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4th revised edition of the World Health Organization
Classification of Haematolymphoid Tumours:
Lymphoid Neoplasms (2016)
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Diagnostic Markers:
Chromosomal Translocations

Genetic aberration Genes involved Freguency
CLL® del(13q) miR15, miR16, DLELI2 35.45%*
del(11q) ATM, BIRC3 10-20%
del(17p) TP53 5-10%,
trisomy 12 10-15%
DLBCLY t{14:18){g32:q21) IGH::BCL2 20-30%
t(3:14)(q27:q32) BCLE::IGH 25-30%
t(8;14)(q24;932) MYC::IGH 8-14%
MCL® t(11:14}(g13:q32) CCND1:1GH >95%
FLd t{14:18)(g32:q21) IGH::BCL2 85-90%
BL® ti8:14)(q24:q32) MYC:AGH
t(8;22)(g24;q911) MYC:GL Combined
t{2;8)(pll;q24) IGK;:MYC >95%

t(2;5}(p23;935) ALK::NPM R,




Diagnostic Markers:
Chromosomal Translocations

Break-apart probe

Normal methaphase Normal interphase

Aberrant interphase

Aberrant methaphase

Dual Fusion probe

Normal methaphase Normal interphase

Aberrant methaphase Aberrant interphase

*High grade B cell ymphoma with MYC and BCL2 and/or BCL6
rearrangements




Diagnostic Markers: Gene Mutations

Only a limited number of gene mutations are observed in the majority of
cases within a lymphoma entity
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B-cell receptor signaling
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Prognostic Markers: CLL

Overall survival
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Prognostic Markers: PMBL, WM, FL
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Prognostic Markers:
Peripheral T-cell ymphomas

Not as comprehensively studied as B-cell lymphomas

1. TET2 mutations in AITL and PTCL-NOS

Few genes shown
to be prognostic 2. TP53 and DDX3X mutations in NK-TCL

(to date)
3. Loss of PRDM1 and del(17p) in ALCL

Increasing number of genetic aberrations with prognostic impact in
lymphomas but their precise role remains to be established

Lemonnier et al. Blood 2012; Jiang et al. Nat Genet 2015; Boi et al. Blood 2013.




Predictive Markers

Fewer biomarkers have been translated into therapeutic management for
the individual patient with lymphoma
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Predictive Markers: Resistance Mutations
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Assays for research versus clinical utility

WGS & WES Custom targeted panels Broad-range panels
Biomarker discovery Cytogenetics c\ 3D o )2
FISH

PCR T




Assays for research versus clinical utility

Broad-range detection NGS panels
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— = BCLé = API2-MALTI
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Data analysis
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= Clinical interpretation and visualization

Mansouri et al. Semin Cancer Biol 2021



genomic profiling
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DLBCL: What has comprehensive genomic profiling
taught us?
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Precision Diagnostics & Therapy for Lymphomas
Considerations, Issues and Future Directions

How can new findings be translated into clinical utility and guide therapeutic decisions?

- List of biomarkers with predictive value for response to a given therapy is very short

- Prospective randomized trials

How should we detect all these aberrations in a clinical setting?

- cost-effectiveness/data storage
- turn-around times

- Sample material - type, availability, quality

How can we standardize tests and reporting?

- Harmonization of testing/coordinated uniform framework
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