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Nodal T-follicular helper (TFH) cell lymphoma
Nodal TFH cell lymphoma, angioimmunoblastic-type
Nodal TFH cell lymphoma, follicular-type

Nodal TFH cell lymphoma, NOS

Other peripheral T-cell lymphomas

Peripheral T-cell lymphoma, not otherwise specified
EBV-positive NK/T-cell lymphomas

EBV-positive nodal T- and NK-cell lymphoma
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The International Consensus Classification of Mature
Lymphoid Neoplasms: a report from the Clinical
Advisory Committee

Elias Campo,' Elaine S. Jaffe,” James R. Cook,? Leticia Quintanilla-Martinez,* Steven H. Swerdlow,” Kenneth C. Andersen,”
Pierre Brousset,” Lorenzo Cerroni,? Laurence de Leval,? Stefan Dirnhofer,’® Ahmet Dcn_:]arw,H Andrew L. Feldman,'? Falko Fend,*
Jonathan W. Friedberg"3 Philippe Gaulard, ™' Paolo Ghia,'® Steven M. Horwitz,'” Rebecca L. King,12 Gilles Salles,"”

Jesus San-Miguel,'® John F. Seymour,'® Steven P. Treon,® Julie M. Vose,?® Emanuele Zucca,?' Ranjana Advani,?? Stephen Ansell,
Mline Man A 24 Forlae Barianuoia 25 | aif Barscana 126 Wi 7 Chan 27 lofeny | Cobon 28 Eroncacen A Aeaorn 29 Andeow Davine 30

Primary cutaneous small/medium CD4" T-cell
lymphoproliferative disorder

Subcutaneous panniculitis-like T-cell lymphoma

Primary cutaneous gamma-delta T-cell lymphoma
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Primary cutaneous CD8" aggressive epidermotropic cytotoxic
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Peripheral T-cell lymphoma, NOS
Follicular helper T-cell lymphoma*

Follicular helper T-cell lymphoma, angioimmunoblastic type
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Follicular helper T-cell lymphoma, follicular type
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Anaplastic large cell lymphoma, ALK positive
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Nodal Lymphomas of TFH cell origin (TFH-PTCL)
Angioimmunoblastic T-cell lymphomas (AIT| L) F-PTCL TFH-like PTCL
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Overlap at the molecular and immunohistochemical levels

between angioimmunoblastic T-cell lymphoma and a subgroup
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ABSTRACT

The overlap of morphology and immunophenotype between
angioimmunoblastic T-cell lymphoma (AITL) and other nodal peripheral T-cell
lymphomas (n-PTCLs) is a matter of current interest whose clinical relevance and
pathogenic background have not been fully established. We studied a series of 98
n-PTCL samples (comprising 57 AITL and 41 PTCL-NOS) with five T, antibodies
(CD10, BCL-6, PD-1, CXCL13, ICOS), looked for mutations in five of the genes most
frequently mutated in AITL (TET2, DNMT3A, IDH2, RHOA and PLCG1) using the
Next-Generation-Sequencing Ion Torrent platform, and measured the correlations
of these characteristics with morphology and clinical features. The percentage of
mutations in the RHOA and TET2 genes was similar (23.5% of cases). PLCG1 was
mutated in 14.3%, IDH2 in 11.2% and DNMT3A in 7.1% of cases, respectively. In
the complete series, mutations in RHOA gene were associated with the presence
of mutations in IDH2, TET2 and DNMT3A (p < 0.001, p = 0.043, and p = 0.029,
respectively). Fourteen cases featured RHOA mutations without TET2 mutations.
A close relationship was found between the presence of these mutations and a
T,,~phenotype in AITL and PTCL-NOS patients. Interestingly, BCL-6 expression
was the only T,, marker differentially expressed between AITL and PTCL-NOS
cases. There were many fewer mutated cases than there were cases with a T
phenotype. Overall, these data suggest alternative ways by which neoplastic
T-cells overexpress these proteins. On the other hand, no clinical or survival
differences were found between any of the recognized subgroups of patients with
respect to their i histochemistry or mutational profile.
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Peripheral T-cell lymphoma: molecular profiling recognizes subclasses
and identifies prognostic markers
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m Peripheral T-cell lymphoma (PTCL) is a clinically aggressive disease, with a poor response

to therapy and a low overall survival rate of approximately 30% after 5 years. We have

. m:xlmmn_:nd analyzed a serfes of 105 cases with a diagnosis of PTCL using a customized NanoString
T platform (NanoString Technalogies, Seattle, WA) that includes 208 genes associated with
differences amang the T-cell differentiation, oncogenes and tumor suppressor genes, deregulated pathways, and
3 peripheral TCL stromal cell subpopulations. A comparative analysis of the various histological types of
subclasses: AITL, PTCL {angioimmunoblastic T-cell lymphoma [AITL]; PTCL with T follicular helper [TFH]
PTCL-NOS, and phenotype; PTCL not otherwise specified [NOS]) showed that specific sets of genes were
PTCL-TFH. associated with each of the diagnoses. These included TFH markers, cytotoxic markers,

+ The expression of a and genes whose expression was a surrogate for specific cellular subpopulations, includ-
gene set, including ing follicular dendritic cells, mast cells, and genes belonging to precise survival (NF-=E)
B-cell genes, is an and other pathways. Furthermore, the mutational profile was analyzed using a custom
IPlindependent prog- panel that targeted 62 genes in 76 cases distributed in AITL, PTCL-TFH, and PTCL-NOS.
nastic factor for AITL The main differences among the 3 nodal PTCL classes involved the RHOA®™™ mutations
cases. (P < .0001), which were approximately twice as frequent in AITL (34.09%) as in PTCL-

TFH (16.66%) cases but were not detected in PTCL-NOS. A multivariate analysis identified
gene sets that allowed the series of cases to be stratified into different risk groups. This
study supports and validates the current division of PTCL into these 3 categories, identi-
fies sets of markers that can be used for a more precise diagnosis, and recognizes the
expression of B-cell genes as an IPl-independent prognostic factor for AITL.

Submitind 17 May 2021; accepbed 13 August 2021; prepublshed cnline on Bisod
Advances First Edition 30 Septembar 2021; final verstion published online 20 Docoriber
2021 D01 101182 bloodadvances 20210081 71.
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A Paciente varén 75 afios:

A Linfoma T angioinmunoblastico en 2008, tratado con
GIFOX x4 . No TMO

A Recaida tardia en 2018, tratado con CHOEP x3 + mini
CHOP x1. SLP: 3 afos

A Abril 2022 : Cuadro constitucional y LDH: 431 U/L
A PET-TAC:

Adenopatias supra e infradiafragmaticas , esplenomegalia, LOE
hepatica y lesiones 6seas
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