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Table 10.14 Diffuse large B-cell lymphoma: variants, subgroups and subtypes/entities.
Ednd ty Ssevee W Guwdion:. Dheo Carge. Seecy Lae Saeris, Oolewe S 2ot
TRQRG A, PRI 1 Tia. AR THsts. - Hries T Wrdw e Diffuse large B-cell lymphoma, not otherwise specified (NOS)
Common morphologic variants
Centroblastic
Immunoblastic
Anaplastic

Molecular subgroups
Germinal centre B-cell-like (GCB)
Activated B-cell-like (ABC)
Immunohistochemical subgroups
CD5-positive DLBCL
Germinal centre B-cell-like (GCB)
Non-germinal centre B-cell-like (non-GCB)

Diffuse large B-cell lymphoma subtypes
T-cell/istiocyte-rich large B-cell lymphoma
Primary DLBCL of the CNS
Primary cutaneous DLBCL, leg type
EBV positive DLBCL of the elderly

Other lymphomas of large B cells
Primary mediastinal (thymic) large B-cell lymphoma
Intravascular large B-cell lymphoma
DLBCL associated with chronic inflammation
Lymphomatoid granulomatosis
ALK-positive LBCL
Plasmablastic lymphoma
Large B-cell lymphoma arising in HHV8-associated multicentric Castieman disease
Primary effusion lymphoma

Borderline cases
B-cell lymphoma, unclassifiable, with features intermediate between diffuse large B-cell lymphoma a8

Burkitt lymphoma
B-cell lymphoma, unclassifiable, with features intermediate between diffuse large B-cell lymphoma &8

classical Hodgkin lymphoma



Gene-expression profiles
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Gene-expression profiles
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Table 2. Multivariate analysis of clinicopathological parameters in

DLBCLs treated with R-CHOP

0sS PFS
HR 95% CI P HR 95% CI P
B symptoms 1.47 1.04-2.09 0310 1.45 1.03-2.03 0314
Tumor size, =7.5 cm 1.22 0.87-1.71 2467 1.21 0.86-1.69 2708
IPI risk, =2 238 167-3.38 =<.0001 222 1.59-3.11 =.0001
COOQO classification, ABC 117 0.79-1.72 4329 118 0.82-1.71 3750
TP53 mutation 1.72 1.17-2.52 0057 163 1.12-2.37 0105
MYC/BCL2 coexpression 2.52 1.73-3.67 <.0001 245 1.71-3.51 <=.0001

Cl, confidence interval; HR, hazard ratio.



@tic impact of MYC/BCL2 coexpression in DLBCL. (A-B) OS (A) and PFS (B) of patients
O with DLBCL with MYC/BCL2 coexpression (MYC+BCL2+) in the training set.
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gnostic impact of MYC/BCL2 coexpression in DLBCL risk-stratified according to
clinicopathologic parameters.
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@ ency of BCL2 and MYC expression in COO subtypes of DLBCL. (A) Relative frequency
gimtne ABC vs GCB subtype in DLBCL positive for BCL2 expression, MYC expression, or
. MYC/BCLZ2 coexpression in the training set.
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'-O MYC/BCL2 coexpression contributes to the inferior prognosis of ABC-DLBCL.
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gnostic impact of MYC/BCL2 coexpression in DLBCL is independent of MYC/BCL2
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MYC/BCL2 coexpression contributes to the different gene expression profiles between GCB
and ABC subtypes of DLBCL.
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Gene expression signature of DLBCL with MYC/BCL2 coexpression.
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Table 3. Differentially expressed genes in MYC'BCL2" de novo

DLBCL
No. of
Gene functional categories genes Representative genes
Downregulated genes
ECM, ECM production and 33 COL3A1, VCAN, TNS1, FN1, THBS2,

remodeling

Cell adhesion and cytoskeletal
organization
Cell growth regulation

Others, including unknown
Upregulated genes
Cell proliferation

Cell metabolism

Miscellaneous cell functions
Unknown

21

16

18

13
27

TIMP3, SPARC, SULF1, SPINK2,
MMP2, ADAM12, FGFR1, FAP
CD11A/CD11B, CD58, THY1, RFTN1,
ANTXR1, RHOB, MICALZ2

LMoz, TRAF1, CDK14 SGK1, RGST,
NBL, PDE4D

PSAP, LYZ, LOC115110, ZNF662

MYC, BCL2, TCL1A, MLL, FOXP1,
SPIB, TCF4, TNFR5F13B,
PMDAIP1, GAB1, PLOR3G

DCTPP1, CYB5R2, HK2 TMEMS7,
CYB5R2

PPIL1, PIGW, FUTS8, SPINKS

KIAADG64, COorfa1, ZNF107
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Zuintnon
AcBeveic pe DLBCL kat ouvekdpaon MYC/BCL2 £xouv KakN
npoyvwon pe 5etn eniPBiwon <30% avesoptnNTwe av TPOKELTAL yLa
GCB n ABC dawvoturmo

30% twv acBevwv pe DLBCL €xouv ouvékppaon MYC/BCL2 evw
LOvVo To 3% avtintpoowrnevel DH Aépudwpa mov avadelKVUEL OTL N
ETUOETLKOTNTA TWV TTOPATIOVW AEUDWUATWY ELVaL TTEPQ OTTO TO
VEVETLKO €Ttimedo

AcBeveic pe MYC-/BCL2- €xouv pn OTATLOTIKA onpavtikn dtadopd
otnv enBiwon avetaptntwe GCB  ABC dpatvotumnou

H ouvékdpaon MYC/BCL2 mapatnpeitol o ouyva otov ABC
dovoTuTo ITou Bavov va eUBUVETAL VLA TNV XELPOTEPN TTPOYVWON
QUTNC TNG Katnyopilag acBevwv
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