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_ymphomes B a grandes cellules (LBGC)
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des patients sont soit réfractaires au
traitement ou rechutent.
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Lesllymphomes B agrandes cellules

A

To Do

Diffuse large Bcelllymphoma(DLBCL) , naitherwhise specified(NOS) = 80%

Germinal centre Relltype*
ActivatedB-celltype*
T-cellhistiocyte-richlarge Bcelllymphoma

DLBCLtppographicsite related

—p Primarymediastinalthymic) large Bcelllymphoma(PMBL)

primaryDLBCL of the CNS
primarycutaneousDLBCL, letype
intravasculatarge Bcelllymphoma
DLBCL, EB¥lated
EBVpositive DLBCL, NOS*
DLBChssociatedvith chronicinflammation
Lymphomatoidgranulomatosis
LBClwith terminal B-cell differentiation
Plasmablastitymphomas
ALK+ LBCEBrimaryeffusionlymphoma(PEL)
HHV8+ DLBCL, NOS*
Burkitt lymphoma(BL)
Burkitt likelymphomawith 11q aberrations*

High-grade Bcelllymphoma(HGBL)

HGBIlwith MYC and BCL2 and/or BGe&rrangementgHGBLEDH)*

HGBL, nobdtherwhisespecified(NOS)*

OMS 2016

World Health Organization Classification of Tumours

Pathology & Genetics

Tumours of Haematopoietic and

Les entités provisoires sont listées en italique

*indique le changement de nomenclature par
rapport a la classification 2008

B-celllymphoma, unclassifiable with featuresintermediate between DLBCL andassicaHodgkinlymphoma
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Table 1 | Oncogenic mechanisms and potential targets in DLBCL subtypes

DLBCL subtype Cell of origin Oncogenic mechanisms  Potential targets
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centre Bcell CARD11 mutations CBM complex #
MYD88 mutations IRAK-4 e o T
CD79B mutations JAK-STAT - . ooe o
A20 deletions
Nanostring h i
Alizadetet al, Nature2000Rosenwaldt al NEJM 2002, Lymph2Cxassay

Rosenwalaet al JExpMed 2003,
Review Roschewskyl, NatureReview2013 Scott DW et al, Blood 2014




Statut doubleexpresseu(DE)
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Immunohistochemical Double-Hit Score Is a Strong Predictor of 21% BCL2+/MYCHHC) vs5% DHIFISH)
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Cytogenétiqueldes1(DGCB

ADLBCL, NOS BCL2, BCL6, MYD*

APMBL CIITA*
APlasmablastit BCL MYC
AALK+ LBCL ALK
ABurkitt ymphoma MYC

AHGBL BCL2, BCL6, MYC*

* ImpactPrognostique



LymphomesBrinclassable;intermédiaiie entre
DLBCLtet/bkymphaome derBurkBO]L) (2008)

High grade Relllymphoma High grade Rell
« doubleftriple hit » lymphomaNOS*
with MYCand BCLZor BCL R*
(HGBEDH/TH) (HGBINOS)
Tous les lymphomes B a grandes cellules dotlte Tous les cas ron-double hit»
La morphologie doit étre précisée: de morphologie
- DLBCL - intermédiaire DLBCL/BurkitBCL)
- intermédiaire DLBCL/BurkitBCL - blastoide
- blastoide
(les lymphomes folliculaires et lymphoblastiques
doublehit sont exclus)




ABC GCB PMBL other
n=83 n=18 = FDR

6.8e-14
4.8e-10
2.5e-05
2.5e-05
3.1e-05
3.1e-05
3.2e-05
3.3e-05
2.8e-04
1.2e~-03
1.2e-03
1.2e-03
1.8e-03
1.8e-03
3.9e-03
4.7e-03
1.4e-02

NGSidesLDGCB

BRAF: 0.0 %

T sTATE:33%

SOCS1: 64 %
MFHASL: 2.7 %

BRAF: 0.0 % B
3 AT6:00 %

=

SOCS1:15%
MFHAS1: 03 % CD58:29 %

XPO1:03 % XPO1:02 %
L MYC:30% MYC: 47 % 5.1e-02
\\ CDKN2B: 0.0 % CDKN2B: 02 % 7.6e-02
. CDKN2A:06% ITPKB: 4.7 % CDKN2A: 02 % ?Z::gf
CD79A: 0.0 // FOXO01:09 % CD79A: 04 % FOX01:28 % | 2.16_01
CD79357%// TP53:45% CD79B:0.7 % TP53:33% 2.18—01
SHALY 2 GRS N KMT2D 41% 46% 17% 42% 2.2e-01
BCL2:03% CREBBP: 69 % S CARD11 14% 7% 0% 9% 3.5e-01
TNFAIP3: 356 % % NOTCH1 7% 1% 6% 6% 3.7e-01
MYD88:7.3 % CD79A 0% 2% 0% 0% 4.5e-01
BCL2:7.7 % TP53 19% 16% 11% 6% 4.6e-01
MEF28:49% TNFAIP3: 2.2 % CDKN2B 0% 1% 0% 3% 5.4e-01
MYD8S: 18 % D3 5% 2% 6% 9% 5.5e-01
S S—— Myc 5% 10% 6% 3% 5.5e-01
Pv;202 % manzaN e e CDKN2A | 2% 1% 0% 0% | 7.4e-01
1RF4:05% TCF3 1% 2% 0% 0% 7.4e-01
= ) _ = e EP300 15% 14% 17% 18% 9.6e-01
| W MAP_Kinases. KMT2D:144 % .
1 Apoptosis
W NF-xB o o 5
W Epigenetic regulation Pearson residuals in Agresti
I BCR
C L 45
STAT6:133 % M NoTeH
B immunity 409

W ABC EEGCB [WoOther [ PMBL

=215)

_— SOCS1:158 %

MFHASL: 6.3 %

XPO1:44 %
MYC: 0.6 %

CCDKN2B: 0.0 %
CDKN2A: 0.0 %

FOXO01:06 %
TPS3:13 %
GNAL3:7.6 %

CARD11:00 %

"

Percentage of mutated patients (n
o | S N
*,
%,
<
Y,
*
%
0, v
&2
<
“)\
‘7/
2

0
TNFAIP3: 95 %

BCL2:00 %

i
| i
i NN
e

g > L L
FEE T EFE

I
]
i
5
2,
v NI
=
% IS
TN 5
e
>
=
»
o
o
"
& %,

154 153 14.9 148 145 14 142 4N & F
125 4,6‘ 00' 5
*
I 1:1 107 302 103 0‘0&\ Q\
93 g9 gg 79 79 ,,9 *Q@ e«' o&"’
71 s-s 66 KO A
il = H j
] m I I 4
I I = = I I I I . : 0
i = = i B - - -_= 3
& & ‘5” & & é}j’

Dubois S et al, Clin Canéss2016



» ur PRI N 5
‘ "‘é« ‘ “&‘ h)}‘\v; )
fo‘. 3 A% x

R R Prisecen-chargeidiagnostigue
SR RS R RQ dzycL 8C[ enLO[L9 b |

- Sta2y O2ydSEGS
AH|st®;pathologt|e { Y OFYUSEL

architecture

diffuse/nodulaire A FISH A REML PA
- Cytologie -BCL?2

cbl, ibl, plasmoblastes -BCL6 P23 T TUER (AR
- microenvironnement _MYC J a i

lymphocytesgosing

KAatGArzo0edasSa
réseau de FDC

A PanelIHC debase
CD20 CD5

Hans CD10 BCL6 MUM1
DE BCL2 MYC

Mib1/Ki67




Pieges-etilimites

3 exemples



CAS! 1

M, 36 ans

Ictere

Tumeur duodénale comprimant les voies
biliaires

PET: atteinte pulmonaire, médiastinale
LDH 344, Stade IV

A2LJAaAS L
de la masse
médiastinale
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Hypotheses! diagnostigues?

A Carcinome?

A Tumeur neuroendocrine?

A DLBCINOS?

A PMBL?

A Lymphome lymphoblastique?
A Thymome?

Premier panel: CD20, CD5, AE1/AE3, C

D56

CD20+, CD5AE1/AE3 CD56
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Analyses complémentaires

A IHC:MAL-, CD23+het, CD3PDL1

A FISHBCL2BCLEMYG, CIITA+

A RTMLPA inclassable
entre DLBCL et PMBL

et g o8 o
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A NGSmutations deTNFAIP3, SOCS1,

CRffinal

Matériel biologique médiastin Diagnostic FFPE
Date réception : 31/01/0219 ADN 83 ARN 101
% cellules tumorales : 80% { V(uL) 50 | V (pL) 50
Histologie DLBCL commentaire :

PHENOTYPE

co0s

GENOTYPE

(o N

S5 - life technologies

BCLG+ [[] mvDss L265p B2M, CREBBP, CXCR4, SOCS1,
MUM1- [] mypsss219c STAT6, TCF3, TNFAIP3

RT-MLPA [Non classé DLBCL/PMBL | [] mypsss243N

p=10,2 [[] mvyDss L265P [] esv [] EzZH2 Y646

[] cp79B Y196
IHC BCL2 positif si >50% [ BRAF v600E
IHC MYC positif si >40%
Double expresseur CLONALITE : Non réalisé

MYC/BCL2 NON

commentaire : commentaire :

NN

/

~

( FISH N
BCL2 BCL6 Myc MYC PARTENAIRE
non réarrangeé non réarrange non réarrange non réalisé

commentaire: CIITA réarrangé

J/
(~  CONCLUSION ™\
DLBCL DE TYPE GC SELON HANS, INCLASSE EN RT-MLPA , AVEC REARRANGEMENT DE CIITA, DE CLASSIFICATION DIFFICILE
ENTRE DLBCL NOS ET PMBL, D'AUTANT QUE LE PROFIL MUTATIONNEL AVEC MUTATIONS DE B2M, SOCS1, TNFAIP3, STAT6
SUGGERE UN PMBL.
\ J

B2M, STAT6 et CREBBP, CXCR4



Sujet jeune
Massemédiastinale

Cellules claire, fibrose

MAL+ CD23+ CD30+ PDL1+

Voies de signalisation

JAK-STAT signaling Canonical NFxB Alternative NFxB

FISH CIITA

&R
PMBL : IL13RA1 -
Probability ™= & i%gg’ s i
DLBCL o % 2
Probability e ‘ 0|igand 2000000 il cocooooos OO0 o000
BS12
D23 SOO0000 il COCOOS0O0! CO000000 0000

IM825382
DLEU1
ITGAE
SH3BP5
BANK

TCL1A
PRKAR1B
CARD11

stinal

STATE

jof® 7"

IKKa

NEMO» »
IKKa IKK complex
\ ( KR L)
2 KB complex l
@

STATS.

Be 100 RELE

s REL ‘
P52 RELE
de n

NFkB complex b A

Transcriptional regulation:
~Inflammation - Survival
~Cell proliferation - Differentiation

fos of JAK-STAT and NF-xB signaling. Al

Table 1. Recurrent gene alterations involved in the pathogenesis of primary mediastinal B-cell lymphoma

Gene

Pathway/function

Frequency of alteration in PMBCL, % (primary reference)

Copy number gain

REL NF-kB pathway 75 (45)

PDL1/PDL2 Induction of T-cell exhaustion/apoptosis 63 (10)

JAK2 IL/JAK-STAT pathway/histone modification 63 (10)

JMJID2C Histone modification 63 (61)
Chromosomal translocation/rearrangement

CIITA Transcriptional regulation of HLA class Il/antigen presentation 38 (11)
Coding sequence mutation

SOCS1 IL/JAK-STAT pathway 45 (64)

STAT6 IL/JAK-STAT pathway 36 (68)

TNFAIP3 NF-xB pathway 36 (4)

MYC Transcriptional regulation/chromatin remodeling 25 (42)

TP53 p53 pathway 13 (42)
Promoter hypermethylation

p16/INK Cell-cycle progression, p53 pathway 9 (42)

A Rosenwaldet al. J Exp Med, 2003

Steid] Blood 2011

lemative patfway activation exists. Known



A F,55yatcdK sein .
A Ganglion inguinal évoluar
depuis 2016, modification;
récente




CD5CD23
MYG




Diagnostique?

A Lymphome B de sous classification difficile
dans les limites de cette petite biopsie:
it NBaSyO0S RQdzy O2eirbfgliaufayes R
(CD20+ CD10+ BCL6+ BALR23)

I Contingent de cellules de grande taillsternbergoides
CD20+ CD30+ pouvant faire discuter une progression
cytologique?

A une biopsie exerese chirurgicale est nécessaire



CAS 2

biopsie exérese
chirurgicale
Ganglion
inguinal
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Analyses FISH: BEBZLEMYG

CD30




