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Lymphome B agressit
avec double réarrangement MYC et BCL6
associé a un profil d'aberration 119

Christine Lefebvre
GFCH du 1¢r février 2024



Mr A. 77 ans

Pancytopénie fébrile

Antécédents :

- Décompensation cardiaque, dysfonction biventriculaire rythmique et ischémique
- Flutter commun

- Coronarographie : |ésions tritronculaire

- Hypertension artérielle

- Dyslipidémie

- Diabéte type 2

- Insuffisance rénale chronique

- Pneumopathie base droite en 2020

Clinique :
Altération de |'état général, hyperthermie 39°5,

Toux, dyspnée, pas d’adénopathie, pas de splénomégalie

Scanner TAP : bronchiolo-alvéolite étendue,
pas d’adénopathie profonde, pas de splénomégalie, pas de masse tumorale

Patient transféré en réanimation
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Frottis sanguin :

5% de cellules lymphoides anormales :
taille moyenne, rapport N/C élevé, noyau rond ou un peu irrégulier, 1 ou 2 nucléoles cerclés,

cytoplasme tres basophile avec vacuoles

Myélogramme : cellules altérées, 7% de cellules lymphoides anormales

Hypothéses diagnostiques :
- Lymphome de Burkitt
- Lymphome B de haut grade
- ? « double/triple hit »



Immunophénotypage (moelle) :
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Présence d'une population homogene de lymphocytes B (restriction isotypique des chaines
|égeres d'lg de type kappa).

Ces cellules sont de taille moyenne en CMF, IgKappa, CD20+, CD5-, CD24+, CD10+, CD44+
phénotype compatible avec un diagnostic de lymphome B mature.

Ces cellules représentent 5% de |la population totale.
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Réarrangement IGH::MYC par t(8;14)(g24,q32)

Signal IGH surnuméraire sur marqueur
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Sonde BCL6 BA
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Réarrangement BCL6 : partenaire ?
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Absence de réarrangement IGH::BCL2, absence de gain BCL2
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Profil de gain 11923.3 / délétion 11924 —> aberration 11q




FISH 'anomalie 11q est le résultat d’'une duplication segmentaire avec inversion
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DIAGNOSTIC

Diagnostic de lymphome B agressif avec double réarrangement MYC et BCL6
Réarrangements IGH::MYC et BCL6::?

Accompagné d’un profil d’aberration 11q : gain 11g23.3 et délétion 11g24.
Présentation clinique : extra-ganglionnaire.

Les lymphomes B de haut grade/ a grandes cellules avec réarrangement MYC/BCL2 ou MYC/BCL6 peuvent
s’accompagner d’un profil d’aberration 11q.

Le diagnostic d’'un lymphome B a grandes cellules avec aberration 119 doit nécessairement étre associé a un
profil non réarrangé pour les cibles MYC, BCL2, BCL6.
La sonde KMT2A seule ne peut étre utilisée pour établir le diagnostic de lymphome B avec aberration 11q.

Intérét d’'une culture minimale (« direct ») : métaphases déja présentes, noyaux préservés.



Dénomination

WHO 2023 (site officiel blue books) = ne constitue pas une entité
mais un sous-type de HGBL, NOS ou DLBCL, NOS (LBCL/HGBL avec réarrangements MYC et BCL6)

Diffuse large B-cell lymphoma / high grade B-cell lymphoma with MYC and BCL2 rearrangements@)

Definition

Diffuse large B-cell lymphomasHigh-grade B-cell lymphoma with MYC and BCLZ rearrangements (DLBCL/HGBL-MY C/BCLZ) is an aggressive mature B-cell lymphoma with structural chromosomal
aberrations with breakpoints at both AYC and BCL2 loci.

Pathogenesis ...

Large B-cell lymphomasHigh-grade B-cell lymphoma with MYC and BCL6 rearrangements

DLECL/HGBL-MYC/BCL2 represent a homogeneous pathological entity with close relationship to FL pathogenesis and related molecular DLBCL subtypes { 29475959 | 30523716 | 31844144
32289277 1. Incontrast, DLBCL/HGBL with A/¥YC and BCL6 translocations, but lacking BCL2 translocation, diverge from DLBCL/HGBL-MYG/BCL2 in patterns of presentation { 23348205 ; 30113335 ;
29581544 ; 33548250 }, frequent non-GCB IHC phenotypes, and ABC-like gene expression profiles { 24179151 ; 26565895 | 29475959 | 31844144 }. In addition, they show infrequent mutations
of epigenetic regulators linking DLBCL/HGBL-MYC/BCLZ, FL and EZB-DLBCL cluster, but instead show a more varied pattern including mutations in genes such as PIMT and CDY9E that have been
linked to ABC-DLBCL { 29713087 ; 31844144 }. Since current evidence points to a heterogeneous category with variable gene expression profiles and mutational spectra, these cases are excluded
from the DLBCLU/HGBL-MYC/BGLZ2 category and included in DLBCL, NOS or HGBL, NOS. Their presence, however, should be reported to allow for their inclusion into ongoing clinical trials. In addition,
such cases have shown variable risk association in different series { 26373676 ; 26426741 ; 26565895 ; 26573234 ; 27347428 ; 29903764 ; 31498031 L.

ICC 2022 : catégorie provisoire = HGBL avec réarrangements MYC et BCL6

High-grade B-cell lymphoma with MYC | The category is redefined to exclude patients with only MYC and BCLé rearrangements.
and BCLZ rearrangement Some neoplasms may express terminal deoxynudeotide transferase without being considered a
Bdymphoblastic necplasm.

High-grade B-cell ymphoma with MYC | With the change in the definition of high-grade B-cell lymphoma with MYC and BCL2
and BCLé rearrangements rearangements, this provisional category was added. Campo, Blood, 2022




Table 3: Distribution and frequency of cytogenetic abnormalities in aggressive B-cell lymphomas
(excluding primary mediastinal B-cell lymphoma).

. 4

. mMYC BCL2 BCL6 IRF4 11923 gain/
Entities Karyotype References
rearrangement rearrangement rearrangement rearrangement | 11924 loss d
. 100%
a
BL Simple Always IG-MYC No No No Rare [1,67,92,98]
DLBCL, NOS Complex 8-12% 15-20% 30% Rare P Rare [1,5,71,75,100,101]
100% : .
""'f)fco/';ﬁ; Complex | 60% IG::MYC |1(§)|3 f’écnzgs“y 10-15% Rare © Rare [1,2,74,96]
40% non-1G::MYC "
HG/DLBCL, NOS- 100% 100%
myc/sets | O™ 300 Betemye | N° 30% BCL6=:myc | Uknown Rare 11,2,75,77,97]
HG/LBCL-11q Complex No No No No 100% 9 [92,93]
LBCL-/RF4 Unknown No No ~10% 100% ¢ No [1,92,100,101]




work

images in hematology

Extranodal presentation of a MYC/BCL6 double-hit
lymphoma with 11q aberration in an older patient

Christine Lefebvre and Gautier Szymanski, Centre Hospitalier Universitaire Grenoble Alpes
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Extranodal presentation of a MYC/BCL6 double-hit
lymphoma with 11q aberration in an older patient

Christine Lefobvre and Gautier Szymanskd, Centre Hospitaller Univarsitaire Grenoble Alpes
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A 7] year old man presented with weakness and i
His laboratory values showed a white blood cell count of 4 x
10°A; noutrophils, 0.6 = 10°/1; hemoglobin, 101 g/l; and
platclet count, 25 x 10"/ Physical cxamination and computed
tomography revesled no adenopathy o organomegaly.
Peripheral blood smears showed 7% of medium-sized lymphoid
cedls with basophilic cytoplasm, round or iregutar nude, fincly
dumped chromatin, and vanous-sized nuclech (panels A-C;
May-Grunwald-Giemsa stain; 100x objective, onginal magnifi-
cation =x1000). Bonc marrow was massively infiltratod. Flow
cytometric snalysis dermonstrated a CD20'/CD10'/CDS™ popula-
tion with K chain restriction (panet D). The karyotype was complex
with #(8;14) trandocation, 3q abnomality, and 11q duplication-
inversion (panel £ 46~47.Y delXp11p22).dup(1)g12g43) ded(3)
13;710§q277,22),+ 7, dei7)q21q36).118.14)q24.,932),-10,dup({11)
(923q12),add{12Xp11),-13,-21,+2marsicp13}ish ded3)BCI L),
B 1AAMYC+ IGH+IGH+ MYC#) derd 111 1pter > 1123211923

>11g13:11g25 > 11quen)D11214+, FAHAH1 B2+ +,E151.), der(12)
(SBCLS#),mar(3'BCLE+ JIGH+ ¥10]. Fluorescence in situ hybndi-
zation confirmed the co-occumence of IGH:MYC reamangement
(panc! F, double fusion); BCLé reamangement (pancl G, split);
and 11923 gan and 11924 loss targeting FAHAH1B2 and ETS1
loci, respectively (panct H, 3 green signals, 1 red signal), without
BC12 reamangement (pancls FH; 63x objective, original
magnification x630). The patsent quickly deed.

This leukemic case was disgnosed as high-grade B-cell lym-
phoma with MYC and BCLS rearmangements (HGBL-MYC/
BCLé). The 11923 gain/11g24 loss pattern constitutes the
cytogenetic hallmark of the “large B-cell lymphoma with 11qg
aberration” that disgnostically kacks MYC rearrangement.
However, 11q abermation and MYC reamrangement may occa-
sionally co-ocour in HGBL. This is the first roport of HGBL-MYC/
BCLS with 11qg abemration.



Dénomination

WHO 2023 (site officiel blue book) = ne constitue pas une entité
Est considéré comme sous-type de HGBL, NOS ou DLBCL, NOS (DLBCL/HGBL avec réarrangements MYC et BCL6)

ICC 2022 : catégorie provisoire = HGBL avec réarrangements MYC et BCL6

Table 1. continued

WHO Classification, revised 4th edition WHO Classification, 5th edition ICC 2022

High grade B-cell lymphoma, with MYC and Diffuse large B-cell lymphoma/High grade B-cell High grade B-cell lymphoma with MYC and
BCL? and/or BCL6 rearrangements lymphoma with MYC and BCLZ rearrangements BCL2 rearrmngements

Mot included as an entity Mot included as an entity High grade B-cell lymphoma with MYC and

BCL6 rearrangements (provisional entity)
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