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MATURE T-AND NK-NEOPLASMS
T-cell prolymphocytic leukemia
T-cell large granular lymphocytic leukemia
Chronic lymphoproliferative disorder of NK cells
Aggressive NK cell leukemia
Systemic EBV+ T-cell Lymphoma of childhood*
Hydroa vacciniforme-like lymphoproliferative disorder*
Adult T-cell leukemia/lymphoma
Extranodal NK/T-cell ymphoma, nasal type
Enteropathy-associated T-cell ymphoma
Monomorphic epitheliotropic intestinal T-cell ymphoma*
Indolent T-cell lymphoproliferative disorder of the Gl tract *
Hepatosplenic T-cell ymphoma
Subcutaneous panniculitis- like T-cell lymphoma
Mycosis fungoides
Sézary syndrome
Primary cutaneous CD30 positive T-cell lymphoproliferative disorders
Lymphomatoid papulosis
Primary cutaneous anaplastic large cell lymphoma
Primary cutaneous gamma-delta T-cell lymphoma
Primary cutaneous CD8 positive aggressive epidermotropic cytotoxic T-cell ymphoma
Primary cutaneous acral CD8+ T-cell ymphoma*
Primary cutaneous CD4 positive small/medium T-cell lymphoproliferative disorder*
Peripheral T-cell ymphoma, NOS
Angioimmunoblastic T-cell lymphoma
Follicular T-cell ymphoma*
Nodal peripheral T-cell ymphoma with TFH phenotype*
Anaplastic large cell ymphoma, ALK positive
Anaplastic large cell lymphoma, ALK negative *
Breast implant-associated anaplastic large cell ymphoma*



|:|'> @ Peripheral T-cell Lymphoma - NOS 25.9%

|:> @ Angioimmunoblastic 18.5%
0O Natural killer/T-cell lymphoma 10.4%

0 Adult T-cell leukemia/lymphoma 9.6%

® Anaplastic large cell lymphoma, ALK+ 6.6%

@ Anaplastic large cell lymphoma, ALK- 5.5%

@ Enteropathy-type T-cell* 4.7%

0 Primary cutaneous ALCL 1.7%

ALCL, ALK+

® Hepatosplenic T-cell 1.4%
@ Subcutaneous panniculitis-like 0.9%
0 Unclassifiable PTCL 2.5%

@ Other disorders 12.2%




BIOLOGICAL INSIGHTS INTO LYMPHOID TUMORS

Novel insights into the pathogenesis of T-cell lymphomas

John S. Van Amam,’ Megan S. Lim,' and Kojo S. J. Elenitoba-Johnson'~

'Department of Pathology and Laboratory Medicine and 2Center for Personalized Diagnostics, Perelman School of Medicine, University of Pennsylvania,

Philadelphia, PA

T-<ell lymphomas are a heterogeneous group of rare
malignancies with overlapping clinical, immunologic, and
histologic features. Recent advances in our understand-
ing of T-cell differentiation based on gene expression
profiling, next-generation sequencing, and transgenic
mouse modeling studies have better elucidated the
pathogenetic mechanisms underlying the diverse biology
of T-cell lymphomas. These studies show that although
genetic alterations in epigenetic modifiers are impli-
cated in all subtypes of T-cell lymphomas, specific sub-
types demonstrate enrichment for particular recurrent
alterations targeting specific genes. In this regard,
RHOA and TETZ2 alterations are prevalent in nodal T-cell

lymphomas, particularly angioimmunoblastic T-cell lym-
phomas, peripheral T-cell lymphomas (PTCLs) not other-
wise specified, and nodal PTCLs with T-follicular helper
phenotype. JAK-STAT signaling pathways are muta-
tionally activated in many extranodal T-cell lymphomas,
such as natural killer/T-cell and hepatosplenic T-cell
lymphomas. The functional significance of many of these
genetic alterations is becoming better understood.
Altogether these advances will continue to refine di-
agnostic criteria, improve prognostication, and identify
novel therapeutic targets, resulting in improved out-
comes for patient with T-cell ymphomas. (Blood. 2018;
131(21):2320-2330)
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Clinical variables

Median age at diagnosis (years)
Sex (M)

Stage III-IV

ECOG>?2

IPI>3

Coombs (+)

Anemia

Hypergammaglobulinemia (>16 g/dl)

AITL

67.8
53/94 (56%)

84/85 (99%)
67/83 (53%)
20/32 (31%)
25/56 (45%)
47171 (66%)

23/48 (48%)

Other TFH-

PTCL

65.2
10/19 (53%)

18/19 (95%)
T1N7 (41%)

11/17 (55%)
2/5 (40%)
7113 (54%)

2/11 (18%)

p-value across
PTCL-NOS entities
(Fisher test)

596 NA
23/34 (68%) 04

29/34 (85%) <001
11/33 (33%) 047
67/83 (63%) 0.08

0/6 (0%) 0.03
10/27 (37%) 0.02

4/19 21%) 0.05
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A novel subset of T-helper cells: follicular T-helper cells and their markers
Camille Laurent,' Nicolas Fazilleau®’ and Pierre Brousset®

'INSERM, U.563, Centre de Physiopathologie de Toulouse-Purpan, Toulouse, F-31300 France; *Université Paul-Sabatier, Toulouse,
F-31400 France; *Laboratoire d'Anatomie Pathologiqgue, CHU Purpan, Toulouse,France
E-mail: brousset. p@chu-toulouse.fr. doi:10.3324/haematol.2009.019133

haematologica | 2010; 95(3)

Nodal Lymphomas of TFH cell origin (TFH-PTCL)
Anglolmnunoblastlc el lymphomat (AITL) TRHHfike PTCL
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Am J Surg Parhol 2013 June : 37(6): 816—826. do1:10.1097/PAS.0b013e3182785610.

Peripheral T-cell lymphomas of follicular T-helper cell derivation
with Hodgkin/Reed-Sternberg cells of B-cell lineage: Both EBV-
positive and EBV-negative variants exist

Alina Nicolae, MD, PhD', Stefania Pittaluga, MD, PhD', Girish Venkataraman, MD, PhD?Z2,
Anahi Vijnovich-Baron, MD3, Ligiang Xi, MD>, Mark Raffeld, MD, PhD>, and Elaine S. Jaffe,
MD'.~

Peripheral T-cell lymphomas (PTCL) are functionally and morphologically complex. EBV-
positive B- cells have been reported in angioimmunoblastic T-cell lymphoma (AITL) and other
PTCL and may miumic Hodgkin/Reed-Sternberg (HRS) cells. but EBV-negative HRS-like B-cells
have not been described. We wished to assess the nature of the PTCL associated with HRS-like
cells. and to determine whether EBV-negative HRS-like cells may be seen. We identified 57
PTCL cases reported as containing HRS-like cells. These included 32 AITL. 19 PTCL-NOS, 3
PTCL-NOS., follicular variant, 1 PTCL-NOS. T-zone variant and 2 adult T-cell leukemia/
lymphoma (ATLL). All patients were adults. median age. 63. and presented with
lymphadenopathy. The male: female ratio was 31:26 (1.2:1). Clonal TRG rearrangement was
detected 1n 46/53 cases. 6/38 cases had a concomitant clonal immunoglobulin gene rearrangement.
In 52/57 cases the HRS cells were positive for EBV. Five cases, three classified as AITL and two
as PTCL-NOS, follicular variant, contained HRS-like cells negative for EBV. All PTCL with
EBV-negative HRS cells had a Tgg-immunophenotype. The neoplastic T-cells expressed CD3.
CD4, and PD-1. and formed rosettes around the HRS-like cells. The HRS-like cells were positive
for CD20 (variable intensity). PAXS. CD30 and CD15 (4/5). We conclude that both EBV positive
and EBV negative HRS-like B-cells may occur in the background of PTCL: caution 1s needed to
avoid misdiagnosis as CHL. The close interaction between the HRS-like cells and the rosetting
PD-1-positive T-cells suggests a possible pathogenetic role in this phenomenon. and provides new
insights into the abnormal B-cell proliferations that occur in the context of Ty malignancies.







