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Predictive value of targeted NGS in molecular classification of DLBCL

Chapuy B. et al. Nature 2018

Chapuy B. et al. Blood 2025

Schmitz R. et al. NEJM 2018

Wright G. et al. Cancer Cell 2020



Algorithms are based on WES,
that is not feasible in clinical practice



Predictive value of targeted NGS in molecular classification of DLBCL

Zhang M.C. et al. Cancer Cell 2023

on going..
GUIDANCE-02
(NCT05351346) 
OT05- multi-center, 
randomized, phase 3 study 
(Lymphplex alghoritm)
Zhao W. Hematol Oncol 2025

Therapeutic choices based on genetic 
subtyping improve PFS and OS



Rutherford S. et al. ASH 2025



Can we apply NGS targeted panels to 
routinary classify DLBCL? 
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Do the targeted panels agree with the ‘gold standard’?

PANEL COHEN’S 
KAPPA SENSITIVITY

54-GENES 
PANEL 0.035 EZB≈20% 

N1≈5%

73-GENES 
PANEL 0.035 EZB≈20%  

N1≈5%

60-GENES 
PANEL 0.012 EZB≈20%  

N1≈5%

K < 0.04
Poor Agreement vs LymphGen

LymphGen 2.0



PANEL COHEN’S 
KAPPA SENSITIVITY

54-GENES 
PANEL 0.66 TP53≈100%  

ST2≈0%

73-GENES 
PANEL 0.74 TP53≈100%  

ST2≈25%

60-GENES 
PANEL 0.75 TP53≈100%  

BN2≈33%

0.66 < K < 0.75
Substantial Concordance vs 

Lymphplex

Do the targeted panels agree with the ‘gold standard’?

LymphPlex 1.0



PANEL COHEN’S 
KAPPA SENSITIVITY

54-GENES 
PANEL 0.63 TP53≈100%  

BN2≈0%

73-GENES 
PANEL 0.64 TP53≈100%  

BN2≈0%

60-GENES 
PANEL 0.75 TP53≈100%  

BN2≈0%

0.63 < K < 0.75
Substantial Concordance vs 

GUIDANCE-sa

GUIDANCE-sa

Do the targeted panels agree with the ‘gold standard’?



PANEL COHEN’S 
KAPPA SENSITIVITY

54-GENES 
PANEL 0.43 C3 (EZB)≈100%  

C2 (BN2)≈0%

73-GENES 
PANEL 0.47 C3 (EZB)≈100%  

C2 (BN2)≈0%

60-GENES 
PANEL 0.51 C3 (EZB)≈100%  

C4 (BN2)≈0%

0.43 < K < 0.51
Moderate concordance vs DLBClass

Do the targeted panels agree with the ‘gold standard’?

DLBclass



Conclusion and future directions
• NGS targeted panels (54/73/60 genes) struggle to perform with WES-based
algorithms (i.e Lymphgen).

• Targeted panels perform poorly in specific categories (e.g : BN2 or ST2 subtypes).

• NGS targeted panels (54/73/60 genes) perform better with targeted-based
algorithms (i.e Lymphplex, Guidance-SA, DLBclass).

• Refinements of NGS targeted panels is needed to improve DLBCLs molecular
subtyping in clinical practice.
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