal meaningful changes for any
tested genes.Our results reveal a VEXAS-specific age depen-
dency for ANXA4 methylation, directionally opposite to that
seen in MDS, suggesting that inflammatory context and/or
clonal architecture may shape epigenetic regulation differ-
ently from canonical MDS. PRRX2 methylation remains a ro-
bust marker of MDS risk stratification, also correlating in
VEXAS with HMA therapy exposure, corroborating VEXAS-
-specific epigenetic dynamics.
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CARDIOVASCULAR COMORBIDITY BURDEN IN VEXAS SYNDROME: GENOTYPE-
STRATIFIED, IMAGING AND LONGITUDINAL FINDINGS FROM THE ITALIAN
COHORT
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Garaci”’, A. Venditti’, M. Voso', N. Toschi'***°, C. Gurnari'*

"University of Rome Tor Vergata; “IRCCS San Raffaele Hospital; IRCCS Ospedale San Raffaele; *University of Rome Tor Vergata; °Fondazione IRCCS
Policlinico San Matteo; *University of Siena; "University of Padova; °Civil Hospital; *Azienda Ospedaliera Universitaria Ospedali Riuniti Ancona; "IRCCS
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VEXAS syndrome is an adult-onset autoinflammatory syn-
drome caused by somatic UBA1 mutations. Cardiovascular
(CV) comorbidities remain sparsely described. We character-
ized CV burden, genotype associations, imaging and longitu-
dinal outcomes in an Italian VEXAS study.Cardiac involve-
ment was defined as 1 among heart failure (HF), advanced
diastolic dysfunction (DD), valvular heart disease (VHD),
pericardial signs, atrial fibrillation (AF), reduced Global Lon-
gitudinal Strain (GLS) on echocardiogram. Genotype analys-
es focused on UBA1 M41 variants; treatment lines served as
a marker of cumulative treatment exposure.100/109 total pa-
tients had integrable data, including 89 M41 patients. CV
risk factors were similar across M41 variants: hypertension
in 56%, diabetes in 23%, dyslipidemia in 33%, smoking his-
tory in 33%.At baseline CV involvement was present in 60%
of evaluable M41 patients with comparable rates in M41L,
M41T, M41V genotypes (63%, 53%, and 60%). At last fol-
low-up CV involvement was present in 58%. Notably fol-
low-up involvement was higher in M41T (p=0.03; OR 3.34,
95% CI 1.14-9.77) while M41V was enriched for tricuspid
VHD (p<0.01).Paired analyses showed no significant in-
crease in HF, DD, VHD, pericardial signs, AF or total cardi-

ac features over time (Wilcoxon p=0.66) at a median fol-
low-up duration of 0.93 years (IQR 0.31-2.04). Baseline car-
diac involvement was the strongest predictor of follow-up
CVD (OR 4.95, 95% CI 1.44-17.00; p=0.01), with M41T re-
maining significant after adjustment (OR 4.35; p=0.03).
Among patients without baseline CV disease, new involve-
ment occurred in 27% and related with a higher number of
treatment lines (median 4 vs 2; p=0.05).In a monocentric co-
hort of nine patients, echocardiography and cardiac MRI
were performed. VHD was documented in all cases and en-
larged atrial volumes in 55.6%. Impaired GLS despite pre-
served EF was observed in 66.7%. Cardiac MRI, performed
in 7/9 patients, confirmed VHD in 71.4% patients. Reduced
GLS was associated with clinical worsening and MRI abnor-
malities. In one patient, T1 mapping during disease flare
showed abnormal myocardium tissue characterization
(Fig.1).In our VEXAS cohort, CV comorbidities were com-
mon: M41V showed a distinct valvular pattern, whereas
M41T was associated with higher follow-up cardiac involve-
ment. Treatment burden correlated with baseline and fol-
low-up involvement, supporting longitudinal monitoring with
GLS/MRI to better define cardiologic trajectories in VEXAS.
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UPDATED OVERALL SURVIVAL AND LONG-TERM TRANSFUSION INDEPENDENCE
FROM THE PHASE 3 COMMANDS TRIAL IN ERYTHROPOIESIS-STIMULATING
AGENT-NAIVE PATIENTS WITH LOWER-RISK MYELODYSPLASTIC SYNDROMES

V. Santini', M. G. Della Porta®, A. M. Zeidan®, R. S. Komrokji*, V. Pozharskaya®, Y. Lai’, D. Lopes De Menezes’, M.
Ugidos Guerrero’, T. Farazi’, D. Miteva®’, B. Aggarwal’, S. Kalsekar’, D. Valcarcel®, P. Fenaux’, J. Shortt", U.

Platzbecker'!, G. Garcia-Manero'>

'MDS Unit, Hematology, University of Florence; *Cancer Center IRCCS Humanitas Research Hospital, and Humanitas University; *Yale University
School of Medicine; *Moffitt Cancer Center; *Bristol Myers Squibb; °Bristol Myers Squibb; ’Bristol Myers Squibb; *Hospital Universitari Vall d’Hebron;
Hépital Saint-Louis, Université Paris 7; "’Monash University and Monash Health; "'University Hospital Leipzig; “University of Texas M D Anderson

Cancer Center

Background. In the ph 3 COMMANDS trial (NC-
T03682536), luspatercept (LUSPA) significantly improved
RBC-TI =12 wks with concurrent mean hemoglobin (Hb) in-
crease =1.5 g/dL (Wks 1-24; primary endpoint) vs epoetin
alfa (EA) in pts with ESA-naive transfusion-dependent (TD)
LR-MDS. Longer follow-up (FU; >2.5 y) showed a favorable
OS trend and durable TI responses with LUSPA vs EA. We
report updated results with 6 more mos of FU (>3 y).
Methods. Pts (=18 y; ESA-naive; TD; LR-MDS) were strati-
fied by baseline (BL) transfusion burden (TB), ring sider-
oblasts (RS), and serum erythropoietin (sEPO), and ran-
domized 1:1 to LUSPA (1.0-1.75 mg/kg; SC Q3W) or EA
(450-1050 IU/kg; SC QW) for =24 wks. OS (from randomiza-
tion), RBC-TI and Hb improvement (all Wk 1-end of treat-
ment [tx]), predictive BL biomarkers of OS, and safety were
evaluated.

Results. At cutoff (Oct 6, 2025), median (min-max) FU was
35.9 (1-73; LUSPA) and 30.8 (0-77; EA) mos. Median OS
was not reached (NR) for LUSPA and 46.0 mos for EA (HR,
0.78; 95% CI, 0.56-1.09), with similar trends in subgroups
(Table). RBC-TI =12 wks (LUSPA vs EA) occurred in 76.4%
vs 55.8% of pts, and in 60.4% vs 39.2% with concurrent
mean Hb =10 g/dL; median cumulative duration (95% CI) of

RBC-TI =12 wks was 184.4 (118.4-NE) and 95.1
(74.9-180.1) wks (HR, 0.54; 95% CI, 0.36-0.80). RBC-TI
=2.5 y (LUSPA vs EA) occurred in 25.3% vs 10.5% of pts.
Mean Hb increase =1.5 g/dL (LUSPA vs EA) occurred in
80.2% vs 58.6% of pts; median duration (95% CI) of Hb in-
crease =1.5 g/dL was 72.9 (53.9-89.9) and 47.9 (35.9-60.0)
wks (HR, 0.61; 95% CI, 0.44-0.85). Improved OS was associ-
ated with BL biomarkers of favorable immune (LUSPA) and
CV function (LUSPA and EA), less aggressive disease (EA),
and preserved megakaryopoiesis (EA); these characteristics
may enhance response to tx.Overall, 17.6% (LUSPA) and
7.8% (EA) of pts remained on tx; 84.6% and 83.2% had =1
dose escalation. No new safety concerns emerged. Deaths
(any cause) occurred (LUSPA, 36.3%; EA, 43.0%), fewer
LUSPA pts progressed to HR-MDS (3.3%; 7.3%), and AML
progression was comparable (4.9%; 5.5%).

Conclusions. Long-term FU demonstrated improved OS
trends and sustained responses with LUSPA vs EA, overall
and in subgroups. No new safety concerns emerged, rein-
forcing superior clinical benefit as first-line tx in LR-MDS.
©2026 American Society of Clinical Oncology, Inc. Reused
with permission. This abstract was accepted and previously
presented at the 2026 ASCO Annual Meeting. All rights re-
served.

[ Stampa pp. 67-68 ]

pagepress.org 67


https://www.pagepress.org

53° CONGRESSO NAZIONALE SIE

MYELODYSPLASTIC SYNDROMES

sttembre 2026
r La Nuvela

ABSTRACT N. C028

Table.
Median OS, mos LUSPA EA MR
' (95% CI)
(n=182) (n=181) 0.78
Cyeral NR 46.0 (0.56-1.09)
Stratification subgroup
(n=118) (n=111) 0.87
TRELIBELR e 57.5 47.2 (0.57-1.33)
(n=64) (n=70) 0.62
TB 24 RBC U/8 wks i s DR
— (n=133) (n=130) 0.70
NR 47.2 (0.47-1.04)
= (n=49) (n=50) 0.96
54.8 46.2 (0.53-1.72)
(n=145) (n=144) 0.81
SERHEZIDENL NR 51.4 (0.55-1.20)
(n=37) (n=37) 0.67
SEPOSINOUN. 43.0 35.4 (0.35-1.28)
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Background. VEXAS (Vacuoles, E1 enzyme, X-linked, Au-
toinflammatory, Somatic) syndrome is an acquired autoin-
flammatory disease caused by somatic UBA1l mutations.
Janus kinase inhibitors, particularly ruxolitinib (RUXO), have
shown efficacy in VEXAS, but RUXO-associated anemia of-
ten leads to dose reduction or discontinuation. Momelotinib
(MMB), a JAK1/JAK2 and activin A receptor type 1 inhibitor,
improves anemia in myelofibrosis and may represent a thera-
peutic option in VEXAS.

Aims. To evaluate the safety and effectiveness of MMB in a
single-center cohort of patients with VEXAS syndrome.
Methods. Patients with genetically confirmed VEXAS syn-
drome treated with MMB were identified. Clinical features,
variant allele frequency (VAF) of UBA1 mutations by droplet
digital PCR, hemoglobin (Hb), C-reactive protein (CRP), and
prednisone dose were collected at baseline and during the
first 3 months of treatment. Results: Six male patients with
VEXAS (median age 67 years) were included; all had con-
comitant lower-risk myelodysplastic syndrome. Four pa-
tients had previously received RUXO, discontinued for wors-
ening anemia (n=3) or skin rash (n=1). At baseline, all pa-
tients were on prednisone (median 15 mg/day) and four
were on erythropoiesis-stimulating agents (ESA). All started

MMB 200 mg daily. One patient discontinued MMB for sub-
jective intolerance by day 30, and one required dose reduc-
tion to 100 mg/day for drug interactions. Three patients de-
veloped respiratory tract infections, requiring admission in
two cases. One patient experienced a disease flare in the
first month, requiring prednisone escalation. No thrombotic
events occurred. Median Hb increased by 1 g/dl [IQR 0.5-2]
after 1 month and by 2 g/dl [IQR 0-3] at 3 months. In one
patient ESA was discontinued at month 3. Median CRP de-
creased from 25 mg/L [IQR 4.6-48.6] at baseline to 16 mg/L
[IQR 8-27.6] at 3 months. Median prednisone dose de-
creased from 20 mg/day [IQR 15-25] at baseline to 15 mg/-
day [IQR 10-17.5] at 3 months since MMB initiation. Fur-
thermore, UBA1 VAF decreased from a median of 67% [IQR
62.7-67.9] at baseline to a median of 29.8% [IQR 23.8-40.5]
at 3 months.

Conclusions. This preliminary experience suggests that
MMB has an acceptable safety profile and may provide clini-
cal benefit in VEXAS syndrome, with improvement in ane-
mia, inflammatory markers, steroid-sparing effect, and re-
duction in UBA1 clonal burden. These findings support fur-
ther investigation of MMB in VEXAS in larger prospective
studies.

[ Stampa pp. 69-70 ]

pagepress.org 69


https://www.pagepress.org

53° CONGRESSO NAZIONALE SIE

MYELODYSPLASTIC SYNDROMES

>

Hemoglobin values (g/dl)
L [ i i i L L ]

$E

Prednisone posology (mg/day)
s
i

70

CRP values (mg/l)
3
1

100
a0+
B0+
70+
60—
50
40+
30
20
10

UBA1 VAF (%)

= | ROMA, 21-23 Settembre 2026

-
-

Stampa pp. 69-70

Abstracts printing tool powered by pagepress.org

ABSTRACT N. C029


https://www.pagepress.org

settembre 2026

nter La Nuvela

ROMA, 2

53° CONGRESSO NAZIONALE SIE ABSTRACT N. C030

MYELODYSPLASTIC SYNDROMES

PROTEOMIC LANDSCAPE OF VEXAS SYNDROME

F. Romano’, E. Morrocchi’?, M. Piccari*, G. R. Pascucci*®?, G. Ranucci', E. Meddi', N. Lelli}, E. Ricci’, E. Casciani’,
P. Triggianese'”’, T. Ottone', M. Divona', G. Battipaglia®, A. D’Ambrosio’, A. G. Solimando®, S. Mariani’, G. Rivoli"’,
E. Morsia", N. Cotugno®*, M. T. Voso', C. Gurnari'"

'Department of Biomedicine and Prevention, University of Rome Tor Vergata; “Clinical Immunology and Vaccinology Unit, IRCCS Bambino Gest Chil-
dren's Hospital; *Probiomics Srl; ‘Department of Systems Medicine, University of Rome Tor Vergata; *Department of Biomedicine and Prevention, Nutri-
tion and Geriatrics, Tor Vergata University Hospital; °Hematology, Department of Clinical Medicine and Surgery, University of Naples "Federico II";
’AORN S Anna e S Sebastiano; *Department of Precision and Regenerative Medicine and Ionian Area - DiMePRe-], Guido Baccelli Unit of Internal
Medicine, School of Medicine, University of Bari Aldo Moro; "Hematology, Department of Clinical and Molecular Medicine, University Hospital Sant'An-
drea-Sapienza; '"UO Ematologia e terapie cellulari, Ospedale Policlinico San Martino, IRCCS Azienda Ospedaliera Metropolitana (AOM); " Hematology
Department, Azienda Ospedaliera Universitaria Ospedali Riuniti di Ancona; ?Department of Translational Hematology and Oncology Research, Taussig

Cancer Institute, Cleveland Clinic

VEXAS is a complex autoinflammatory syndrome defined by
UBA1 somatic mutations lying at the interface between
MDS and other Systemic Inflammatory Autoimmune Diseas-
es (SIADs).We explored the proteomic landscape of VEXAS
to identify its distinct disease signatures vs MDS clinical
spectrum, evaluating also the impact of Disease-Modifying
Therapies(DMTs) and Disease-Modifying Antirheumatic
Drugs(DMARDs).We performed a proteomic analysis
through the Olink® Proximity Extension Assay technology,
simultaneously investigating 1034 proteins in 86 plasma
samples.Our 73 patients cohort(median age 69 years, range
37-89; M/F: 64/9) included:VEXAS onset(n=18),VEXAS post-
DMT(n=7),VEXAS post-DMARDs(n=10),UBA1-negative cas-
es with SIAD with no hematological malignancies(UBA1-;
n=17),LR-MDS(n=10),LR-MDS+SIAD(n=11),HR-MD-
S(n=10), and HR-MDS post-DMT(n=3). Principal Compo-
nent Analysis(PCA) and differential expression(DE) analysis
were employed for data interpretation.All p-value were Fals
Discovery Rate-adjusted.Baseline PCA showed strong cluster-
ing of VEXAS group compared to the others. Conversely,
post-therapy PCA revealed patient-specific clustering rather
than time-point dependent distribution.DE analysis identi-
fied a unique proteomic signature for VEXAS compared to

all other groups.Specifically, VEXAS showed 83 DE proteins
vs HR-MDS, 39 vs LR-MDS, 27 vs UBA1- patients, and 7 vs
LR-MDS+SIAD.Most proteins were upregulated in VEXAS,
with RPH3A being the most significantly overex-
pressed(p<0.0001).0Other consistently upregulated proteins
included DAPK2, TFEB, HCLS1, EGLN1, IPCEF1, and
NCF1(p<0.05).Notably, comparisons between non-VEXAS
groups (e.g., HR-MDS vs. LR-MDS or UBA1-) yielded only
1,2 or no DE proteins.Furthermore, longitudinal analysis of
paired available VEXAS samples (onset vs post-DMT) identi-
fied 6 DE proteins:IL12A, IL12B, and IDO1 increased post-
treatment, while ERG, TYMP, and ZBTB16 de-
creased(p<0.05).No DE proteins were found by comparing
VEXAS onset vs post-DMARDs or HR-MDS vs HR-MDS post-
DMT.Our data demonstrates that VEXAS syndrome possess-
es a distinct proteomic signature from MDS and SIADs.The
significant overexpression of RPH3A (Rabphilin-3A), a key
regulator of calcium-dependent exocytosis, identifies a novel
potential biomarker for VEXAS, possibly reflecting biological
alterations underlying its pathogenesis. Overall, high-
-throughput proteomics provides a robust framework for bet-
ter understanding the biological complexity and the impact
of therapy of VEXAS.

[ Stampa p. 71 ]

pagepress.org 71


https://www.pagepress.org

settembre 2026

nter La Nuvela

| ROMA., 2

53° CONGRESSO NAZIONALE SIE ABSTRACT N. C031

MYELOPROLIFERATIVE NEOPLASMS

SELINEXOR PLUS RUXOLITINIB IN JAK INHIBITOR-NAIVE MYELOFIBROSIS:
PHASE 3 SENTRY TRIAL

A. Patriarca’, P. Bose’, H. Ali®, H. Al-Ali*, ]J. V. Garcia Gutierrez’, S. Grosicki®, Z. Grudeva-Popova’, C. Harrison®, J.
Hong’, H. Hou", T. Jain'!, M. Kwiatek'?>, M. Loschi®’, F. Passamonti'’, N. Podoltsev"’, R. Rampal'’, S. Tantravahi'’,
L. G. Urian", D. Miljkovic", Y. Chai®, P. Taverna®, T. Mark®, A. Sadiq®, R. Rangwala®, P. Vachhani®, J.
Mascarenhas®

'Ospedale Civile “Spirito Santo”; *University of Texas MD Anderson Cancer Center; °City of Hope; *Krukenberg Cancer Center Halle, University Hospi-
tal Halle (Saale); *Hospital Universitario Ramén y Cajal, Instituto Ramén y Cajal de Investigacién Sanitaria (IRYCIS); Department of Cancer Preven-
tion, Medical University of Silesia; "Medical University of Plovdiv; °Guy’s and St Thomas’ NHS Foundation Trust; Department of Internal Medicine,
Seoul National University Hospital; "’National Taiwan University Hospital; "'Johns Hopkins University; “Centrum Medyczne Pratia; "’Centre Hospitalier
Universitaire de Nice; “Fondazione IRCCS Ca’ Granda Ospedale Maggiore Policlinico, Dipartimento di Oncologia ed Onco-Ematologia, Universita degli
Studi di Milano; "Department of Internal Medicine, Yale School of Medicine; '°Memorial Sloan Kettering Cancer Center; ""Huntsman Cancer Institute;
®Iuliu Hatieganu University of Medicine and Pharmacy; ’Menarini Group; *’Karyopharm Therapeutics; *' University of Alabama at Birmingham; *Tisch

Cancer Institute, Icahn School of Medicine at Mount Sinai

Background. JAK inhibitors (JAKi), such as ruxolitinib (R),
are standard frontline therapy for myelofibrosis (MF), a de-
bilitating myeloproliferative neoplasm (MPN); however, only
~1/3 of R-treated patients (pts) achieve spleen volume re-
duction =35% (SVR35). Despite symptom improvements,
durable modification of underlying disease biology, includ-
ing reductions in variant allele frequency (VAF), is limited.
Importantly, overall survival (OS) gains remain modest, high-
lighting a critical unmet need. Selinexor (S), an XPO1-medi-
ated nuclear export inhibitor, has biologic activity in MF
and synergy with R in MPN models. SENTRY evaluated S+R
in pts with JAKi-naive MF.

Methods. Pts with JAKi-naive MF were randomized 2:1 to S
60 mg weekly + R (per label) or placebo + R, stratified by
DIPSS risk, spleen volume, and baseline platelet count. Eligi-
bility included spleen volume =450 cm?, active symptoms,
DIPSS Int-1 or higher and platelets =100x10%L. Co-primary
endpoints were SVR35 and absolute mean change in TSS
(AbsTSS; excluding fatigue) at Week (Wk) 24. Secondary
endpoints included safety and OS.

Results. 353 pts randomized (S+R n=235; R n=118). Base-
line characteristics were balanced. At Wk 24 SVR35 was
achieved in 49.8% of pts in S+R vs 28.0% in R (OR 2.58; P

< .0001). Benefits occurred early and were sustained, with
SVR35 rates of 49.4% vs 20.3% at Wk 12 and 46.9% vs
23.0% at Wk 36. SVR35 was achieved at any time in 67.7%
vs 44.9%. Mean percent change in spleen volume at Wk 24
was —40.0% vs —26.7%. Mean AbsTSS change at Wk 24
was —9.9 vs —10.9 adjusted mean difference 0.97 (P =
.825). As of Feb 20, 2026, 95.3% pts in S+R and 89.8% in R
were alive. With median follow-up of 11.6 and 12.6 months,
OS favored S+R (HR 0.43; nominal P = .022) with early Ka-
plan-Meier curve separation around Month 9. VAF reduc-
tion =20% at Wk 24 occurred in 32.0% vs 23.9% and corre-
lated with SVR35 response. TEAEs occurred in 99.1% in
S+R and 97.4% in R (grade =3 in 70.1% vs 50.0%); TEAEs
leading to treatment discontinuation were low (14.5% and
8.6%). TEAEs leading to death occurred in 0.9% vs 2.6%.
Confirmed leukemic transformation was 1.7% in each arm.
Conclusions. S+R significantly improved spleen response
vs R alone with earlier, deeper, and sustained response
rates, comparable symptom improvement from baseline, and
a manageable safety profile. Improved spleen response,
promising OS signal, and VAF reductions observed in SEN-
TRY position S+R as a novel combination for frontline MF
treatment.
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IMPROVED OVERALL SURVIVAL IN PATIENTS WITH ADVANCED SYSTEMIC
MASTOCYTOSIS TREATED WITH AVAPRITINIB VERSUS REAL-WORLD THERAPY
BASED ON MUTATION-ADJUSTED RISK SCORE STRATIFICATION

M. Bonifacio', A. Reiter?, J. Luebke?, J. Gotlib®, 1. Alvarez-Twose*, D. Radia’, P. Bobbili’, A. Wang®, S. Dimitrijevi¢’,
0. Ponet’, E. Sullivan®, C. Tommasi’, J. Schwaab?’, I. Galinsky", C. Perkins®, W. Sperr'''"*, P. Sriskandarajah’, M.
Mohan®, A. Zhu®, M. Duh®, P. Valent''""?, D. Deangelo'’, J. Rossignol”, O. Hermine"

'Department of Medicine, Section of Hematology, University of Verona; *Department of Hematology and Oncology, University Hospital Mannheim, Hei-
delberg University; °*Stanford Cancer Institute/Stanford University School of Medicine; ‘Institute of Mastocytosis Studies of Castilla La Mancha — Span-
ish Reference Center for Mastocytosis and CIBERONC, Virgen del Valle Hospital; Guy’s & St Thomas’ NHS Foundation Trust of Guy’s Hospital; *Analy-
sis Group, Inc; "Blueprint Medicines GmbH; *Blueprint Medicines Corporation; *Blueprint Medicines; "’Department of Medical Oncology, Dana-Farber
Cancer Institute; ''Department of Internal Medicine I, Division of Hematology and Hemostaseology, Medical University of Vienna; “Ludwig Boltzmann
Institute for Hematology and Oncology, Medical University of Vienna; *CEREMAST, Imagine Institute, Necker-Enfants Malades Hospital, Paris Centre

University

Introduction. Avapritinib is a potent, selective KIT D816V
inhibitor indicated for adults with advanced systemic masto-
cytosis (AdvSM). MARS is a prognostic tool that stratifies pa-
tients with AdvSM based on age, anemia, thrombocytopenia,
and SRSF2/ASXL1/RUNX1 mutations, where patients with
MARS-defined intermediate-and high-risk have poor prognos-
es. We compared OS between MARS-defined patients receiv-
ing avapritinib 200 mg/day starting dose in the PATHFIND-
ER trial (NCT03580655) versus best available therapy (BAT)
in real-world (RW) clinical practice.

Methods. PATHFINDER and RW retrospective study (NC-
T04695431) data were used to compare OS between pa-
tients treated with first-line (1L) avapritinib vs 1L midostau-
rin, and second-line or later (2L+) avapritinib vs 2L+ BAT.
Analyses were restricted to lines of therapy (LOT) within
combined MARS-intermediate or high-risk (score >1) co-
horts. Inverse probability of treatment weighting (IPTW) ad-
justed for baseline differences in key prognostic covariates;
covariate balance confirmed by standardized mean differ-
ences <0.1. IPTW-weighted Cox proportional hazards mod-
els compared OS between cohorts.

Results. 1L analysis. Median OS was not reached (NR)
(95% CI: not estimable [NE], NE) with avapritinib (n=24,

mean follow-up 33.1 months) and 26.8 months (95% CI:
14.4, 49.8) with midostaurin (n=43; 22.5 months). OS was
significantly longer with avapritinib vs midostaurin (hazard
ratio [HR] [95% CI]: 0.08 [0.02, 0.29]; p<0.001).1L SM-AHN
subgroup. Median (95% CI) OS was NR (NE, NE) with
avapritinib (n=19), and 22.1 months (13.0, 61.5) with midos-
taurin (n=34). OS was significantly improved with avapri-
tinib vs midostaurin (HR [95% CI]: 0.09 [0.02, 0.36];
p<0.001).2L+ analysis. Median (95% CI) OS was 50.2
months (50.2, NE) with avapritinib (n=55, 28.4 months),
and 14.8 months (13.2, 32.6) with BAT (n=55, 71 LOT; 17.6
months). OS was significantly longer with avapritinib vs
BAT (HR [95% CI]: 0.28 [0.13, 0.61]; p=0.001).2L+ SM-
AHN subgroup. Median (95% CI) OS was 50.2 months (23.0,
NE) with avapritinib (n=29), and 13.2 months (7.7, 27.5) in
the BAT cohort (n=38, 50 LOT). OS was significantly im-
proved with avapritinib vs BAT (HR [95% CI]: 0.31 [0.13,
0.74]; p=0.008).

Conclusions. In patients with intermediate- or high-risk
MARS, avapritinib treatment significantly improved OS ver-
sus 1L midostaurin and 2L BAT, including in the SM-AHN
subgroup, further characterizing the survival benefit of
avapritinib.
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SPLICING MUTATIONS PREDICT ANEMIA PROGRESSION AND INFERIOR
SURVIVAL IN RUXOLITINIB-TREATED MYELOFIBROSIS PATIENTS

C. Sartor’, F. Branzanti’, M. Bonifacio’, Em. Elli*, E. Abruzzese’, M. Tiribelli’, E. Morsia’, M. Farina®, G. Benevolo’,
E. Beggiato', N. Pugliese', A. Tieghi'’, E. Scalzulli®, F. Cavazzini", A. Iurlo'’, M. Crugnola'®, A. Duminuco"’, D.
Cattaneo", M. Trawinska®’, C. Bosi'?, A. Dedola'?, F. Salvatore'?, D. Cavallina'?, N. Severi'?, F. Cavalca’, D. Cilloni'’,
M. Bocchia®, G. Caocci’’, C. Fava®, F. Pane', Ga. Palumbo?®, M. Breccia®®, F. Palandri’

'IRCCS Azienda Ospedaliero-Universitaria di Bologna, Istituto di Ematologia “Seragnoli”; “Dipartimento di Scienze Mediche e Chirurgiche, Universita
di Bologna; *Department of Engineering for Innovation Medicine, Section of Innovation Biomedicine, Hematology Area, University of Verona; ‘Fon-
dazione IRCCS San Gerardo dei Tintori, Divisione di ematologia e unita trapianto di midollo; *Division of Hematology, Ospedale S Eugenio; °Division of
Hematology and BMT, Department of Medical Area, University of Udine; "THematology Unit, Department of Clinical and Molecular Sciences, DISCLI-
MO, Universita Politecnica delle Marche; *Unit of Blood Diseases and Stem Cells Transplantation, Department of Clinical and Experimental Sciences,
University of Brescia, ASST Spedali Civili of Brescia; *University Hematology Division, Citta della Salute e della Scienza Hospital; "Unit of Hematology,
Department of Oncology, University of Torino; "'Department of Clinical Medicine and Surgery, Federico II University Medical School; ’Department of
Hematology, Azienda USL - IRCCS di Reggio Emilia; *"Hematology, Department of Translational and Precision Medicine, Az Policlinico Umberto I-S-
apienza University; "“Division of Hematology, University of Ferrara; "Hematology Division, Foundation IRCCS Ca' Granda Ospedale Maggiore Policlini-
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sion of Hematology, AUSL di Piacenza; “’Department of Clinical and Biological Sciences, University of Turin; *’Hematology Unit, Azienda Ospedaliera
Universitaria Senese, University of Siena; *’Ematologia, Ospedale Businco, Universita degli studi di Cagliari; **Department of Clinical and Biological Sci-
ences, University of Turin, Azienda Ospedaliera Ordine Mauriziano di Torino; *’Department of Scienze Mediche, Chirurgiche e Tecnologie Avanzate

“GF Ingrassia”, University of Catania

Background. Mutations in the splicing machinery (U2AF1,
SRSF2, SF3B1, ZRSR2) play a cross-cutting role across
myeloid neoplasms. While U2AF1 and SRSF2 have estab-
lished prognostic value in primary (PMF) and secondary
(SMF) myelofibrosis, the impact of the broader spectrum of
splicing mutations (SpM) on anemia dynamics and survival
remains unclear.

Aims. To assess the impact of SpM on worsening anemia,
RUX-emergent anemia and outcome in RUX-treated MF pa-
tients (pts).

Methods. This sub-analysis of the real-world RUX MF study
(NCT06516406) included 344 MF pts with NGS data. Base-
line anemia was defined as Hb<10 g/dL; worsening anemia
as Hb decline =1.5 g/dL; RUX emergent anemia as Hb<10
g/dL and/or transfusion requirement at 6 months; thrombo-
cytopenia as platelets (plt) <100x10°/L. High molecular risk
mutations (HMRm) were defined according to MIPSS70v2
(PMF) or MYSEC-mPM (SMF). Overall (OS), blast phase
free (BPFS), and progression free survival (PFS) were calcu-
lated from RUX start, by KM analysis accounting for time
from diagnosis to RUX initiation.

Results. Eighty pts (22.6%) harbored SpM: SRSF2 (9.9%),
U2AF1 (7.6%), ZRSR2 (3.5%), and SF3B1 (4.1%). Median
age was similar between SpM and SpM wild type (SpMwt)

pts; SpM were more frequent in males and PMF (both p
.02). No differences were observed in driver mutations,
leukocyte count, marrow fibrosis, TSS, spleen size, transfu-
sion requirement, DIPSS/MYSEC risk, or RUX starting dose.-
Conversely, SpM pts had lower baseline Hb (10.5 vs 11.5
g/dL, p=.002) and PIt (275 vs 370%x10°/L, p=.006) and a
higher prevalence of ASXL1 (51.3% vs 32.6%, p=.002) and
IDH1 mutations (7.5% vs 1.5%, p=.005) among HMRm.Base-
line anemia was more frequent in SpM (48.8% vs 30.3%,
p=.002), while thrombocytopenia rates were similar. At 6
months, anemia prevalence (60.3% vs 39%, p=.002) and
RUX emergent/worsening anemia incidence (38.2% vs
20.6%; OR 2.38, p=.003) were higher in SpM pts, but not
thrombocytopenia (p .30).Median OS (5.6 vs 8.8 years; HR
1.86, p=.002), PFS (4.7 vs 8.4 years; HR 1.91, p=.001), and
5 year BPFS (75.5% vs 89.7%, p=.045) were inferior in SpM
pts; associations remained significant after adjustment for
co occurring HMRm.

Conclusions. MF pts harboring SpM exhibit an anemic
phenotype and a 2 fold higher risk for RUX-emergent and
worsening anemia, identifying a vulnerable molecularly
defined subgroup with inferior outcomes and higher progres-
sion risk. These findings support exploring alternative, ane-
mia focused strategies for this pt subset.
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Figure: Kaplan-Meier Curves of Overall Survival (A) and Progression-Free Survival (B) by
presence of splicing mutations (SpM)
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EFFECT OF RUSFERTIDE ON CYTOREDUCTIVE THERAPY USE IN PATIENTS WITH
PHLEBOTOMY DEPENDENT POLYCYTHEMIA VERA: POST HOC ANALYSIS FROM
THE RANDOMIZED CONTROLLED PHASE 3 VERIFY STUDY

F. Palandri', G. S. Vosganian®, A. T. Kuykendall’, A. Bankar®, N. Pemmaraju’, K. M. Pettit’, V. Garcia-Gutiérrez’, A.
Lucchesi®, J. Mayer’, H. Gill"’, A. Hlusi", D. Sasca’?, J. M. Scandura'’, D. M. Ross"*, M. L. Fox", A. M. Vannucchi'®,
S. Koschmieder", J. -J. Kiladjian'®, P. Dinh’, J. Xiao’, V. Venkataraman’, E. Lindemulder’, A. Molina®, J. Shatzel"

'IRCCS Azienda Ospedaliero-Universitaria di Bologna - Institute of Hematology "L and A Seragnoli”; *Protagonist Therapeutics, Inc; *Moffitt Cancer
Center; *Princess Margaret Malignancy Centre; °MD Anderson Cancer Center; *University of Michigan; "Hospital Universitario Ramén y Cajal Instituto
Ramén y Cajal de Investigacién Sanitaria, Universidad de Alcald; *IRCCS Istituto Romagnolo per lo Studio dei Tumori ™" “Dino Amadori”; *University
Hospital and Masaryk University; '’Department of Medicine, School of Clinical Medicine, LKS Faculty of Medicine, the University of Hong Kong;
"Ppalacky University and University Hospital Olomouc; “Universitaetsmedizin der Johannes Gutenberg - Universitaet Mainz; *Silver MPN Center/Weill
Cornell Medicine; *Royal Adelaide Hospital; *Vall d 'Hebron Institute of Oncology ""'°, Hospital Universitario Vall d'Hebron; "*Azienda Ospedaliero-Uni-
versitaria Careggi; "RWTH Aachen University, Faculty of Medicine, and Center for Integrated Oncology ““**®; Hépital Saint-Louis, Université Paris

Diderot; “Oregon Health & Science University

Background. Rusfertide is a first-in-class hepcidin peptide
mimetic. In phase 3 VERIFY (NCT05210790), rusfertide
with standard of care (SOC) met the prespecified primary
endpoint (clinical response: absence of phlebotomy [PHL] eli-
gibility) and all four key secondary endpoints vs. placebo (P-
BO) with SOC (Kuykendall AT, et al Blood.
2025;146(S1):81). Safety was consistent with prior studies.
Aims. Describe rusfertide effect on cytoreductive therapy
(CRT) use in VERIFY.

Methods. VERIFY randomized pts (1:1) with PV to rusfer-
tide or PBO with SOC therapy (PHL with or without CRT).
After the 32-week double blind period, pts could receive rus-
fertide open-label for 3+ years. Post-hoc analysis reviewed
285 rusfertide-exposed pts to identify pts who (1) discontin-
ued CRT without restarting; (2) reduced weekly CRT dose
from that used at randomization lasting =12 wks without re-
turning to baseline; or (3) started a new CRT or increased
weekly CRT dose.

Results. As of 10 December 2025, median duration of expo-
sure for 285 rusfertide-treated pts was 88.1 (2-158) wks;
>80% (n=242) remain ongoing on rusfertide with or with-
out CRT. More than half (156/285; 54.7%) were receiving

CRT at baseline. For pts receiving PHL with CRT, 12.2% dis-
continued CRT, 41.7% reduced and/or discontinued CRT
(29.5% reduced without discontinuing CRT), and 12.2%
started a new CRT or increased weekly CRT dose from base-
line (Table). In pts who discontinued CRT without restart-
ing, median time from first dose rusfertide to CRT discontin-
uation was 28.1 (5.4-125.9) wks. In pts who reduced CRT
dose, time from first rusfertide dose to first CRT dose reduc-
tion was 20.1 (2.0-96.1) wks. Median hematocrit (Hct) re-
mained <45% in patients who reduced or discontinued CRT
dose up to 48 wks prior and 48 wks after CRT change. Dur-
ing rusfertide exposure for the year following CRT dose re-
duction or discontinuation, median PHL rate was 0 PHL/yr.
Conclusions. This analysis showed 41.7% of pts with PH-
L-dependent PV treated with CRT at baseline discontinued
or reduced CRT dose following rusfertide exposure with Hct
levels remaining under 45%; suggesting rusfertide may re-
duce PHL and/or CRT burden in pts with PV who have poor-
ly controlled Hct.2026 European Hematology Association (E-
HA). Reused with permission. This abstract was previously
accepted and presented at the 2026 EHA Annual Meeting.
All rights reserved.
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PHL+CRT PHL+CRT
n=156 Or
HU Interferon Ruxolitinib Other Any CRT PHL Only PHL Only*
n=109 n=38 n=7 n= n=156 n=129 n=285
Discontinued
CRT, 15(13.8) 4(10.5) 0 0 19(12.2) N/A 19 (6.7)
n (%)
Reduced
and/or
discontinued | 47 (43.1) 16 (42.1) 1(14.3) 1(50.0) 65 (41.7) N/A 65 (22.8)
CRT,
n (%)
Increased dose/
New CRT,| 14 (12.8) 4(10.5) 1(14.3) 0 19 (12.2) 20(15.5) 39 (13.7)
n (%)
No CRT Chin(g‘}:i 48(44.0) | 18(47.9) 5(71.4) 1(50.0) 72(46.2) | 109(84.5) | 181(63.5)
HU, hydroxyurea; N/A, not applicable.
*All pts treated with rusfertide (n=285). In VERIFY (N=293 pts), 2 pts were randomized but not dosed; 6 pts (PBO group)
discontinued VERIFY before receiving rusfertide.

[ Stampa pp. 76-77 ]

Abstracts printing tool powered by pagepress.org 77


https://www.pagepress.org

| ROMA. 21-23 Settembre 2026

53° CONGRESSO NAZIONALE SIE

MYELOPROLIFERATIVE NEOPLASMS

ABSTRACT N. C035

LIMITATIONS OF NEXT-GENERATION SEQUENCING IN DETECTING LOW-ALLELE
BURDEN JAK2 V617F MUTATION: IMPLICATIONS FOR DIAGNOSIS AND
MOLECULAR MONITORING IN 3,888 PATIENTS

C. Barbato', T. Femiano', A. Zanniti', S. Errichiello’, A. Galdiero’, R. Visconti', A. Potenza', C. Del Prete’, G.
Esposito’, M. Capone’, G. Pennacchio’, V. Pallotta’, R. Farina', A. Siniscalchi’, F. Grimaldi’, N. Pugliese’, F.

Quarantelli’, B. Izzo"®

'CEINGE Biotecnologie Avanzate Franco Salvatore; *University of Naples “Federico II”, Clinical Medicine and Surgery, Hematology Section; *Universi-
ty of Naples “Federico I1”, Department of Molecular Medicine and Medical Biotechnology

The JAK2 V617F mutation is a key driver in chronic myelo-
proliferative neoplasms (MPNs), characterized by clonal
myeloid proliferation in bone marrow (BM) and peripheral
blood (PB). Quantitative PCR (qPCR) remains the recom-
mended method for mutation detection and allele burden
quantification according to current international guidelines.
NGS-based targeted panels allow simultaneous profiling of
multiple myeloid genes, but their sensitivity for low variant
allele fraction (VAF) JAK2 variants remains debated. Al-
though high concordance between NGS and qPCR has been
demonstrated at VAF >5% (detection limit of our NGS as-
say), limitations persist at lower VAF levels.The aim of this
study was to evaluate the frequency of JAK2 V617F muta-
tions identified by qPCR but not detected by NGS, analyzing
allele burden and the diagnostic and monitoring implica-
tions, particularly for minimal residual disease assessment
in the era of potential disease modifying agents.Between
2023 and 2025, 3,888 patients with suspected MPNs were
analyzed. DNA was extracted from BM or PB samples and
analyzed using both NGS and qPCR. NGS analysis was per-
formed using the Myeloid Solution panel or the Ion Torrent
Genexus system. Concurrently, the samples were analyzed

by qPCR using the Ipsogen JAK2 MutaQuant 24 V1, with a
detection limit of 0.061%.A total of 1,163 (29.9%) tested pos-
itive for JAK2 V617F by qPCR (Fig. 1A). Among samples ana-
lyzed by both methods, 48 (4.13%) were positive by gPCR
with VAF <2%; of these, 29 (60.4%) were not detected by
NGS. Additionally, 7 of the 19 cases positive by both meth-
ods (36.8%) showed discrepant VAF values, leading to inac-
curate allelic burden estimation (Fig. 1B-C). Despite these
discrepancies in low-burden cases, Cohen’s kappa showed al-
most perfect overall agreement between qPCR and NGS (k
= 0.98).qPCR remains the gold standard for JAK2 V617F de-
tection and monitoring. While NGS enables simultaneous
multi-gene analysis, its sensitivity limitations may yield
false-negative results at low allele burden. A combined
gqPCR-NGS approach is therefore essential for accurate diag-
nosis. Particularly in view of potential treatment discontinua-
tion or in the evaluation of response to therapies such as
ruxolitinib and interferon, VAF represents an increasingly
important parameter for disease monitoring and clinical de-
cision-making, especially at very low levels where it enables
a more precise quantification of minimal residual disease
and molecular response.
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PATIENT-REPORTED OUTCOME ENDPOINTS IN RANDOMIZED CONTROLLED
TRIALS OF PATIENTS WITH HEMATOLOGIC MALIGNANCIES: A STATE-OF-THE-
ART OVERVIEW OF STUDIES PUBLISHED BETWEEN 2015 AND 2025

F. Sparano', M. Di Maio’, L. Santilli’, C. Pallisco’, G. Novero’, V. Ponti’, P. Sabbadini’, A. A. Valsecchi’, M.

Vignetti', P. Fazi', F. Efficace’

'Ttalian Group for Adult Hematologic Diseases (GIMEMA), Data Center and Health Outcomes Research Unit; Department of Oncology, University of

Torino, AOU Citta della Salute e della Scienza

Patient-reported outcomes (PROs) are now frequently used
in randomized controlled trials (RCTs) of hematologic malig-
nancies and play a critical role in informing regulatory deci-
sions. For example, they have contributed to drug approvals
in myeloproliferative neoplasms (MPN). We aimed to investi-
gate the use of PRO endpoints in hematologic RCTs over the
last decade.Data were gathered through the IMPROVE pro-
ject, which identified RCTs with PRO endpoints published
between 2015 and 2025. Two independent reviewers extract-
ed information from each RCT on patients’ and study charac-
teristics, clinical and PRO endpoints. PRO differences were
defined based on statistically significant differences be-
tween study arms across PRO scales.A total of 143 RCTs
conducted in multiple myeloma (MM) (n=55), lympho-
mas/chronic lymphocytic leukemia (CLL) (n=42), leukemi-
as/myelodysplastic neoplasms (MDS) (n=27), and MPN
(n=19) were analyzed. Most trials were open-label (71%), in-
ternational (79%), and industry-supported (87%), with a
higher proportion of open-label studies in MM (80%) and
lymphomas/CLL (76%) and more frequent blinding in
leukemias/MDS (44%). Sample size varied by disease, with
larger studies in MM (median 478 patients) and smaller in
MPN (median 195 patients). Immunotherapy was the most

frequent experimental treatment in lymphomas/CLL (79%),
while targeted therapies were more frequent in MPN (74%).
Progression-free survival was the most common primary end-
point (54%), particularly in MM (84%) and lymphomas/CLL
(74%), while overall survival was more frequently used in
leukemias/MDS (37%). PROs were most often used as se-
condary/exploratory endpoints (96%). In MPN trials, they
were more frequently used as primary endpoints (16%) com-
pared to other diseases. The choice of PRO measures varied
across disease groups. EORTC questionnaires were most fre-
quently used overall (64%), particularly in MM (80%),
whereas most MPN studies (90%) used the specific MP-
N-SAF instrument. Overall, PRO results favored the experi-
mental arm in 46% of RCTs, the control arm in 8%, and
showed no difference in 22%, while in 24% of studies statis-
tical significance was not reported. A secondary paper on
PRO results was available in 55% of RCTs, with a median de-
lay of 1.7 years from primary publication.This study pro-
vides a state-of-the-art overview of the use of PROs in RCTs
of hematologic malignancies and provides insights for plann-
ing the design and implementation of PRO endpoints in fu-
ture trials.
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SUSTAINED RELAPSE-FREE SURVIVAL IN MULTIPLE MYELOMA ITALIAN
PATIENTS WHO DISCONTINUED THERAPY IN CLINICAL PRACTICE: A
PRELIMINARY REPORT FROM THE ODISSEY STUDY

N. Sgherza', E. Antonioli’, E. Zamagni®", C. Conticello’, F. Fazio®, S. Palmieri’, A. Cagnetta®, G. Palumbo’, A. G.
Solimando'"", R. Della Pepa'?, C. Germano", G. Palazzo", C. De Risi"’, A. Quinto'’, G. Buda'’, M. Gentile'®"’, O.
Annibali*’, D. De Novellis*, P. Curci', O. Battisti', L. Pavan®, M. Capriata®, G. Di Carlo", G. Proietti®, V. Del
Fabro®, A. P. Falcone®, R. Spadano®, D. Derudas®, G. Mele”’, G. Barila*, M. T. Petrucci®, F. Di Raimondo®*’, F.
Albano'"!, P. Musto""!

'Hematology and Stem Cell Transplantation Unit, AOUC Policlinico; ‘Hematology Unit, Careggi University Hospital; *IRCCS Azienda Ospedaliero-Uni-
versitaria di Bologna, Istituto di Ematologia “Seragnoli”; *Dipartimento di Scienze Mediche e Chirurgiche, Universita di Bologna; *Division of Hematolo-
gy and Stem Cell Transplantation, Policlinico”G Rodolico-San Marco”; °Department of Translational and Precision Medicine Hematology, Sapienza Uni-
versity; "THematology Unit, Ospedale Cardarelli; "Hematology Unit, IRCCS Ospedale Policlinico San Martino; "Hematology Unit, AOU Policlinico Riuniti
di Foggia; G Baccelli Unit of Internal Medicine, AOUC Policlinico; “Department of Precision and Regenerative Medicine and Ionian Area, “Aldo Moro”
University School of Medicine; ’Department of Clinical Medicine and Surgery, University Federico II; "’ Hematology Unit, “Mons Dimiccoli” Hospital;
“Hematology Unit, “G Moscati” Hospital; "Haematology and Transplant Unit, “V Fazzi” Hospital; ""Hematology and Cell Therapy Unit, IRCCS “G Paolo
II”; VDepartment of Clinical and Experimental Medicine, Hematology, University of Pisa; *Hematology Unit, Department of Onco-Hematology, AO of
Cosenza; "*Department of Pharmacy, Health and Nutritional Science, University of Calabria; Z”Hematology, Stem Cell Transplantation, Fondazione Poli-
clinico Universitario Campus Biomedico di Roma; *’ Hematology and Transplant Center, University Hospital "San Giovanni di Dio e Ruggi d'Aragona";
“Department of Medicine (DIMED), Hematology section, Padua University School of Medicine; *’Faculty of Medicine and Surgery “Kore”, University of
Enna; *Department of Hematology and Bone Marrow Transplant, IRCSS Casa Sollievo della Sofferenza, San Giovanni Rotondo; *’Hematology Unit, San-
to Spirito Hospital; **Department of Hematology, Businco Hospital; *’Hematology Unit, “A Perrino” Hospital; **Hematology Unit, Ospedale San Bortolo;

“Department of General Surgery and Medical-Surgical Specialties, Hematology Section, University of Catania

Introduction. Continuous treatment until disease progres-
sion or unacceptable toxicity remains the main approach in
multiple myeloma (MM). However, time-limited regimens
has recently renewed interest in whether discontinuation
may be feasible and safe in selected cases.

Methods. The on-going ODISSEY study (Observational
stuDY of multiple myeloma patientS who diScontinuEd thera-
pY in clinical practice) was designed to describe clinical fea-
tures and outcomes of responding MM patients who discont-
inued treatment for reasons other than disease progression
or death and were alive without progression for at least 12
months post-discontinuation.

Results. One hundred and seventy patients (55.9% male) di-
agnosed between 2002 and 2024 have been so far enrolled.
The median age at discontinuation was 69 years. At diagno-
sis, 71 patients (47.3 %) were in ISS stage I, 38 (22.3%) in
stage II, 16 (9.4%), in stage III; ISS was not available in 16
patients. Treatment was discontinued during first, second
and third or subsequent lines in 92 (54.1%), 57 (33.6%) and
21 (12.3%) patients, respectively. The most frequent first
line therapy discontinued included lenalidomide or thalido-
mide maintenance after ASCT (63%), while combinations of

lenalidomide and dexamethasone with daratumumab (DRd)
or carfilzomib (KRd) where those more frequently interrupt-
ed during second line therapy (57.9%). The median duration
of treatment before discontinuation was 18 months (range
1-85). At suspension, 155 patients (91.2%) were in VGPR or
better. Main reasons for discontinuation were medical deci-
sion (26.5%), newly acquired comorbidities (21.8%), non-he-
matologic toxicity (15.3%), patient’s choice (12.9%), hemato-
logic toxicity (12.3%), and other causes (11.2%). At a me-
dian follow-up of 28 months (range, 12-162) from treatment
discontinuation, median relapse-free survival was 94 months
(95% CI 66-NR) (Figure 1). Among 35 patients who re-
lapsed (20.6%), 31 received a new treatment and VGPR or
better was re-obtained in 80.8% of cases. To date, 157
(92.4%) patients are still alive, and only one death due to
progression disease has occurred.

Conclusions. The ODISSEY study, one of the first experi-
ences exploring treatment discontinuation in MM outside of
clinical trials, suggests that treatment interruption may be
feasible and that durable off-therapy remissions may be
maintained in a significant subset of not heavily treated pa-
tients, with less advanced disease at diagnosis and good
quality responses.
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HEALTHCARE COSTS OF DLBCL IN ITALY: A REAL-WORLD COMPARISON
BETWEEN AXI-CEL AND ELIGIBLE PATIENTS TREATED WITH NON-CAR T
ALTERNATIVES, AND THE IMPACT OF VEIN-TO-VEIN TIME

M. Martino', A. Di Rocco’®, Mc. Tisi’, V. Perrone®, S. Mazzoni*, L. Degli Esposti*, S. Sica’

Centro Unico Trapianti, Division of Hematology, Grande Ospedale Metropolitano Bianchi Melacrino Morelli; *Ematologia, Dipartimento di Medicina
traslazionale e di precisione, Sapienza Universita di Roma; *Unitd Operativa Complessa di Ematologia, Ospedale San Bortolo; ‘Clicon Srl Societa Bene-
fit; *Dipartimento di Diagnostica per Immagini, Radioterapia Oncologica ed Ematologia, Fondazione Policlinico Universitario A Gemelli IRCCS, Univer-

sita Cattolica Sacro Cuore

Axi-cel is a potentially curative one shot option for re-
lapsed/refractory diffuse large B cell lymphoma (DLBCL),
yet a proportion of eligible patients (pts) are still treated
with alternative non CAR T approaches. In CAR T pathway,
shorter vein to vein (VTV; from apheresis to infusion) has
been associated with improved outcomes and lower re-
source consumption!.We evaluated healthcare resource util-
ization-related costs (HCRU; excluding acquisition costs of
CAR T) in Italy by comparing pts treated with axi cel with
pts potentially eligible for CAR T but managed with alterna-
tive non CAR T therapies; we also analyzed costs along the
CAR T pathway, with a focus on the VTV and infusion to
discharge (ITD) phases.Using administrative databases from
Local Health Units, we identified 51 DLBCL pts treated with
axi cel in second or third line (2L/3L) and 147 potentially
CAR T eligible pts treated with alternative regimes, mainly
CT based with or without autologous stem cell transplanta-
tion. The inclusion period ranged from January 2019 (3L) or
November 2023 (2L) to September 2025. The index date
was axi cel infusion or initiation of alternative therapy.
HCRU related costs (including hospitalizations, outpatient
services, and all non CAR T drug prescriptions) were com-

pared using generalized linear models adjusted for age, sex
and Charlson Comorbidity Index, over the 3 months before
and =6, =9 and =12 months after index. Adjusted HCRU
costs were higher for axi cel pts in the 3 months prior to in-
dex, reflecting pre infusion management. Post index, adjust-
ed costs ratios were significantly higher among pts treated
with alternative therapies (2.19x at =6 months, 2.06x at =9
and 2x at =12 months vs axi cel; p<0.01), mainly driven by
repeated hospitalizations and treatment related resource
use; CT and transplant related admissions accounted for
most inpatient costs.Within the CAR T pathway, mean vari-
able costs per pts were €9,757 during the VTV phase (ex-
cluding acquisition costs of CAR T and DRG reimbursement)
and €494 during ITD, largely attributable to supportive care
(e.g., anakinra, tocilizumab) and transfusions.These real--
world data show that axi-cel is associated with lower down-
stream HCRU compared with alternative non-CAR T strate-
gies. Importantly, strategies aimed at optimizing the VIV in-
terval, such as faster manufacturing processes, optimized
treatment capacity and slot availability, confer an economic
benefit by reducing HCRU along the CAR T treatment path-
way.

[ Stampa p. 83 ]

pagepress.org 83


https://www.pagepress.org

settembre 2026

nter La Nuvela

| ROMA., 2

53° CONGRESSO NAZIONALE SIE ABSTRACT N. C039

FITNESS, PALLIATION, QUALITY OF LIFE AND PHARMACOECONOMICS

QUALITY OF LIFE AND CARE ORGANIZATION OF PATIENTS WITH CHRONIC
MYELOID LEUKEMIA WITHIN THE LOMBARDY HEMATOLOGY NETWORK:
UPDATED RESULTS OF THE CML-OPERAP STUDY

M. Caramella', G. Mossini’, G. Bassi’, C. Elena’, A. Iurlo*, M. D'Adda’, T. Intermesoli’, D. Sannipoli’, N. Orofino®, C.
Fiamenghi’, E. Mimiola'’, M. Anghilieri"’, M. Maffioli"’, V. Bertolli’, M. Pasquini", F. Gigli'>, R. Calori'®, R.
PalazzoloV, L. De Fazio'®, M. Ubezio', M. Farina®, V. Rossi*!, L. Trombi? L. Antolini’>, R. Piazza®?**, C. Gambacorti
Passerini**

'Grande Ospedale Metropolitano Niguarda; 2Universita degli Studi di Milano-Bicocca; *IRCCS Policlinico San Matteo; *Fondazione IRCCS Ca' Granda
Ospedale Maggiore Policlinico; °ASST Spedali Civili; °ASST Papa Giovanni XXIII; “IRCCS Ospedale San Raffaele; °ASST Ovest Milanese; ASST Cremo-

na; '’ASST Mantova; "ASST Lecco; ?ASST Sette Laghi; "ASST Valle Olona; "“ASST Crema; “Istituto Europeo di Oncologia; "’ASST Brianza; ’ASST Val-
tellina; "’ASST Lodi; Humanitas Research Hospital; “’Centro trapianto di midollo adulti, ASST Spedali Civili di Brescia; *’ASST Fatebenefratelli Sacco;

“Fondazione IRCCS San Gerardo dei Tintori

Background. CML accounts for 10-15% of adult leukemias.
Tyrosine kinase inhibitors have transformed CML into a
chronic condition with near-normal life expectancy, but
whether CML patients’ (pts) quality of life (QoL) also ap-
proaches that of the general population remains unclear.
The organizational model of CML care may influence QoL
and patient experience.

Aims. The CML-OPERAP study (Outcome and PErformances
Reported and Analyzed by Patients) evaluates the impact of
care organization on QoL and care satisfaction of CML pts.
Methods. Cross-sectional, multicenter observational study
involving 22 REL centers. Eligible pts are =18 with CML,
followed for =6 months.Data includes clinical data and pa-
tient-reported outcomes:- Custom CML Hematology Center
Questionnaire (CCHCQ): assessing satisfaction with physi-
cians, nurses and logistics- EORTC QLQ-C30/CML24 QoL
surveyCenters are classified as:- Categories 1-2: large cen-
ters (>100 CML pts) with/without a dedicated CML clinic-
Categories 3-4: small centers (<100 CML pts) with/without
dedicated time slots for CML ptsAnalyses used regression
(linear and logistic) models adjusted for clustering and con-
founders and t-tests.

Results. As of April 2026, 19 centers provided data on

1026 pts: 383, 317, 170, 156 pts from Category 1-4 respec-
tively.Overall, QoL scores were favorable and comparable or
better than Italian general population reference values.
Mean Global Health Status (GHS) was 76.0 in males
(n=616) vs 67.6 and 69.3 in females (n=410) vs. 62.4 in ref-
erences (both p<0.01).Differences among organizational cat-
egories were small and of limited clinical relevance.Pts in
treatment free remission (n=271) reported slightly better
QoL than those on treatment (n=755), with higher GHS
(76.8 vs 72.1, p<0.01).Category 1 centers reported more
“excellent” CCHCQ ratings than Category 2 across several
items (all p<0.05) regarding physicians (Overall evaluation,
96.2% vs 92.4%; attention to symptoms, 67.0% vs 58.2%;
time dedicated, 69.9% vs 60.4%) and nurses (Overall, 89.5%
vs 84.7%; attention to comfort, 64.7% vs 47.3%; care infor-
mation, 60.9% vs 49.0%; symptoms management, 48.6% vs
40.9%; time dedicated, 66.4% vs 53.3%). Category 3 showed
better center accessibility than Category 4 (46.1% vs
28.6%).

Conclusions. Data from ~50% of REL CML pts show that
QoL is very good and comparable to the general population.
Dedicated CML care is associated with higher satisfaction.
Further results will be presented at the meeting.
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A LONGITUDINAL COMPREHENSIVE GERIATRIC ASSESSMENT TO DEFINE
FITNESS IN FIRST-LINE CHRONIC LYMPHOCYTIC LEUKEMIA PATIENTS AGED =65
YEARS: A PROSPECTIVE MULTICENTER ITALIAN STUDY (CLYF TRIAL)

A. M. Frustaci', A. Zappaterra', A. Galitzia’, E. Lovato’, C. Vitale*, M. Nicolosi’, C. Borella®, V. Bolis’, G.
Quaresmini’, M. Gentile’, S. Marinoni'’, L. Appio'’, A. Giordano®, A. Visentin", G. Farina", V. Rossi"’, F. Bagnoli'’,
E. Boccellato", E. Lista'®, A. Molteni'’, G. Turri*’, V. Del Fabro*!, M. Deodato’, F. Perutelli’, A. Noto', M.
Varettoni*?, M. Motta®, R. Murru?, A. Ferrario®, A. Tedeschi'

'ASST Grande Ospedale Metropolitano Niguarda, Department of Hematology, Niguarda Cancer Center; *Hematology and Stem Cell Transplantation
Unit Ospedale Oncologico A Businco ARNAS “G Brotzu”; *Hematology ASST Spedali Civili; “Hematology Section, Department of Molecular Biotechnolo-
gy and Health Sciences, University of Torino, Division of Hematology, A O U Citta della Salute e della Scienza di Torino; °Hematology Division A O U
Citta della Salute e della Scienza di Torino; "Hematology Division, IRCCS San Gerardo dei Tintori Hospital; "THematology, Fondazione IRCCS Istituto
Nazionale dei Tumori, School Of Medicine, University of Milan; °SC Ematologia ASST Papa Giovanni XXIII; °"Hematology Unit AO of Cosenza, Depart-
ment of Pharmacy, Health and Nutritional Sciences, University of Calabria; ""UOC Ematologia, ASST Ovest milanese, Ospedale di Legnano; ''ASST
Valle Olona, S C Ematologia, Ospedale di Busto Arsizio; “Unit of Hematology and Stem Cell Transplantation, AOUC Policlinico Bari; "Hematology unit
Department of Medicine University of Padova; “Hematology, Hospital;Sant Anna e San Sebastiano; '>SC Ematologia, ASST Fatebenefratelli Sacco, Polo
Universitario Luigi Sacco; '*Department of Oncology and Hematology, IRCCS Humanitas Research Hospital; "’ Division of Hematology, Santa Croce e
Carle Hospital; "*UO Ematologia, Ospedale Santa Chiara, ASUIT; *"Hematology, ASST Cremona; *’Hematology and Bone Marrow Transplant Center,
Central Hospital of Bolzano; *' Faculty of Medicine and Surgery, "Kore" University of Enna; *’Division of Hematology, Fondazione IRCCS Policlinico San

Matteo; *’Hematology, ASST dei Sette Laghi-Ospedale di Circolo

As frailty in chronic lymphocytic leukemia (CLL) is mostly
based on chemo-derived parameters (Creatinine Clearance
[CrCl]<70 and/or CIRS>6: traditional fitness), we evaluated
an integrated geriatric and quality of life (QoL) approach to
define fitness with target agents.In this prospective, multi-
center, observational study, consecutive pts =65 yrs receiv-
ing 1L treatment completed Practical Geriatric Assessment
(PGA) and EORTC QLQ-C30 at treatment start (baseline), 6,
12, 18 months. PGA domains: physical, functional, psycholog-
ical, cognitive function, nutritional status, social support,
self-perceived comorbidities. Primary objective: define frail-
ty in CLL by PGA. Secondary: feasibility, impact of baseline
characteristics on PGA domains; distribution of PGA/EORTC
QLQ-C30 global health status (GHS) across treatments, lon-
gitudinal changes.167 pts were included (Mar 2025-Jan
2026): 58% BTKi, 33.5% ibrutinib-venetoclax, 8.4% veneto-
clax-obinutuzumab. BTKi vs fixed-duration pts were older
(p<.001), unfit by traditional fitness (p<.001), had higher
ECOG-PS (p=.036), more concomitant meds (p<.001), and
TP53 aberrations (p=.005). 98% had=1 altered PGA domain
(median 3). BTKi pts had higher PGA burden (p=.003) and
impaired physical function (p=.001). Median GHS was 67

(0-100), no differences among treatments. Comparing tradi-
tional fitness vs PGA burden for treatment choice, discor-
dance emerged in fit pts, with higher PGA burden in BTK-
i-treated. Of 115 pts (68%) without anamnestic severe co-
morbidities, 84.3% self-reported relevant coexisting condi-
tions. Age independently predicted higher PGA burden
(p=.002). Fig.1 shows relation between baseline characteris-
tics and single PGA domains. Low platelets (p=.006), muscu-
loskeletal CIRS (p=.010), psychological (p<.001), cognitive
(p=.025), functional status (p=.013) independently affected
GHS.At 6 months (90 pts), PGA burden significantly im-
proved (median 5 vs 4, p=.001), with benefit in nutritional
status (p=.003). Treatment choice did not impact 6-month
PGA burden. No GHS changes at 6 months, no treatment ef-
fect. Median PGA+QLQ-C30 completion time: 20 min (pts),
5 min (physicians).This interim analysis of the first prospec-
tive CLL cohort using PGA, shows feasibility and ability to
capture changes during targeted therapies. Even among
“fit” by traditional criteria, PGA identified frailer pts not con-
sidered suitable for fixed-duration. These findings support in-
tegrating dynamic PGA and QoL assessment into CLL man-
agement.
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REAL WORLD OUTCOMES IN 390 PATIENTS WITH ACUTE MYELOID LEUKEMIA
ARISING FROM CHRONIC MYELOMONOCYTIC LEUKEMIA: A MULTINATIONAL
STUDY

L. Cicconi', J. Othman’®, A. Spagnoli’, E. Attardi*, E. De Bellis’, P. Lloret Madrid®®, T. Castafo’, J. Bergua Burgues®,
A. Savi’, I. Carmosino", R. Mazzarella'’, A. Mena Duran'’, M. Tormo', S. Vives", E. Cortesao", F. Trigo", M.
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Vidriales Vicente®, M. Amigo®, C. Escolano Escobar®’, P. Herrera Puente*, K. Galvez®, R. Riaza Grau®, I.
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Venditti’, F. Onida"”’, R. Latagliata®, R. Dillon?, M. Breccia', S. Fenu”, A. Pulsoni', P. Montesinons®, L. Maurillo'"
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Trias i Pujol; '*Centro Hospitalar e Universitdrio de Coimbra; Centro Hospitalar Sdo Jodo; '*Marqués de Valdecilla University Hospital; "Complejo Hos-
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Secondary acute myeloid leukemia evolving from chronic
myelomonocytic leukemia (CMML-AML) represents a high-
-risk entity with limited real-world data on treatment out-
comes. We conducted a retrospective, multicenter study in-
cluding 390 adults diagnosed with CMML-AML across Italy,
Spain, UK (1998-2025) treated with intensive (IC: 3+7,
CPX-351, fluda-based) or non-intensive regimens (hy-
pomethylating agents [HMAs], HMA-venetoclax [HMA-VEN],
low-intensity CHT). Primary objectives were response and
overall survival (OS) rates across treatment groups. Median
age was 69.5, with male prevalence. Leukocytosis was pre-
sent in 60%, adverse risk ELN2022 category in 66%. Karyo-
type was normal in 50%, MDS-related in 17% and complex
in 7%. Molecular profiling showed MDS-related mutations in
79% (ASXL148%, SRSF2 46%, TET2 42%, RUNX1 33%). Sig-
nalling/tyrosine kinase mutations occurred in 82% (RAS
41% CBL 9%, TK 26%). SF3B1, TP53 mutations were rare
(<5%), de novo AML mutations identified in 33%. Overall,
174 (44.6%) received IC and 206 (59%) non-intensive regi-
mens. CR/CRI rate for IC was 42% with induction mortality
rate of 9%; CR/Cri rate for non-intensive was 34% with an
induction mortality of 12%. HMA-VEN yielded superior

CR/CRI rates (58%) vs HMAs (25%) and low-intensity CHT
(3%)(p<0.001). Median OS for the entire cohort was 8.5
mos (7.2-9.5), 8.6 for IC (7.7-11.9) and 8.0 for non-intensive
(6.4-9.4). Within IC, 3+7 showed 11.2 mos median OS
(8.5-17.3), 7.8 with CPX-351 (3.9-12.7) and 9.2 for Flu-
da-based (5.7-nr: p<0.01), with no difference after adjust-
ment for age (HR1.28, 0.79-2-05, p=0.316). Within non-in-
tensive, median OS for HMA-VEN was 11.6 mos (8.1-17.1),
6.7 for HMAs (5.3-14.4) and 5 for low-intensity CHT (3.1-8;
p<0.001). Allo-SCT was performed in 23% of IC and 5.6% of
non-intensive patients and was associated with improved OS
(25.8 vs 6.8 months, p<0.001). In patients aged 60-75 years,
HMA-VEN showed superior OS compared to IC (12.0 vs 7.0
months, p=0.045), with similar transplant rates (6.4% vs
13.5%, p=0.2). In this large real-world cohort, CMML-AML
presents with a distinct molecular landscape dominated by
high-rate of MDS-related and signalling/TK mutations. CMM-
L-AML confirms poor outcomes and low response rates.
HMA-VEN appears the preferred option for unfit patients
and shows benefit also in those aged 60-75 years. Allo-SCT
remains the only strategy associated with meaningful survi-
val improvement.
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ADRENOMEDULLIN/CRLR AXIS PROTEIN EXPRESSION IN ACUTE MYELOID
LEUKEMIA PATIENTS TREATED WITH NON-INTENSIVE REGIMENS: PRELIMINARY

RESULTS FROM THE AML2220 STUDY

M. Basso', R. Di Liddo?, E. Nexha®, G. Ciotti’, A. Sperotto?®, A. Picciocchi’, V. Sargentini*, E. Crea®, A. Venditti’, M.

Gottardi®

'Pharmacy, Veneto Institute of Oncology IOV-IRCCS; *Department Of Pharmaceutical And Pharmacological Sciences, University Of Padua; *0Onco Hema-
tology, Veneto Institute Of Oncology, IOV-IRCSS; “Italian Group For Adult Hematologic Diseases GIMEMA Foundation; *Department of Biomedicine

And Prevention, Tor Vergata University

CRLR gene expression has been extensively studied in acute
myeloid leukemia (AML), mainly in intensively treated pa-
tients. Data on protein expression of the Adrenomedullin
(ADM)/CRLR axis in patients treated with non-intensive regi-
mens remain limited. AML2220 is a prospective study en-
rolling newly diagnosed AML patients without major cardio-
vascular comorbidities. Bone marrow samples were collect-
ed at baseline and follow-up. ADM/CRLR axis proteins
(ADM, CRLR, RAMP2, RAMP3) and adhesion molecules
(CD31, CD38, CD44/CD44v6) were assessed by multipara-
metric flow cytometry and expressed as the percentage of
positive blasts.This analysis focuses on patients treated with
hypomethylating agents + venetoclax (HMA+Ven). Associa-
tions with response were evaluated using non-parametric
tests. Event-free survival (EFS) and overall survival (OS)
were estimated using the Kaplan-Meier method; patients
were stratified by expression tertiles.Of 72 enrolled pa-
tients, 47 had baseline samples analyzed; 19 received non-in-
tensive regimens (5 HMA, 14 HMA+Ven). Median age was
75.8 years (range 57.4-84.7). According to the WHO 2022
classification, 58% had myelodysplasia-related AML, 32%
had defining genetic abnormalities, and 10% had AML
defined by differentiation. TP53 mutations were observed in

21%.Median baseline expression was 54.3% (IQR 25.8-63.9)
for ADM, 41.6% (IQR 13.5-62.1) for CRLR, 16.7% (IQR
9.8-28.5) for RAMP2, and 21.4% (IQR 12.6-39.7) for RAM-
P3.Across molecular and clinical features, NRAS-mutated
cases (n=6) compared with wild-type showed a higher RAM-
P3/RAMP?2 ratio (p=.028), but no other significant differ-
ences in ADM system expression.Increased level of ADM
and its receptors positively correlated with CD31 and
CD44v6 (p<.01), molecules involved in vascular/angiogenic
processes and microenvironment-mediated resistance signal-
ing.No differences in ADM/CRLR axis expression were ob-
served between responders and non-responders, while high-
er CD38 expression was associated with achievement of
CR/CRi (p=.009).Lower ADM system expression was associ-
ated with shorter EFS (ADM p=.010; CRLR p=.009; RAMP3
p=.009) and OS (ADM p=.012; CRLR p=.006; RAMP3
p=.006) across tertiles. Median OS for ADM was 1.61, 6.92,
and 9.61 months (95% CI 0.00-3.38, 0.00-14.28, and
0.00-21.29).These data suggest that ADM/CRLR axis expres-
sion is linked to adhesion-related signaling pathways and
may be a useful predictor of outcomes in patients treated
with HMA+Ven, warranting validation in larger cohorts.
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COMPARISON OF CAPILLARY ELECTROPHORESIS AND NGS-PCR BASED
APPROACH FOR FLT3-ITD FOR MRD DETECTION IN AML

L. Signori'?, C. Maccari'?, F. Pancani’®, C. Ghetti'?, F. Crupi'?, J. Caroprese'’, F. Mannelli'*®, A. M. Vannucchi'*?,

123

P. Guglielmelli

'Dipartimento di Medicina Sperimentale e Clinica, Universita degli Studi di Firenze; “CRIMM, Centro di Ricerca e Innovazione per le Malattie Mielopro-

liferative; AOU Careggi

Introduction. Molecular measurable residual disease (mM-
RD) in FLT3-internal tandem duplication (FLT3-ITD)-posi-
tive patients (pts) has emerged in recent years as a novel
tool for the follow-up of acute myeloid leukemia (AML) pts.
This next-generation sequencing (NGS) method has been
proposed to achieve deep coverage of the FLT3 gene to
identify FLT3-ITD variants with low variant allele frequency
(VAF). In this study, we compared capillary electrophoresis
(CE) and NGS to validate this approach in clinical practice.
Methods. We analyzed a cohort of 62 AML pts who were
FLT3-ITD-positive at diagnosis, who were evaluated at dif-
ferent MRD time points during therapy. A total of 89 sam-
ples were assessed using both CE and NGS. CE was per-
formed on the SeqStudio analyzer, while NGS was per-
formed on the MiSeq Illumina. CE results were analyzed by
GeneMapper software, NGS results were analyzed using the
getITD software.

Results. Of the 89 samples, 59 were negative by both CE
and NGS, 22 were positive by both methods, whereas 6
were positive only by NGS, and 2 were positive only by CE.
The GetITD software requires at least two distinct support-
ing reads and cannot detect insertions shorter than 6 base
pairs (bp), with a limit of detection of 0.006%. In contrast,

the GeneMapper software can detect duplications or inser-
tions as short as 1 bp. The two positive samples only by CE
had an ITD of 6 bp, that GetITD could not detect. Upon re-
peating both CE and NGS analyses, CE results were repro-
ducible. In contrast, among the six NGS-positive samples,
only three were confirmed, whereas the remaining three
were negative upon repeat sequencing. Of these, one sam-
ple showed a different ITD compared to that observed at di-
agnosis, while the other two showed the same ITD as at di-
agnosis.

Discussion. Our results suggest that CE is more reliable
than NGS and that NGS is more prone to false-positive re-
sults. Furthermore, although CE is generally believed to
have a sensitivity of 1-5%, by comparing NGS and CE re-
sults we demonstrated that CE can detect very low VAFs,
down to 0.008%. In addition, CE is a user-friendly tech-
nique, characterized by lower cost, shorter turnaround time
(TAT) (1-2 days), and the availability of validated software
for data analysis. In contrast, NGS is a high-cost technique
with longer TAT (5-7 days) and lacks fully validated analysis
software. In summary, our findings indicate that, for FLT3-
ITD mMRD assessment, CE represents a reliable and cost-ef-
fective alternative to NGS.
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HYPERLEUKOCYTOSIS IN ACUTE MYELOID LEUKEMIA: IMPACT ON EARLY

MORTALITY AND OVERALL SURVIVAL
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, J. Caroprese'*, N. Burresi', G. Ciolli'?, M. Piccini’, B. Scappini’, C. Lucarelli'’, G. Cannetti'?, A.

Machetti'?, N. Bartalucci'®?, A. Enderti'”, C. Maccari'®, G. Rotunno®®, L. Signori'?, P. Guglielmelli'*?, A. M.
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Background. Hyperleukocytary presentation of acute
myeloid leukemia (AML) is associated with a high incidence
of life-threatening complications. However, its prognostic
significance in AML patients remains highly debated and is
not formally incorporated into the latest ELN 2022 risk strat-
ification.

Aim. To investigate the impact of hyperleukocytosis, at
thresholds of 50.000/uL and 100.000/uL, on early mortality
(30- and 60-days) and survival in intensively treated AML pa-
tients (pts).

Results. Between 2006 and 2025, 425 pts were retrospec-
tively studied at our centre; ELN risk classification was avai-
lable for 402 (ELN 2010), 346 (ELN 2017), and 295 (ELN
2022) pts. In our cohort 78 pts (18.4%) presented with WBC
=100.000/pL, while 178 (41.9%) had WBC =50.000/uL. No
significant differences were observed in complete remission
(CR) rate according to WBC-related thresholds (p=0.49 for
WBC =50.000/uL, and p=0.87 for for WBC =100.000/uL).
The cumulative incidence (CI) of early mortality was signifi-
cantly higher in pts with WBC =50.000/pL (p=0.0006 at 30
days; p=0.0025 at 60 days) and =100.000/uL (p<0.0001 at
both time points) (Figl). In multivariable analysis, both
WBC thresholds remained independently associated with 60-

-day mortality (HR 2.04, p=0.032; HR 2.67, p=0.003, respec-
tively), together with age (HR 1.04; p=0.002 and p=0.005,
respectively). In pts aged >60 yrs, CI of early mortality re-
mained significantly higher for WBC =50.000/uL (p=0.045
at 30 and p=0.003 at 60 days), while only a trend was ob-
served for WBC =100.000/uL, likely due to limited sample
size. Furthermore, the CI of major clinical events (CTCAE
grade >3) was significantly higher for both WBC thresholds
(p<0.001). These findings were reflected in significantly infe-
rior OS in pts with WBC =50.000/uL (p=0.0003), with no dif-
ferences in DFS (p=0.27). Subgroup analysis across ELN
2010, 2017, and 2022 showed significantly worse survival in
the intermediate-risk group at both WBC thresholds (ELN
2010: WBC =50.000/pL p=0.0003 and =100.000/pL
p=0.0046; ELN 2017: p=0.0047 and p=0.044 respectively;
ELN 2022: p=0.0006 for both) (Fig2). However, the smaller
number of patients classified according to ELN 2017 and
2022 warrants cautious interpretation.

Conclusions. Hyperleukocytosis was associated with early
mortality and appeared to be linked to reduced OS in the
ELN intermediate-risk group. Further studies are warranted
to determine whether less intensive approaches may reduce
early mortality in this category.
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GENOMIC INSTABILITY AS A PREDICTOR OF RELAPSE IN T-CELL ACUTE
LYMPHOBLASTIC LEUKEMIA/LYMPHOMA
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Hematology, University of Bologna, O S Maria delle Croci; '’Azienda USL di Pescara; "'Unita Operativa di Ematologia con TMO, AOR S Carlo; “Istituto

di Ematologia "Seragnoli" IRCCS Azienda Ospedaliero-Universitaria di Bologna

Background. T-ALL/LBL is characterized by a complex and
highly heterogeneous genomic landscape. The integration of
cytogenetic, molecular, and NGS approaches has enabled
the identification of recurrent disease-associated alterations,
several of which have emerging prognostic relevance.
Among these, alterations of NOTCH1/FBXW?7, PHF6, EP300,
IDH1/2, DNMT3A, IKZF1, and components of the RAS and
PI3K/AKT pathways emerged as relevant biomarkers in both
pediatric and adult patients (Simonin 2024; 2025). Addition-
ally, also genomic instability and chromothripsis have been
associated with a higher risk of relapse (Arniani 2022; Bal-
ducci 2024).

Aim. To identify predictive genomic markers at diagnosis in
T-ALL/LBL.

Materials and Methods. Systematic application of CytoS-
can HD and OncoScan CNV Plus arrays (Affymetrix) was in-
corporated into a multimodal molecular-cytogenetic diagnos-
tic algorithm to investigate copy number variations (CN-
V)/cnLOH in 447 T-ALL/LBL, which included 359 adults and
88 children; 44% immature and 56% typical forms. Whole
Transcriptome Expression array (Human Clariom S, Af-
fymetrix) was performed in 381/447 cases to identify differ-
entially expressed genes (DEGS).

Results. Overall, genomic instability, defined as the pres-
ence of =15 genomic events, was identified in 77 cases
(17%), of which 35 exhibited chromothriptic events (CTH).
Genomic instability was more frequent in adults than in chil-
dren (19% vs 10%) and was significantly associated with
blast immaturity (23% vs 11%; p=0.0006). Stratification by
genetic subgroup revealed an enrichment of CTH within the
NOTCHI1 (22%) and HOXA (15%) subgroups. Notably,
within the HOXA category, cases harboring the oncogenic
driver NUP214 showed the highest proportion of CTH posi-
tivity (37%). CTH was significantly associated with altera-
tions in the PRC2 complex (SUZ12, EZH2, and/or EED)
(p=0.0008). Consistent with their immature transcriptional
profile, upregulated DEGs included CD34, MEF2C, MYCN,
BAALC, and the recently described high-risk marker ZBT-
B16 (Lim, 2025).

Conclusions. Chromosomal instability appeared to be asso-
ciated with relapsed/refractory (R/R) disease in children
(55% vs 37%), but not in adults (52% vs 55%). In adults,
however, 68% of CTH cases experienced R/R disease,
suggesting a potential association between this genomic
phenomenon and poorer outcomes in the adult population.
These findings support the routine inclusion of CNV/cnLOH
analysis in the diagnostic work-up of T-ALL/LBL.
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CHRONIC LYMPHOCYTIC LEUKEMIA AND OTHER LYMPHOPROLIFERATIVE SYNDROMES

FIRST-LINE TREATMENT OF CLL/SLL WITH THE ALL-ORAL COMBINATION OF
SONROTOCLAX AND ZANUBRUTINIB ACHIEVES UNDETECTABLE MINIMAL
RESIDUAL DISEASE RATES OF >90%, INCLUDING IN PATIENTS WITH

DEL(17P)/TP53
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Research

Background. Oral, fixed-duration BTKi-BCL2i combinations
are effective, convenient first-line options for CLL. However,
current regimens, including those using 2nd-generation BT-
Ki, can be limited by low uMRD rates. Upgrading the BCL2i
component of BTKi-BCL2i with sonro, a next generation
BCL2i with ~14x pharmacological potency vs venetoclax,
may lead to improved uMRD rates.

Aims. To report safety and efficacy results in patients with
treatment-naive CLL/SLL treated with zanu+sonro (320 mg
cohort) in a phase 1/1b study (NCT04277637), with a me-
dian follow-up of 30.9 months (range, 3.1-41.9 months).
Methods. Study treatment consisted of lead-in zanu 320 mg
QD for 8-12 weeks, after which sonro was added with ram-
p-up to target dose (320 mg QD). Patients were treated un-
til progression, unacceptable toxicity, or protocol-defined
elective discontinuation after 96 weeks of combination treat-
ment at target dose. Primary endpoint was safety. Se-
condary endpoints included overall response rate (ORR). Ex-
ploratory endpoints included blood uMRD4 rates per flow cy-
tometry and next generation-sequencing (NGS).

Results. Of 86 patients in the sonro 320 mg cohort, 45
(52%) remained on treatment at data cut-off. Of patients

who discontinued sonro, 85% (35/41) did so due to proto-
col-defined elective discontinuation. The most common
(=30%) treatment-emergent adverse events (TEAEs) were
neutropenia (38%), contusion (38%), COVID-19 (33%), and
upper respiratory tract infection (30%). Neutropenia was
the most common grade =3 TEAE (29%). No TLS occurred,
and no AEs led to death. In 84 efficacy-evaluable patients,
the ORR was 100%, with 46 (55%) achieving complete re-
sponse. Median time to response was 2.6 months (range,
1.5-9.1 months). No patients in the 320 mg cohort had pro-
gression (estimated 30-month PFS: 100%). The best uMRD4
rate assessed by flow cytometry was 99% (83/84) and 100%
(10/10) in patients with del(17p)/TP53 mutations. Median
time from reaching sonro target dose to uMRD was 3.0
months (range, 2.3-27.4 months), and the best uMRD4 rates
by weeks 24, 48 and 96 were 81% (69/85), 91% (63/69) and
98% (55/56), respectively. No patient with uMRD4 reverted
to detectable MRD4. In the NGS evaluable set, best uMRD5
(<10-5) was 86% (66/77). Updated results to be presented.
Conclusions. Sonro+zanu was well tolerated and achieved
uMRD rates of >90%, including in patients with high-risk cy-
togenetics, and is being evaluated in two phase 3 clinical
trials (NCT06073821, NCT07277231).
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REAL-WORLD COMPARATIVE EFFECTIVENESS AND SAFETY PROFILE OF
ACALABRUTINIB VERSUS ZANUBRUTINIB IN CHRONIC LYMPHOCYTIC LEUKEMIA:
A MULTICENTRE ITALIAN STUDY

E. A. Martino', A. Duminuco®?, A. Pitino’, E. Vigna', R. Pasquale’, I. Ferrarini®, R. Moia’, A. Visentin®, A. Sanna’, M.
Motta'®, M. Moratti’, P. Sportoletti', A. Chiarenza®, A. Maggi'’, V. Zammit", M. Merli", I. Innocenti"’, C.
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Vitale"”"?, A. Romeo*’, M. Rossi*”"?, I. Scortechini’’, F. Vozella®, L. Malandruccolo®, M. Varettoni®, L. Morello®, G.
Pietrantuono®’, E. Conte®®, M. Cantelli*, R. Murru®, D. Caracciolo®, E. Derenzini®, V. Di Martina®, R. Marasca®,
M. Del Principe'®, A. Figuera®, F. Angotzi®, M. Coscia®, N. Di Renzo®, L. Laurenti'’, N. Amodio®', A. Allegra®, L.
Caruso’, V. Del Fabbro®, P. Fiumara®, A. Mosca®, G. Motta®, F. Pedalino®™, F. Stagno®, G. Tona®”, P. Musto'*'®, A.
Liso®, A. Tedeschi®’, L. Trentin®?, G. Gaidano’, F. Mauro®, G. Tripepi®, F. Morabito”, V. Gattei*’, G. A. Palumbo®?, F.
Di Raimondo*®, M. Gentile'"
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versity of Verona; "Division of Hematology, Department of Translational Medicine, Universita del Piemonte Orientale; "Hematology Unit, Department of
Medicine, University of Padova; "Hematology Unit, Department of Oncology, Azienda Ospedaliero-Universitaria Careggi; '’Department of Hematology,
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dazione IRCCS Ca’ Granda Ospedale Maggiore Policlinico; ’Dipartimento di Scienze di Laboratorio ed Ematologiche, Fondazione Policlinico Universi-
tario A Gemelli IRCCS, Universita Cattolica del Sacro Cuore; "*Department of Clinical Medicine and Surgery, Federico II University; Department of
Hematology, Azienda Ospedaliera Papardo; "*Hematology, Department of Biomedicine and Prevention, University of Roma Tor Vergata; '*Department
of Hematology, Azienda Ospedaliera Bianchi Melacrino Morelli; *’Department of Medicine and Surgery, University of Insubria; *'Department of Oncolo-
gy, ASST Sette Laghi, Ospedale di Circolo; ?Department of Hematology, Niguarda Cancer Centre, ASST Grande Ospedale Metropolitano Niguarda;
“Hematology Unit, Ospedale San Bortolo; **Hematology, Department of Translational and Precision Medicine, Sapienza University of Rome; “Hematol-
ogy and Cellular Therapy Unit, IRCCS Ospedale Policlinico San Martino; “’Hematology and Stem Cell Transplant Unit, Vito Fazzi Hospital; *’UOC Ema-
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ra Complessa Ematologia, Azienda Ospedaliero-Universitaria di Sassari; *Hematology and Stem Cell Transplant Unit, Azienda Ospedaliero-Universi-
taria Careggi; **Department of Medicine and Surgery, University of Perugia; **Hematology Oncology Unit, Terni Hospital; *’Dipartimento di Ematologia
Clinica, Ospedale Civile Spirito Santo; *Department of Hematology, ASL Barletta-Andria-Trani; 39Hematology Unit, Department of Internal Medicine,
Ospedale G Mazzini; “*UOC Ematologia, Ospedale A Cardarelli; “*Onco-Hematology Unit, A Tortora Hospital; “Hematology Unit, Ospedale Sant’Anna e
San Sebastiano; *Clinical and Experimental Onco-Hematology Unit, IRCCS Centro di Riferimento Oncologico di Aviano; “Hematology and Cell Therapy
Unit, IRCCS Istituto Tumori Giovanni Paolo II; **Division of Hematology and Stem Cell Transplantation Unit, Ospedale Cardarelli; **Hematology Unit,
ARNAS Garibaldi; “Hematology and Stem Cell Transplant Unit, Ospedale Mazzoni; **Department of Hematology, Gemelli Molise; *Division of Hematol-
ogy, AOU Citta della Salute e della Scienza di Torino; *’Department of Molecular Biotechnology and Health Sciences, University of Torino; >’ Hematolo-
gy Unit, Ospedale Santa Maria Goretti; *Department of Hematology-Oncology, AOU Renato Dulbecco; *’Department of Experimental and Clinical
Medicine, Universita Magna Graecia di Catanzaro; *Azienda Ospedaliero-Universitaria delle Marche; *Hematology and Stem Cell Transplantation, Fon-
dazione Policlinico Universitario Campus Bio-Medico; 5‘SHematology Unit, Ospedale Fabrizio Spaziani; *’Division of Hematology, Fondazione IRCCS Poli-
clinico San Matteo; **Unita Operativa di Ematologia, Ospedale Guglielmo da Saliceto; *IRCCS CROB Centro di Riferimento Oncologico della Basilicata;
EOHematology Unit, Department of Clinical and Molecular Medicine, Sant’Andrea Hospital, Sapienza University; S Unita di Ematologia, Ospedale Santa
Maria delle Croci; *Hematology and Stem Cell Transplant Unit, Ospedale Oncologico A Businco, ARNAS G Brotzu; ®Department of Experimental and
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Vincenzo; ®*Hematology Unit, AOU Modena, Policlinico di Modena; ®’Division of Hematology, Department of Human Pathology, University of Messina;
®Faculty of Medicine and Surgery, Kore University of Enna; *Hematology Unit, Ospedale Sant’Elia; ’Department of Precision and Regenerative
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Background. Bruton tyrosine kinase inhibitors (BTKis) phocytic leukemia (CLL). Second-generation BTKis, acalabru-
have transformed the treatment landscape of chronic lym- tinib and zanubrutinib, were developed to improve tolerabili-
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ty while maintaining efficacy. However, direct real-world
comparative data between these agents remain limited.
Aims. To compare the effectiveness, safety, and treatment
discontinuation patterns of acalabrutinib versus zanubruti-
nib in treatment-naive and relapsed/refractory (R/R) CLL pa-
tients in routine clinical practice.

Methods. We conducted a multicentre observational study
including 556 CLL patients treated outside clinical trials
across 52 Italian centres. The primary endpoints were time
to treatment discontinuation (TTD) and time to next treat-
ment or death (TTNTD). A target trial emulation approach
with inverse probability of treatment weighting (IPTW) was
applied to adjust for baseline imbalances. Cox proportional
hazards models were used to identify predictors of out-
comes.

Results. The cohort included 415 patients treated with
zanubrutinib and 141 with acalabrutinib. The median age
was 76 years zanubrutinib cohort and 69 years acalabruti-
nib cohort. The two cohorts did not significantly differ in
terms of sex, line of therapy, IGHV mutational status, TP53

disruption and numbers of cardiovascular risk factors. At 12
months, discontinuation rates were significantly lower with
zanubrutinib (9.0%) compared to acalabrutinib (28.7%;
P<0.001) (Figure 1A). The 12-month TTNTD rate was high-
er with zanubrutinib (94.1% vs 76.5%; P<0.001) (Figure
1B). In weighted analyses, acalabrutinib was associated
with shorter TTD (HR 3.68; 95%CI 2.28-5.94; P<0.001) (Fig-
ure 1C) and shorter TTNTD (HR 5.59; 95%CI 3.24-9.64;
P<0.001) (Figure 1D). Age and TP53 disruption (after 6
months) were independent predictors of worse outcomes.
Discontinuation occurred in 11.1% of zanubrutinib-treated
and 28.4% of acalabrutinib-treated patients, mainly due to
disease progression and toxicity, with similar rates of grade
=3 adverse events of clinical significance.

Conclusions. In this large real-world cohort, zanubrutinib
was associated with significantly longer treatment duration
and improved survival free from next treatment or death
compared to acalabrutinib. These findings support zanubruti-
nib as an effective and well-tolerated option in both front-
line and R/R CLL settings, highlighting the importance of re-
al-world evidence in guiding treatment selection.
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REAL-LIFE EXPERIENCE OF IBRUTINIB PLUS VENETOCLAX AS FRONT-LINE
THERAPY IN PATIENTS WITH CHRONIC LYMPHOCYTIC LEUKEMIA AN ERIC
STUDY

A. Visentin', T. Chatzikonstantinou’, L. Scarfo’, P. Talimtzi’, M. Angelopoulou®, T. Arpas’, L. Ballotta®, L.
Benetatos’, A. Bertolo®, H. Bumbea’, M. Cavallari'’, A. Chatzidimitriou®, D. Chraniuk", A. Christoforidou®, F.

Cibien", A. Cuneo", M. Del Principe, M. Deodato'’, E. Derenzini'’, M. Doubek', F. Esposito'’, L. Farina®, G.

Favrin®, I. Ferrarini*’, A. Frustaci®, A. Galitzia®*, M. Gentile”, I. Iancu®, V. Innao”’, K. Jamroziak®, E. Kalicinska®,

M. Kislova®, 1. Kyriakou*', L. Laurenti®, E. Lista®, J. Loscertales®, A. Machairas®, G. Marcato®, F. Martini’, N.
Maschio®, E. Minga’, R. Moia®, R. Murru*, M. Nicolosi*’, J. Olivieri*’, M. Pavlovsky”’, C. Pavlovsky”, S. Pepe®, E.

Perez Persona®, G. Petruzzellis®, G. Rigolin', A. Sanna*, M. Siakantaris®, P. Sportoletti*, O. Stanca*’, N.

Stavroyianni*’, T. Tadmor*, A. Tomasso’’, L. Trentin', M. Varettoni”, T. Vassilakopoulos®, E. Vazquez®, C. Vitale®,

M. Yassin®’, M. Zdrenghea®®, K. Zielonka®®, K. Stamatopoulos’, P. Ghia®

'Hematology and Clinical Immunology Unit, Department of Medicine, University of Padova; “Institute of Applied Biosciences, Center for Research and
Technology; *School of Medicine, Universita Vita Salute San Raffaele, Strategic Research Program on CLL, Comprehensive Cancer Center, IRCCS
Ospedale San Raffaele; *Haematology, University of Athens, Laikon General Hospital; *Department of Internal Medicine - Hematology and Oncology,
Faculty of Medicine, Masaryk University and University Hospital Brno; °Azienda Sanitaria Universitaria Giuliano Isontina Ospedale Maggiore; "Depart-
ment of Hematology, cFaculty of Medicine, School of Health Sciences, University of Ioannina; *Hospital de Forca Aerea do Galeao HFAG; °University of
Medicine and Pharmacy Carol Davila, Emergency University Hospital Bucharest, Romania; "’Hematology Section, Ospedale dell’Angelo; ''Hematology
Ward, Wojewodzki Szpital Zespolony im L Rydygiera; “Hematologist of Hematology Department, Bioclinic Salonica, Thessaloniki; *Hematology Unit,
Ca' Foncello Hospital; 'St Anna University Hospital, University of Ferrara; *Department of Biomedicine and Prevention, University of Rome tor Verga-
ta; "YASST Grande Ospedale Metropolitano Niguarda, Niguarda Cancer Center; ”Oncohematology Division, IEO European Institute of Oncology IRCCS,
Department of Health Sciences, University of Milan; '*Unversity Hospital and Faculty od Medicine; '*Department of Biomedicine and Prevention, Uni-
versity of Rome tor Vergata; *’Hematology Unit, Fondazione IRCCS istituto nazionale dei tumori di Milan; *' Division of Hematology, Fondazione IRCCS
Policlinico San Matteo; **Department of Engineering for Innovation Medicine Section of Biomedicine, University of Verona; “’ASST Grande Ospedale
Metropolitano Niguarda, Niguarda Cancer Center; **Struttura complessa di Ematologia, Ospedale S Francesco, ASL Nuoro Nuoro Italy; *’Hematology
Unit AO of Cosenza; **Department of Hematology, Ion Chiricuta Oncology Institute; *’UOC di Ematologia, Azienda Ospedaliera di rilievo nazionale di al-
ta specializzazione, ARNAS-G-Garibaldi di Catania; **Department of Hematology, Transplantation and Internal Medicine Medical University of Warsaw;
“Department of Hematology, Cell Therapy, and Internal Medicine, Medical University of Wroctaw; *Department of Hematology, Oncology, and Che-
motherapy, S P Botkins City Hospital; * Hematology Department and HCT Unit G Papanicolaou Hospital Thessaloniki; **Universita Cattolica del Sacro
Cuore, Dipartimento di Diagnostica per Immagini, Radioterapia Oncologica ed Ematologia, Fondazione Policlinico Universitario Agostino Gemelli IR-
CCS; *Division of Hematology Santa Chiara Hospital APSS; *Hematology and Stem Cell Transplantation Unit, Ospedale Oncologico A Businco, ARNAS
G Brotzu; *Hematology Division A O U Citta della Salute e della Scienza di Torino; *’Division of Hematology and Stem Cell Transplantation, University
Hospital ASUFC; Y FUNDALEU, Clinical Research Center; *Hospital Universitario de Navarra; *Division of Hematology and Stem Cell Transplantation,
University Hospital ASUFC; “’Hematology Unit, AOU Careggi, University of Florence; “Institute of Hematology and Center for Hemato-Oncology Re-
search, University of Perugia and Santa Maria della Misericordia Hospital; “*Carol Davila University of Medicine and Pharmacy, Coltea Clinical Hospi-
tal- Hematology; “Hematology Department and HCT Unit G Papanicolaou Hospital Thessaloniki; *Hematology unit, Bnai Zion Medical Center, and the
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Background. Clinical trials have shown the efficacy of ibru-
tinib plus venetoclax (I+V) in CLL. This all-oral, fixed-dura-
tion regimen is approved for treatment-naive CLL/SLL
based on the phase II CAPTIVATE and phase III GLOW
trials. Discontinuation due to adverse events (AEs) was 5%
in CAPTIVATE and 10.4% in GLOW, which enrolled more co-
morbid patients. We hypothesized that appropriately select-
ed patients of all ages can tolerate and benefit from I+V.

Methods. This is an interim analysis of the THRIVE study,
a retrospective multicenter study evaluating afety and effica-
cy of I+V outside clinical trials. Eligible patients had un-
treated CLL/SLL, were =18 years, completed 3 ibrutinib (I)
lead-in and initiated venetoclax (V). Treatment consisted of

98

3 cycles of I (420 mg daily), followed by 12 cycles of V with
standard ramp-up (20->400 mg). The primary endpoint was
discontinuation due to toxicity; secondary endpoints includ-
ed response rate, survival and safety.

Results. Data from 220 patients from 45 institutions of 11
countries were collected, 4 discontinued I before V and 14
had <3 months of follow-up; 202 was our treated popula-
tion. Median age was 65 years (IQR 56-70); 59.9% were
male. ECOG =2 was present in 12.3%. Unmutated IGHV
was seen in 62.6%; del(17p) in 3.6%, and TP53 mutations in
4.1%After a median follow-up of 10.3 months, 7 (3.4%) pa-
tients discontinued treatment, 1 developed Richter transfor-
mation and 1 died of lung cancer. Discontinuation rate in a
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CAPTIVATE-like population (i.e. <70 years) was 3.2% and
GLOW-like (i.e =65 without del(17p)) 4.9%. Among patients
who discontinued treatment, 5 (71.4%) had at least one co-
morbidity, the most common was hypertension (3/7)Among
190 evaluable patients with at least 6 months of follow-up,
overall response rate was 95.6%. Any-grade adverse events
(AE) occurred in 61.6%, and the most common grade =3 AE
were neutropenia (23.8%), infections (7.09%) and anemia
(4.5%). Nineteen (9.4%) patients developed cardiovascular
events, 11 (5.4%) arrythmias (7 of grade =3 and 1 ventricu-

220 patients

lar arrythmias), 6 (3.0%) hypertension (4 of G=3), 2 (1%)
heart failure.Laboratory TLS was seen in 3.6%, without clini-
cal TLS cases. No severe bleeding occurred. No treatmen-
t-related deaths occurred.

Conclusions. [+V is effective and well tolerated in real-
-world practice, with lower discontinuation rates than clini-
cal trials, including older patients. Longer follow-up is need-
ed to assess progression-free survival and time to next treat-
ment

(intention-to-treat population)

4 discontinued I (2 AF, 1 diarrhea, 1 G5 infection)
"| 14 still in the | lead-in phase

202 patients
(treated population)

151 patients, still on treatment

7 discontinued |
exanthematous
arrhythmia; heart failure [l was discontinued but
* V was completed as per treatment plan];
neutropenia and heart failure; recurrent urinary
tract infections and diarrhea; AF and stroke)

or V (acute generalized
pustulosis;  AF;  ventricular

44 patients, completed [+V
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PIRTOBRUTINIB IN TREATMENT-NAIVE PATIENTS WITH CLL/SLL: POOLED
RESULTS FROM BRUIN CLL-313 AND BRUIN CLL-314

G. Musuraca', W. Wierda’, W. Jurczak®, J. Garcia Vela®, M. Capra®’, M. Kwiatek®, L. Qiu’, J. Li®, H. Tatetsu’, S. Iida'’,
K. Laribi", L. Jacobasch, C. Coombs", K. Lewis', K. Bao", A. Levy"”, Y. Bian"’, W. Su"®, M. Hill"’, J. Woyach"®

'Hematology Unit, IRCCS Istituto Romagnolo per lo Studio dei Tumori IRST Dino Amadori; *University of Texas MD Anderson Cancer Center; *National
Research Institute of Oncology; ‘Department of Haematology, Hospital Universitario Puerta de Hierro; Centro Integrado de Hematologia e Oncologia,
Hospital Mde de Deus; "AIDPORT Clinical Trials Hospital, Skorzewo; "Institute of Hematology and Blood Diseases Hospital, Chinese Academy of Medi-
cal Sciences; *Department of Hematology, The First Affiliated Hospital of Nanjing Medical University, Jiangsu Province Hospital; Department of Hema-
tology, Rheumatology and Infectious Diseases, Kumamoto University Hospital; "’Department of Hematology and Oncology, Nagoya City University Gra-
duate School of Medical Sciences; ''CH Le Mans; “Praxis of Haematology and Oncology; "*University of California; “*Division of Haematology, Sir Char-

les Gairdner Hospital; "°Eli Lilly and Company; "*The Ohio State University Comprehensive Cancer Center

Background. Pirtobrutinib, a highly selective, non-covalent
Bruton tyrosine kinase inhibitor (BTKi), is approved globally
for patients (pts) with chronic lymphocytic leukemia/small
lymphocytic lymphoma (CLL/SLL) previously treated with a
covalent BTKi. BRUIN CLL-313 and BRUIN CLL-314 are
open-label, randomized phase 3 studies evaluating pirtobruti-
nib for therapy of pts with CLL/SLL, including in the treat-
ment-naive (TN) setting [versus bendamustine plus ritux-
imab (BendaR; CLL-313, NCT05023980) and versus ibruti-
nib (CLL-314, NCT05254743)].

Methods. Pooled data from TN CLL pts randomized to re-
ceive pirtobrutinib from CLL-313 and CLL-314 were used to
assess efficacy [overall response rate (ORR), progres-
sion-free survival (PFS) and overall survival (OS)] and safe-
ty. PFS and OS estimates were calculated by the Ka-
plan-Meier method. All pts (253) randomized within each
study to receive pirtobrutinib were included in efficacy anal-
yses and all pts (252) who received pirtobrutinib treatment
were included in safety analyses.

Results. A total of 253 TN pts, median age of 66 yrs, were
assigned to receive pirtobrutinib (CLL-313 n=141; CLL-314

n=112); all but one received treatment. Among pts with
evaluable samples 134/233 (58%) had unmutated IGHV,
14/253 (6%) had del(17p) and 21/220 (10%) had mutated
TP53. Efficacy was consistent between the two studies
(Table). Overall, ORR was 93.3%. Median PFS was not
reached; the 24-month PFS rate was 93.2% (95%ClI,
89.1-95.8). Median OS was also not reached; the 24-month
OS rate was 97.5% (95%CI, 94.6-98.9). Median duration of
therapy was 29.1 months. Treatment discontinuation due to
TEAEs occurred in 4.8% of pts with 1.6% treatment related.
Any-grade infection occurred in 59.9% of pts; neutropenia
in 18.3% and grade =3 bleeding in 2.4%. Any-grade hyper-
tension occurred in 10.7% of pts and atrial fibrillation/flut-
ter was reported in 2.8%.

Conclusions. In 253 TN pts with CLL randomized on two
phase 3 studies, pirtobrutinib showed a high ORR and favor-
able 24-month PFS and OS rates. The safety profile was con-
sistent with prior studies using pirtobrutinib in more heavily
treated pts, with low rates of atrial fibrillation/flutter, hyper-
tension and TEAE-related discontinuations. These findings
reinforce the potential of pirtobrutinib as a meaningful and
clinically relevant treatment option for pts with TN disease.
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Pararmetar CLL-313 CLL-314 Pooled TN pts
N =141 N=112 N=253

ORR ORR, % (95% CI) | 94.3 (89.1,97.5) | 92.0(85.3, 96.3) 93.3 (89.5, 96.0)

24-maonth PFS

‘ates, % (950 i) | 927 (86.8,96.0) | 94.3(87.8,974) 93.2 (89.1-95.8)
PFS

Median FU,

S 28.1 224 27.7

24-month OS

rates, % (950 Cy | 978 (93:3,99.3) | 97.2(915,99.1) 97.5 (94.6-98.9)
0s

Median Eil, 32.7 26.7 29.5

months
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REAL WORLD OUTCOMES OF 50 PATIENTS WITH CHRONIC LYMPHOCYTIC
LEUKEMIA TREATED WITH PIRTOBRUTINIB AFTER A COVALENT BRUTON
TYROSINE KINASE INHIBITOR AND A BCL2 INHIBITOR: A GIMEMA STUDY

G. M. Rigolin', A. Visentin®, M. Nicolosi’, A. Tomasso®*, R. Murru’®, S. Pepe’, R. Marasca’, L. Farina®, A. Fresa’, A.
Arcari'’, V. Innao"’, E. Albi"%, C. B. Savelli®, C. Giordano", E. Pennese'’, C. Vitale'’, J. Oliveri"’, I. Ferrarini'®, C.
Salvetti'’, M. Foglietta®, L. Arletti’’, M. Cavallari”’, N. Franzoni”®, R. Moia®, E. Conte™, A. Liso***!, M. Bullo”’, M. I.
Del Principe®, V. Arena®, F. Paoloni®, A. Piciocchi®, L. Scarfo'**’, P. Ghia'**’, A. Cuneo'

1Hematology Section, Department of Medical Sciences, Arcispedale S Anna, Azienda Ospedaliero-Universitaria, University of Ferrara; 2Hematology
Unit, Department of Medicine, University of Padova; *Hematology Division, AOU Citta della Salute e della Scienza di Torino; ‘Hematology Unit, Fon-
dazione Policlinico Gemelli, IRCCS, Universita Cattolica del Sacro Cuore; "Hematology and Stem Cell Transplantation Unit, Ospedale Oncologico A Bus-
inco, ARNAS "G Brotzu"; "Hematology, Department of Translational and Precision Medicine, Sapienza University of Rome; "Hematology Unit, Universi-
ty of Modena and Reggio Emilia; "Hematology, Fondazione IRCCS Istituto Nazionale dei Tumori; "Hematology-Oncology and Stem-Cell Transplantation
Unit, National Cancer Institute - IRCCS - Fondazione "G Pascale"; "’"Hematology Unit, Ospedale Guglielmo da Saliceto; "'UOC Ematologia, ARNAS
Garibaldi; *Comprehensive Cancer Center, IRCCS San Raffaele Hospital; >Candiolo Cancer Institute, FPO-IRCCS; "*Federico II University; ’Ospedale
Civile S Spirito; °Department of Molecular Biotechnology and Health Sciences, University of Turin And University Division of Hematology, AOU Citta
della Salute e della Scienza di Torino; "’Clinica Ematologica, Azienda Sanitaria Universitaria Friuli Centrale; “Department of Engineering for Innova-
tion Medicine, Section of Hematology, University of Verona; ’Clinic of Hematology, IRCCS Ospedale Policlinico San Martino; ’Hematology Unit, Santa
Croce e Carle General Hospital; * Hematology Unit, AUSL-IRCCS Reggio Emilia; “Hematology Section, Ospedale dell'Angelo; **Azienda Ulss 5 Polesa-
na; **Division of Hematology, Department of Translational Medicine, University of Eastern Piedmont; “Hematology, Department of Clinical and Molecu-
lar Medicine, Sant'Andrea University Hospital, Sapienza University of Rome; **Department of Medicine and Surgery University of Perugia; ’Hematolo-
gy Unit, Azienda Ospedaliera Ordine Mauriziano di Torino; *’Hematology, Department of Biomedicine and Prevention, University of Rome Tor Vergata;

“GIMEMA; *Medical School, Universita Vita-Salute San Raffaele; *'Hematology/Oncology Unit Terni Hospital

Because real-world data on the effectiveness of the non-co-
valent BTKi pirtobrutinib in CLL patients who had received
a covalent BTKi and venetoclax are limited, we analyzed the
outcome in a nationwide named-patient program. The data
were obtained from the GIMEMA CLL2121 study, an obser-
vational study aimed at collecting clinicobiologic data of
CLL patients diagnosed in Italy.The endpoints of this analy-
sis were overall response rate (ORR), time to discontinua-
tion for progression, death and toxicity (TPDT), obtained by
censoring all patients who discontinued the study drug for
reasons other than progression, death or toxicity, time to
treatment discontinuation (TTD) and overall survival (OS).-
Fifty patients with double exposed CLL were treated with
pirtobrutinib at 28 Italian centers. Median age was 70y
(range 51- 87). Median time from diagnosis to first dose of
pirtobrutinib was 9.6y (IQ: 7.5-14.22). Other baseline charac-
teristics are shown in table 1.0RR was 57%. With a median
follow-up of 9.7 months (IQR 3.39;24.38) the estimated 12-
-month probability to be on treatment, using TPTD as end-
point, was 66% (95% CI: 50 - 87). The median TTD was 13.3

months (95% CI: 10.1 - NA), with a 58% probability of being
on treatment at 12 months (95% CI: 42 - 79). The reasons of
discontinuation in 16 patients were failure in 5, death in 6,
toxicity in 1 and other causes in 4. An estimated 80% proba-
bility of being alive at 12 months was observed (95% CI: 68
- 94). ORR, TPDT, TTD and OS by subgroup analyses by age
and TP53 showed results consistent with the overall trend.
Causes of death were CLL progression in 6 patients, Richter
transformation in 4, others in 5.Grade 3-4 adverse events
were reported in 11 patients: 3 had an infection, 3 had neu-
tropenia; febrile neutropenia, diarrhea, chest pain, pulmo-
nary toxicity, and increased transaminase levels were re-
corded in 1 patient each. One patient had fungal pneumo-
nia, and 1 patient had an episode of atrial fibrillation (grade
not reported).In this real-world analysis objective endpoints
were adopted. Our findings show that pirtobrutinib was
highly effective in a heavily pre-treated patient population.
Though the number of patients is relatively small the effec-
tiveness was not influenced by unfavorable clinicobiologic
characteristics.
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Table 1
Characteristic % of pts
Sex (M/F) 60/40
ulGHV/mIGHV 74/26
TP53 mutated (yes/no) 50/50
17p- (yes/no) 30/70
Binet stage A or B/C 62/38
N. of previous therapies (2/3/4+) 14/42/44
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LONG-TERM RISK OF SECOND MALIGNANCIES FOLLOWING SURVEILLANCE
IMAGING IN YOUNG ADULTS AND ADULTS SURVIVORS WITH HODGKIN

LYMPHOMA

C. Giordano, M. Picardi, A. Vincenzi, N. Pugliese, R. Della Pepa, A. Salemme, F. Pane

Federico II University

Several studies suggest that ionizing radiation from medical
imaging is associated with an increased risk of cancer
among young adults and adults (YA&A), even at cumulative
doses < 50 mSv. The estimated radiation from a single
18FDG PET/CT is approximately 14.5 mSv vs 0.1 mSv for a
single chest radiography (C-XR). Studies have shown that ex-
cess exposure to ionizing radiation from medical imaging oc-
curred during follow-up in survivors of Hodgkin lymphoma
(HL).The previously published multicenter randomized trial
on routine surveillance imaging for relapse detection in
YA&A with advanced-stage HL enrolled 300 patients (in 2
arms) achieving complete response after first-line treatment
in the Hematology, Internal Medicine and Oncology units of
the Federico II University (Naples, Italy). All patients com-
pleted the 6 anthracycline-based chemotherapy scheme; a
similar proportion in the two arms received consolidative ra-
diotherapy. In the standard arm, surveillance was per-
formed with 18FDG PET/CT; in the experimental arm mod-
ern ultrasonography combined with C-XR was used. Imaging
was scheduled at 4, 8, 12, 16, 20, 24, 30, 36, 48, 60, 84,
and 108 months after treatment completion. After a median
5-year follow-up, 80 patients (27%) relapsed. The study met
its equivalence objective: sensitivity was 100% for PET/CT
and 97.5% for US/C-XR. Extended follow-up provided ma-
ture data on second malignancies. The cumulative radiation
dose per detected relapse was 449.5 mSv with PET/CT vs
10.2 mSv with US/C-XR. After a median 20-year follow-up

(range, 16-24 years), a total of 23 secondary malignancies
occurred in the PET/CT group (five solid cancers, and 18 he-
matological malignances), and a total of 9 secondary malig-
nancies occurred in the US/C-XR group (4 solid cancers,
and 5 hematological malignancies), yielding a cumulative se-
cond malignancy rate of 14% in the PET/CT group versus
6% in the US/C-XR (P= 0.013; 95% CI, 1.16-5.10; Table). In
univariate analysis, age at exposure and receipt of radiother-
apy was not significantly associated with the second malig-
nancy risk rate. After a median follow-up of 20 years, over-
all survival was 90% in the PET/CT group and 96% in the ul-
trasonography/C-XR group, with 15 and 5 deaths observed,
respectively (Figure). These findings suggest that additional
radiation from surveillance imaging increases long-term risk
of second malignancies, especially hematologic cancers, con-
sistent with radiation-related bone marrow carcinogenesis
suggesting that repeated exposure from surveillance scans
may preferentially contribute to the development of early ra-
diation-associated hematologic neoplasms.Although newer
PET uses lower-dose CT, PET/CT remains important for ac-
curate relapse detection and for diagnostic accuracy by re-
ducing false-positive and false-negative findings associated
with PET alone. Overall, our results underscore the impor-
tance of carefully balancing benefits and risks when select-
ing follow-up imaging strategies and support minimizing ra-
diation exposure whenever clinically feasible in survivors of
HL.
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Table, Estimated Radiation Exposure and Characteristics of Second Tumors

US Chest PET/CT P Value
Radiography Arm
Characteristics Arm
{n =150} (0= 150) 0s
Radiation exposure from 106 Monthi
imaging (mSv} — U5 CHR
Dase for each scan 01 145 gl o LA
Dose needed to detect one 102 4495 0.0002
relapse
Second malignancy o
characteristics
No. of second malignancies 9{6%) 23 (E5%) o3 L
Sex
Female 3 8 1 60
Male & 15
Age (y)? 465 (20-69) 45 (23-70) 085 S0
First-line treatment
Chematherapy only 3 4 %
Chemotherapy phis & 15 1
radintion theragy =
Time to second malignancy 37 (12-108) T4 (12-280) 010
(ma)®
Second malignancy type 2
Solid cancer & 5 045
Thyrold papillary cancer 1 2 "
Colon adenocarcinoma 2 2
Gastric sdenocarcinoma 1] 1 x = - o r s
Hematologic malignancics 5 18 009 ° o o e w0 o o
Large B-cell NHL . & . ‘ '
Aoty mytkidieuloma 3 ) s xR 150 150 149 145 137 ] o
Acute lymphoblastic leukemia 2 5 ik
Chronic myeloid leukemia 1 PETCT 150 150 148 135 1 50 [
Multiple myeloma % 1
Note. —Unless atherwise indirated, dat are number of paticsts
! Data are reparted as medians, with mnges in parentheses. -
o ek nakpses, the 7 . (o Fdber saaet sut {ate) was ued Logrank test P=0.02

categorical variables, and the Mann-Whitney
berween the twa groups

Among the five patients with AML in the PET/CT arms three had acute leakemia of ambiguois
g, Ammuay the fbve paticnts with ALL in the PET/CT arm, two had mixed-phenotype acote
leukemis,

NHL, non- Hodgkin bymghoma

t was used tn compare continaos varisbics
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MANAGING TOXICITY IN REAL-WORLD BV-AVD FOR ADVANCED HODGKIN
LYMPHOMA: IMPACT ON TREATMENT FEASIBILITY AND OUTCOMES

C. Mazzoni'?, B. Casadei’, L. Argnani', V. Stefoni'”, C. Pellegrini’, G. Gugliotta’®, A. Broccoli'?, M. Carella'?, G.
Bagnato'”, N. Fabbri'?, G. Gabrielli'?, M. Mutti'?, M. Gentilini'’, A. Desiderio'?, S. Citro'?, F. Visini'?, F.

D’Aniello'?, P. L. Zinzani'?

'Department of Medical and Surgical sciences, DIMEC, University of Bologna; ’IRCCS Azienda Ospedaliero-Universitaria di Bologna, Istituto di Ema-

tologia “Seragnoli”

Background. Brentuximab vedotin plus doxorubicin, vin-
blastine, and dacarbazine (BV-AVD) has shown superior effi-
cacy versus doxorubicin, bleomycin, vinblastine, and dacar-
bazine (ABVD) in advanced Hodgkin lymphoma (aHL) in the
ECHELON-1 trial (Connors et al., N Engl ] Med 2018). How-
ever, its increased toxicity may limit real-world feasibility.
Methods. We conducted a monocentric retrospective study
on 55 treatment-naive stage IV HL patients treated with BV-
AVD, assessing toxicity, feasibility, and effectiveness.
Results. Fifty-two patients were evaluable and stratified in-
to BV-AVDx6 (n=36), completing six cycles, and BV-
AVD hold (n=16), who switched to ABVD or discontinued
due to toxicity or progression. BV-AVD hold patients were
older (median 47.5 vs 29.1 years; p=0.0173) and had more
cardiovascular and renal comorbidities (p=0.0344 and
p=0.0308). Dose reductions in the BV-AVDx6 group were
frequent (BV n=11; AVD n=2; both n=3), mainly due to pe-
ripheral neuropathy (PNP), constipation, or hematologic/in-
fectious toxicity. Despite this, the overall response rate was
97.1% (35 CR, 1 progressive disease (PD)). In the BV-
AVD hold group, 13 patients switched to ABVD after a me-
dian of 1.5 cycles; among 11 receiving reduced-dose ABVD,

responses included 6 CR, 2 PR, and 3 PD. Four discontinued
BV-AVD without further treatment. Overall, 208 non-hemato-
logic and 79 hematologic adverse events (AEs) occurred,
leading to 47 and 32 treatment delays (median 7 days), re-
spectively. The most frequent AEs were PNP (61.8%, 47.1%
grade =2), constipation (44.2%), and neutropenia (60%, all
grade =3). BV doses >80 mg were significantly associated
with grade =2 PNP (OR 14.25; p=0.004). Median progres-
sion-free survival (PFS) was 8-10 months in BV-AVD hold
patients, whereas it was not reached in the BV-AVDx6
group (p=0.0001); on multivariable Cox analysis adjusted
for age, completion of 6 cycles was associated with a signifi-
cantly reduced risk of progression (HR 0.065, 95% CI
0.007-0.580; p=0.014).

Conclusions. BV-AVD confirms high real-world effective-
ness in aHL, despite frequent dose modifications. However,
treatment feasibility is reduced in older and comorbid pa-
tients, with toxicity—particularly PNP—representing a major
concern. Notably, patients who discontinue treatment early
due to toxicity have worse outcomes. These findings unders-
core the importance of careful a priori patient selection and
proactive toxicity management to preserve treatment bene-
fit.
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PFS: BV-AVDx6 vs BV-AVD_hold
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E-HIPI PROGNOSTIC SCORE AS A TOOL FOR IDENTIFYING LOW-RISK PATIENTS
AT DIAGNOSIS: A MULTICENTRIC ITALIAN COHORT

M. De Ferrari', A. Cellini', G. Manfredi Assanto’, A. Romano’, G. Santuccio’, C. Vitale’, M. Montalbano®, F.
Angotzi', A. Serafin', N. Danesin', A. Bevilacqua', M. D’Antiga’, G. Leone’, M. Coscia’, F. Di Raimondo® I. Del

Giudice?, F. Piazza', L. Trentin’, A. Visentin'

'Hematology Unit, Department of Medicine, University of Padova; *Hematology, Department of Translational and Precision Medicine, Sapienza Univer-
sity; *Hematology and BMT Unit, AOU “G Rodolico-San Marco”; *‘Department of Molecular Biotechnology and Health Sciences, University of Torino and
Division of Hematology, AOU Citta della Salute e della Scienza di Torino; "Hematology Unit, Department of Medicine and Surgery, University of Insub-

ria

Classic Hodgkin Lymphoma (cHL) has currently an extreme-
ly favourable prognosis, owing to modern therapeutic PET-
guided strategies. Consequently, the need to update traditio-
nal prognostic factors has led to the development of the Ear-
ly-Stage Hodgkin Lymphoma International Prognostic Index
(E-HIPI), which relies on baseline characteristics at the time
of diagnosis.We evaluated the ability of the E-HIPI to pre-
dict 2-year Progression-free survival (PFS) stratifying the co-
hort into risk classes.Patients with early stage cHL treated
between 2007 and 2025 at 4 different Italian centres were
included. All were treated with PET-guided approaches
based on ABVD or BEACOPP. E-HIPI was calculated using
published coefficients for sex, maximum tumor diameter
(MTD), albumin and hemoglobin (hb). Eligible patients were
selected according to the E-HIPI's plausibility exclusions, in
keeping with the variable ranges described in the original
publication [AM Rodday, NEJM Evid, 2025].A total of 264 pa-
tients were included, of whom 130 (49%) were female; the
median age at diagnosis was 31 years. Overall, 244 (92%)
subjects had stage II disease, bulky disease was present in
84 (32%) patients, and 64 (24%) presented with B-symp-

toms. Treatment was based on ABVD or HD17-like regi-
mens, 38% received radiotherapy. Mean baseline charac-
teristics of interest were: albumin 4 g/dL (2.6-5.3), MTD 5.6
cm (1.5-15) and hb 13 g/dL (8.5-16.5). E-HIPI was first vali-
dated in our cohort, with a C-index of 0.654 (95% CI
0.55-0.75). After a median follow-up of 62 months (2-178),
8 (3%) patients died and 38 (14%) experienced disease pro-
gression or relapse. Overall, the 2-year PFS was 87.4%
(95% CI 83.5-91.6). We stratified patients into risk cate-
gories defined as low risk (<25th percentile), high risk
(>75th percentile), and intermediate risk in between. Focus-
ing on the low-risk group, PFS differences were statistically
significant compared with both high- and intermediate-risk
groups, with HR=0.25 (CI 95% 0.08-0.76; p=0.015) and
HR=0.34 (CI 95% 0.12-0.98; p=0.047) respectively. The 2-
year OS was 100% in every risk group.E-HIPI demonstrated
strong performance in predicting 2-year PFS in early-stage
cHL. Specifically, it may identify low-risk patients at diagno-
sis which can be cured with a short course of chemothera-
py, supporting less intensive treatment strategies in this sub-
group. Novel combinations should be explored in high-risk
cHL.
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Distribution of E-HIPI predicted 2-year PFS  PFS by E-HIPI risk group
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PROGNOSTIC VALUE OF INTERIM PET IN YOUNG ADULTS AND ADULTS
FRONTLINE TREATED WITH BRENTUXIMAB VEDOTIN+AVD FOR CLASSIC
HODGKIN LYMPHOMA

A. Vincenzi', M. Picardi', C. Giordano', N. Pugliese’, R. Esposito’, M. Persico’, M. Mascolo?, E. Vigliar®, G.
Troncone®, R. Iula’, C. Califano’, M. Annunziata®, F. Pane'
'Department of Clinical Medicine and Surgery, Hematology Unit, Federico II University Medical School; “Department of General Surgery, Endocrinolo-

gy, Orthopedics, and Rehabilitation, Federico II University Medical School; *Department of Advanced Biomedical Sciences, Federico II University Medi-
cal School; “Department of Public Health, Federico IT University Medical School; *Onco-Hematology Unit, "A Tortora" Hospital; 5Hematology Unit, Anto-

nio Cardarelli Hospital of National Importance

Background. BV+AVD is increasingly used for frontline
treatment of advanced-stage cHL, but real-world data in
young adults and adults (Ya&A) remain limited. We conduct-
ed a multicenter retrospective study to evaluate efficacy
and safety of frontline BV+AVD in patients aged 18-59
years with newly diagnosed stage III-IV cHL treated in spe-
cialized centers.

Methods. We retrospectively analyzed 150 consecutive re-
al-life patients scheduled to receive 6 cycles of BV+AVD
across four institutions in Southern Italy. The primary end-
point was PFS. Secondary endpoints included end-of-treat-
ment (EoT) complete metabolic response, treatment deliv-
ery, and toxicity. Interim FDG-PET (iPET) was assessed us-
ing the Deauville score (DS), defining negativity as DS 1-3
and positivity as DS 4-5; it was assessed post hoc and not
used to guide treatment.

Results. Fifty patients (30%) had at least one ECHELON-1
ineligibility criterion, including comorbidities and/or adverse
performance status. Overall, 147/150 patients (98%) com-
pleted six cycles of BV+AVD, with a median relative dose in-
tensity of 100%; 16/150 (11%) received dose reduction
and/or discontinuation. At EoT FDG-PET, 140/150 patients
(93.3%; 95% CI, 88.1%-96.8%) achieved complete metabolic

response. Of the remaining patients, four (2.7%) received
consolidative radiotherapy for residual nodal masses with
DS 4, three received autologous hematopoietic stem cell
transplantation for DS 5 at EoT-PET, and three died for
toxicity before EoT-PET. Grade =2 peripheral neuropathy,
cardiotoxicity, and febrile neutropenia occurred in 13%, 7%,
and 3% of patients, respectively. With a median follow-up of
24 months, 2-year PFS was 91% (95% CI, 86.4%-95.8%). Af-
ter 2 cycles, iPET was negative in 137/150 patients (91%);
DS distribution was DS 1-2 in 87/150 (58%), DS 3 in 50/150
(33%), DS 4 in 10/150 (6.7%), and DS 5 in 3/150 (2%).iPET
showed strong predictive value: all patients with negative
iPET achieved complete metabolic response vs 46.2% with
positive iPET (p<0.001) (Figure). Within interim PET-posi-
tive patients, 60% of DS 4 converted to complete response,
whereas DS 5 identified a subgroup with higher risk of treat-
ment failure.

Conclusions. In this large real-world Ya&A cohort with ad-
vanced-stage cHL, frontline BV+AVD achieved high dose in-
tensity, durable complete metabolic remission, and favor-
able 2-year PFS without routine consolidative radiotherapy.
iPET was negative in most patients and strongly associated
with EoT complete response.
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