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Clues potentially exploited from cfDNA/ctDNA ‘

() Relies on the detection of somatic mutations

C] Does not rely on the detection of somatic mutations
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ctDNA is a tool for DLBCL genotyping UP
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Molecular cluster on lymph node biopsy
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Experimental workflow UP
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Liquid biopsy reflects the molecular characteristics up
_and clinical impact of molecular clusters identified on tissue biopsy
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Pretreatment ctDNA is a robust biomarker in DLBCL
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* Pre-treatment levels of ctDNA correlate with Event Free Survival (EFS) in both
first line and in relapsed/refractory DLBCL

Kurtz DM, et al., JCO, 2018
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BN2/ST2 clusters predict outcome
in patients with ctDNA levels >2.5 Log,, hGE
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118FIFDG-PET/CT radiomics features

SUVmax Dmax
The peak of standardized uptake volume The maximum distance between tumor lesions
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The best PET/CT parameter cutoffs for predicting PFS
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PET parameters, ctDNA levels and BN2/ST2 clusters UP
independently predict PFS: A three-variable prognostic model

Multivariate analy;is for PFS
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The liquid biopsy mirrors the genetics of cHL
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Distinct Hodgkin lymphoma subtypes identified on liquid biopsy (i)
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Distinct Hodgkin lymphoma subtypes identified on liquid biopsy (ii)
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Distinct Hodgkin lymphoma subtypes identified on liquid biopsy (iii)
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Agenda

* Prognostic impact of liquid biopsy in DLBCL
* Prognostic impact of liquid biopsy in Hodgkin lymphoma

* Prognostic impact of liquid biopsy in indolent lymphomas
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Minimal residual disease analysis by ctDNA in CLL

CLL2-BAAG trial

(Debulking) Induction Maintenance CtDNA-positive/FCM uMRD ¢fDNA uUMRD/FCM-positive
Benda  Benda GGG G G G G G G G G G G
\ ALC< 1.5 G/L
] P=0.029
ALC21.5G/L
c1 Cc2 c3 ca c5 C6 IR Restaging ST1 M2-Mx
Fcm - X X X X X X X X X X X X
ctDNA X X X X X X X X X X X X
PR lymphadenopathy
Allrandomized patients
(n= 46)
Patient excluded: PR splenomegaly P=0.002
Protocol violation
(n=1)
Analysis cCR(i)/CR(i)
population
(n =45)
Patient excluded:
no ddPCR assay
designed (n=1)
CtDNA Analysi
sl LDH 200 U/L

:| P=0.05

ctDNA appears to reflect the residual CLL burden outside the PB
as it had advantages in patients with predominantly nodal disease

LDH > 200 U/L

Matching ctDNA/FCM
samples(n =381)

ctDNAY/FCm* CtDNAT/FCM™ CtDNAY/FCM™ ctDNA/FCM*
(n=200) (n=108) (n=44) (n=29)

Furstenau et al., Clin Cancer Res. 2022
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Correlation of baseline ctDNA levels with patient outcomes
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Higher levels of ctDNA correlates with FLIPI, Grade,
extranodal involmente and LDH
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580 hGE/mL was established
as the optimal cut-off for POD24 prediction
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Fernandez-Miranda et al., Clin Canc Res. 2023
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Conclusions

Liquid biopsy recapitulates with a non-invasive approach the molecular landscape and the prognostic impact

of DLBCL molecular clusters

Liquid biopsy allows a non-invasive molecular characterization of Hodgkin lymphoma, improves patients’

prognostic stratification and identifies potential therapeutic targets

Liquid biopsy is less studied in indolent lymphoproliferative neoplasm, but initial evidences also suggest its

potential prognostic impact in this context

The integration of liquid biopsy, PET parameters and other clinical and histopathological features should be

used to design clinical trials with novel agents for high-risk patients
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