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Abstract

T-cell lymphomas are a heterogeneous group of lymphoid neoplasms, with a broad classification; in which the peripheral
T-cell lymphoma not otherwise specified, is the most frequently diagnosed subtype, demonstrating the complexity of this
hematopoietic neoplasms, the lack of studies and knowledge, which difficult us to understand the behavior of this great
spectrum of malignancies. We present the clinical case of a patient with late diagnosis and systemic involvement, with
initial diagnosis of psoriasis and progressive evolution of the lesions to tumoral and exophytic nodular lesions
predominantly in axillae and groin, associated with cytopenia and hepatic involvement, peripheral T-cell lymphoma with
T follicular helper cell phenotype was confirmed by biopsy and immunophenotypic studies.

This entity was recently described and included in the World Health Organization classification of neoplasms of the
hematopoietic and lymphoid tissue updated in 2008. It is a rare entity difficult to diagnose, since it shares clinical and
histological characteristics with the great variety of peripheral T-cell lymphoma not otherwise specified, mainly with
angioinmunoblastic T-cell lymphoma, whose histological findings, cell markers and immunohistochemistry, have allowed

to characterize it as an independent variant.
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Introduction

T-cell lymphomas are a group of lymphoid neoplasms
with systemic involvement and aggressive behavior that
includes disseminated, ganglionic, extranodal and
cutaneous forms [1]. Peripheral T-cell lymphoma-not
otherwise specified (PTCL-NOS) is a heterogeneous
category, which includes nodal and extranodal T-cell
lymphomas, according to the latest classification of
tumours of the haematopoietic and lymphoid tissues-
World Health Organization (2008) [2,3], representing
almost 30% of all PTCL [1,4]. They are identified by a
broad spectrum of morphological, immunophenotypic
and molecular characteristics, in which the follicular
variant is expressed in <1% of the cases [2], and less
frequent the T follicular helper cell (THF) phenotype that
was formally recognized and included up to the 2008
classification [5].

This entity could be a diagnostic challenge, due to the
broad classification of lymphoid neoplasms and the
similarity in the clinical and histological characteristics of
the PTCL-NOS variants, so, the immunophenotypic
description and criteria is the key for its identification.

Our case highlights the clinical presentation of this
hematopoietic disease, namely, the limitations for its
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diagnostic; in which the inmunophenotypic criteria and
the microscopic features identify it. There are few studies
that describe and support this new classification of T cell
lymphoma phenotype, we need more clinical trials to
review and recognize this entity.

Case Report

A 64-year-old male patient, from Santander, Colombia,
with a to 1-year history of hyperpigmented and
puriginous macular lesions, with initial diagnosis of
psoriasis. He received management with topical
corticosteroids, without improvement, instead of that; he
presented progressive extension of the lesions, evolving
to exophytic and tumoral lesions, with exudative surface
in intertriginous areas, thighs and scalp (Figure 1).
Physical examination revealed inguinal and axillary
adenopathies, painless, without compromise of superficial
or deep sensitivity, and absence of B symptoms (fever,
weightloss, night sweats). Two months later, he
developed ulceration of one of them in the left thigh, with
superinfection by pseudomonas aeruginosa spp. isolated
in secretion culture, antibiotic sensitivity test reported
resistance to beta-lactamase inhibitors, fluoroquinolones,
cephalosporins and aminoglycosides antibiotics, with
sensitivity solely to carpanemens (meropenem, imipenem)
(Figure 1d).

~

Figures 1(a-d): 1a: Axillary region with exophytic tumoral lesions. 1b: Exudative tumoral lesions in inguinal region. 1c:
Desquamative tumoral lesions on the scalp. 1d: Superinfected lesion in left thigh.

Laboratory tests showed hypoalbuminemia, cytopenia
(anemia, thrombocytopenia and lymphopenia) with
leukocytosis and eosinophilia, elevated serum lactate
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dehydrogenase, later the laboratory reported acute renal
injury and conjugated hyperbilirrubinemia.
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Imaging  studies revealed cervical, axillary
adenopathies and a left inguinal necrotic conglomerate
lymph node, with hepatic nodular involvement suggestive
of  metastasis. In the  histopathology  and
immunohistochemistry of axillary and inguinal lymph
node biopsies, the diagnosis of peripheral T-cell
lymphoma with T follicular helper cell phenotype was
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confirmed. The microscopy included medium-sized
lymphoid cells, scarce cytoplasm and vesicular nucleus,
with frequent mitotic activity and areas of necrosis. The
T-cell markers were positive for CD3, CD4, CD5 and CD10,
partially positive for PD1, negative for CD20, CD30 and
CD8, with a tumor cell proliferation rate KI67 of 80%
(Figure 2).

Figures 2(a-d): 2a: Ulceration of the epidermis, compromising the dermis up to subcutaneous cellular tissue. Medium-
sized lymphoid cells with scarce cytoplasm and vesicular nucleus, frequent mitotic activity. 2b: Cell markers with
diffuse positivity of tumor cells with CD4. 2c: Positivity CD3. 2d: Cell proliferation index K167 of 80%.

In less than fifteen days he presented respiratory
distress, the chest radiography showed right basal
pneumonia; the disease progresses to hypoxemic
respiratory failure, endotracheal intubation was
performed and transfer to the intensive care unit. He
persisted with refractory hypoxemia and hypotension
despite the use of vasopressors, antibiotics and invasive
mechanical ventilation strategies; he died in a few hours.

Discussion

Peripheral T-cell lymphoma with T follicular helper
cell phenotype is a variant of PTCL, which is characterized
by the expression of CD4-positive markers and at least
two antigens related to T follicular helper cell (PD1, CD10,
BCL6, CXCL13, CXCR5, ICOS, SAP) [1,2], taking into
account as prognostic markers the detection of KI67 and
EBV + (Epstein Barr Virus) 1. This variant is
characteristically rich in B cells [6], in relation to the
function of T follicular helper cells in the germinal centers
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mediating the proliferation, differentiation and

maturation of those B cells [4,7].

It is important to consider the close similarity of the T
follicular helper cell phenotype with angioimmunoblastic
T-cell lymphoma (AITL), the latter being a more frequent
subtype, representing 1% to 2% of non-Hodgkin’s
lymphoma and 15% to 30% of PTCL-NOS. 2; both
originate from T follicular helper cells and share the same
cellular markers for its diagnosis, however AITL is
distinguished by hyperplasia of follicular dendritic cells
and proliferation of endothelial venules, and by the
presence of B-cells with EBV positive as part of it cellular
infiltrate [2,8].

THF phenotype mainly affect elderly men, in the
seventh decade, with an average age of 62 years old; it is
usually not associated with B symptoms (fever,
diaphoresis, weight loss), however they can occur in up to
a third of patients [2]. The presence of adenopathies,
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mainly cervical, axillary and inguinal in 86% of cases. It
has been described the extranodal involvement related to
the positivity of the PD1 marker and in more advanced
clinical stages, with hepatosplenomegaly in 71% of the
cases, hematological and bone marrow involvement in
21%, and skin lesions in 23% [5,9].

The most frequent laboratory tests are elevated serum
lactate dehydrogenase, hypergammaglobulinemia, anemia
or thrombocytopenia and positive combs test, other
unusual findings may include hypereosinophilia and
elevated serum IgE [5,9,10]; however, these results are
not pathognomonic of this lymphoid variant.
Histologically there is an alteration of the ganglionic
structure, with proliferation of small to medium size
lymphoid cells, with some nuclei of irregular contours
with dense chromatin, clear cytoplasm, without
prominent polymorphic inflammatory infiltrate, and no
proliferating vessels nor hyperplasia of the follicular
dendritic cells [2,11]. The genetic study shares
characteristics with AITL, including the mutations TETZ2,
DNMT3A, RHOA, IDH2 [1,12], but in 20% of the cases the
ITK / SYK mutation can be found only in AITL [8].

TFH phenotype is a variant of the PTCL-NOS
recognized and included until 2008 in the new
classification of lymphoid neoplasms of the WHO, with its
own histological and immunophenotypic characteristics,
despite of sharing a large part of these features with the
AITL variant, including the same cellular origin. More
studies that characterize this entity and allow a better
diagnostic, prognostic and therapeutic approach are still
required.

The authors declare that there is no conflict of interest
regarding the publication of this article.
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