CLINICAL IMPACT OF UNTARGETED BASELINE PLASMA

l:“ METABOLOMICS IN NEWLY DIAGNOSED DIFFUSE LARGE B CELL
& LYMPHOMA

Mohammad Almasri

Universita del Piemonte Orientale
Novara-Ital

' 4-6 marzo 2026
Fl re nze Palazzo degli Affari



X | >< CONGRESSO
% NAZIONALE
y

SIES2026.+ -

Disclosures of Mohammad Almasri

Company name Research Employee Consultant Stockholder Speakers Advisory

Other
support bureau board

NONE



XX couspesso
SIES2026

UNIVERSITA DEL PIEMONTE ORIENTALE
[ — :

a Pola-R-CHP

s . . . .

2 , Even with the latest improvements in frontline therapy,

vy R-CHOP . « e

H R/R DLBCL remains an unmet clinical need

N and its identification a priori may improve treatment tailoring

& 20 Hazard ratio for progression, relapse, or death,

0.73 (95% Cl, 0.57-0.95)
104 p0.02
0 T T T T T T T 1
0 6 12 18 24 30 36 42
Months
Baseline ctDNA levels Molecular clusters PET/CT radiomics
100 4 i ctDNA low
— \\uq._“\_\‘:r:j:\iiih £1'0 NCI cohort 1 1.00 4
=
3 ®7 gO.B % 0.81 Z 0754
3 s
g« 506 =1 § os :
= 3 o = 050 4
%) 50.4 S 0.4- =
o = w 8
w25 ] —I_\_ L S 0.25 4
=t o 024 £
P=.007 ® 0.2 — §
HR, 2.6 (95% Cl, 1.3t05.2) [}
T T T T T T 6 00 A" cases 0 9 " . . . v v 0.00 . . . i . . . i .
0 10 20 30 40 50 60 0 2 4 6 8 10 0 20 40 60 80 100 120 140 o 3 6 9 12 15 18 21 24
Time Since Start of Therapy (months) Years Time Time (months)
. Circulati Kurtz et al., JCO. 2018; Chapuy et al., Nat Med. 2018; Schmitz et al., NEJM. 2018; Wright et al., Cancer Cell. 2020;
¢tDNA: Circulating tumor DNA Tilly et al., NEJM. 2022; Eertink et al., Blood. 2023; Chapuy et al., Blood 2025; Ceriani et al., Br ] Haematol. 2025

4-6 marzo 2026

Palazzo degli Affari

Firenze




>< | >< CONGRESSO
NAZIONALE

SIES2026

Metabolomics as a promising prognostic tool in oncohematology
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To investigate the potential clinical impact of baseline plasma metabolomics in newly
diagnosed DLBCL and its relationship with ctDNA levels and PET/CT radiomics features
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Experimental workflow up
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Metabolomics profile is different according to progression status
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High 4-Hydroxybenzeneacetic acid (4-HPA) levels associate with poor outcome
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High 2-Hydroxybutyric acid (2-HB) levels associates with poor outcome UP
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Metabolomic profile classification
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= HRM class: patients with high level of 4-HPA/2-HB
= LRM class: patients with low levels of 4-HPA/2-HB
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Metabolomic profile further reflnes outcome of Iow rlsk patlents accordlng to
ctDNA level and PET/CT tMTV
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Conclusions
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 Baseline plasma metabolites differs between progressive and non-progressive DLBCL patients and harbor
promising prognostic value.

*  Baseline 4-Hydroxybenzeneacetic acid and 2-Hydroxybutyric acid levels are associated with shorter PFS in newly
diagnosed R-CHOP-treated DLBCL and further refine the prognosis of low-risk patients according to ctDNA levels
and tMTV

= 4-Hydroxybenzeneacetic acid levels reflect the potential contribution of microbiome changes to disease
course and response to therapy

=  2-Hydroxybutyric acid levels may capture the prognostic relevance of oxidative stress and metabolic
dysregulation in DLBCL patients

* Since its potential ability to capture both lymphoma- and patient-related prognostic determinants,
metabolomics should be integrated in multilayer prognostic models for early identification of high-risk DLBCL
patients to allow timely disease evaluation and treatment tailoring
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