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AITL: prominent, branching high endothelial venules
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AITL: Follicular dendritic cell hyperplasia



CD3

Follicular peripheral T- cell lymphoma



CD10 CXCL13

PD1





INDOLENT T-CELL LYMPHOPROLIFERATIONS OF TFH 
PHENOTYPE





PTCL not otherwise specified

Cytological features



Low magnification: Hodgkin like pattern

Lympho-epithelioid cell type (Lennert’s lymphoma)

No marked pleomorphism of tumoral cells



TIA1+

Granzyme B-

Perforin-





12 TMAs from 193 PCTLs

βF1



CD30 expression in PTCL

a 2 cases in tumoural phase. b 1 case in tumoural phase. c Folliculotropic variant. d Pagetoid reticulosis sybtype.
AITL, angioimmunoblastic T-cell lymphoma; EATL, enteropathy-associated T-cell lymphoma; 
ENTL, extranodal NK/T-cell lymphoma, nasal type; MF, mycosis fungoides. Sabattini E, et al. Haematologica. 2013;98:e81-2.

CD30 IHC score

0 1+ 2+ 3+ 4 Score ≥ 2+

PTCL-NOS, n (%)
(N = 87)

31 (35.63) 11 (12.64) 18 (20.69) 11 (12.64) 16 (18.39) 45 (51.72)

AITL, n (%)
(N = 42)

24 (51.14) 9 (21.42) 5 (11.90) 4 (9.52) – 9 (21.42)

ENTL, n (%)
(N = 10)

2 (20.00) 1 (10.00) 3 (30.00) 1 (10.00) 3 (30.00) 7 (70.00)

MF, n (%)
(N = 32)

13 (40.63)a 15 (46.88)b 2 (6.25)c – 2 (6.25)d 4 (12.50)

Transformed MF, n (%)
(N = 9)

– – 3 (33.33) 6 (66.67) – 9 (100.00)

EATL type 1, n (%)
(N = 9)

– – 2 (22.22) – 7 (77.78) 9 (100.00)

EATL type 2, n (%)
(N = 3)

3 (100) – – – – –

All types, n (%)
(N = 192)

73 (38.02) 36 (18.75) 33 (17.18) 17 (8.85) 28 (14.58) 83 (43.22)
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Jaffe E, et al. In: Swerdlow SH, et al. World Health Organization (WHO) Classification of Tumours of Haematopoietic and Lymphoid Tissues, Fourth edition. Lyon, France: IARC Press; 2008, p163.

Histology Images courtesy Professor Pileri.
AITL, angioimmunoblastic T-cell lymphoma; ALCL, anaplastic large cell lymphoma; ATLL, adult T-cell lymphoma; DLBCL, diffuse large B-cell lymphoma; EATL, enteropathy-associated T-cell lymphoma; 
HL, Hodgkin lymphoma; HSTL, hepatosplenic T-cell lymphoma; LPD, lymphoproliferative disorders of the skin; MF, mycosis fungoides; NK, natural killer; PTCL, NOS, peripheral T-cell lymphoma, not otherwise 
specified; SPTCL, subcutaneous panniculitis-like T-cell lymphoma; SS, Sézary syndrome; T-LGL, T-large granular leukaemia; T-PLL, T-cell prolymphocytic leukaemia.
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PNAS, 114(4):764-769, 2017

Validation panel consisting of  120 independent 
PTCLs by  targeted cDNA sequencing. 

In total, lesions affecting VAV1 detected in 10/85 
PTCLs/NOS and 3/96 AITLs





Whole Exome Sequencing in PTCL/NOS – Data 
analysis in cooperation with Francesco Bertoni

Whole Exome Sequencing (WES) (HiScan SQ (Frozen)
Discovery  Set
21 PTCLs/NOS (5 matched with saliva of the corresponding patient)

Saliva pool 

• Saliva from the 5 patients with matched PTCL/NOS sample

• Saliva from 11 patients with tumors other than PTCL

• Saliva from 9 healthy donors

RNA SEQ data available in 21/21 cases

Targeted Sequencing-MiSeq Platform

Validation Set

21 PTCLs/NOS that underwent WES

Extension Set

50 FFPE_PTCLs/NOS (8 matched with saliva of the corresponding patient)
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TLX3
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NOTCH1

KMT2C

NOTCH2

ASXL3,STAT5B

ERBB2,KMT2A

TET2

ATM, CREBBP

PRDM2

BIRC6,STAT6,TTC3

PDCD11,SETD2,TP63

CHD1,HDAC6,JAK3,MBD4,NFRKB

DAPK1,ING1,PTPN23

AFF4,BRAF,CARD11,CDK12,DNMT3A,MDN1,TCF4

NINL,PLCG2,TLR8,VAV1

ABL2,CALR,EPHB6,FAF1,MAPK15,MAPKAPK2,MBD5
, MIB1,NLRP4,WDFY3

Genes involved in epigenetic regulation and chromatin 
remodeling: KMT2D (32%), TET2 (22%), CREBBP (16%) KMT2A
(11%), SETD2 (10%) and CHD1 (7%), DNMT3A, ASXL3, MBD4
(8%, each).

Genes involved in NOTCH1/NOTCH2 and JAK/STAT pathways: 
NOTCH1 (22%), NOTCH2 (19%), JAK3 (7%), and STAT6 (3%).



Recurrent mutations of FAT1 in 28/71 patients (39.7%).

FAT1 encodes the homologous protein (atypical cadherin type 
1a), which acts as an adhesion molecule and/or signaling 
receptor during development and communication processes. It 
has been reported to potently suppress cancer cell growth by 
binding beta-catenin and antagonizing the nuclear localization.

FAT1 is also involved in the assembly and activation of the Hippo 
signalome leading to phosphorylation and inactivation of YAP1. 



TBX21 + TBX21 -

GATA3 + GATA3 -

Irrespective of the subtype of PTCL/NOS (with a TBX21 or GATA3-
related signature)



FAT1 mutated cases presented a signature different from the 
unmutated ones
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