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Primary cutaneous T-follicular helper lymphoma
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A 76-year-old woman presented with a subcutaneous left eyelid mass
(Figure 1, top left) present for 3 months, along with pruritic eruptive
skin lesions of the face, chest, neck, and arms, which developed days to
weeks later. A staging positron emission tomography (PET) performed
2 months after diagnosis highlighted the left lacrimal gland and cuta-
neous nodules on the face, chest, and back, but did not show associated
lymphadenopathy (top center). She underwent a surgical biopsy of the
eyelid lesion.

Histopathology revealed that the soft tissue was involved by an
extensive, vaguely nodular infiltrate of small lymphocytes with irreg-
ular nuclei, compact chromatin, and inconspicuous nucleoli (top right).
Skin was not present for evaluation. The cells stained for CD3, CD5,
CD4, TCR-beta, PD1, and ICOS (top right insert upper); negative for
CD10,BCL6,CXCL13,TCR-delta, TCL1,CD25,CD56,CD57, granzyme
B, perforin, and TIA1. Scattered larger CD20* PAX5* B cells (5%
of cellularity) expressed CD30, MUM1, and EBER1 (top right insert
lower). Polymerase chain reaction (PCR) followed by next-generation
sequencing (NGS) studies revealed both a monoclonal TRG (graph-
ical representation of dominant clones, bottom left), while a mon-
oclonal IGH rearrangement (capillary electrophoresis, bottom right)
was detected by PCR using Biomed-2 FR2 and FR3 primers. Targeted
mutational analysis using an NGS panel detected disease-associated
variants in TET2, RHOA (specifically c.50G>T, p.G17V, NM_001664.4),
DNMT3A, and KRAS, leading to a diagnosis of follicular helper T-cell

(TFH) lymphoma [1]. She subsequently received brentuximab (anti-
CD30 monoclonal antibody) with partial clinical response. No obvious
nodal disease has developed 8 months following initial development of
the eyelid mass.

Lymphomas of T-follicular helper (TFH) origin show a characteristic
phenotype involving expression of CD4 and at least two TFH mark-
ers (PD1,CD10,CXCL13, BCL6, ICOS). They are often associated with
an EBV+ B-cell proliferation, which may be clonal [2]. TFH neoplasms
are primarily nodal disease processes. However, although this is not
a formally recognized category by the WHO or ICC, very rare cases
of primary cutaneous T-cell neoplasms with a TFH phenotype and
molecular profile have also been reported [3]. These patients present
with multiple cutaneous lesions composed of a dense dermal lymphoid
infiltrate, but no nodal involvement. Importantly, TFH neoplasms that
remain localized to the skin have a better prognosis than their nodal
counterparts [4].

The differential diagnosis for a primary cutaneous lymphoma with
a TFH phenotype includes mycosis fungoides (MF), which can often
express PD1 [5]. In MF, however, diffuse expression or TFH markers,
or expression of multiple markers, is less likely [6]. Clinically, cuta-
neous TFH neoplasms will present as nodules rather than plaques, and
without erythroderma. Histologically, epidermotropism (the hallmark
of MF) should not be seen [7]. A lack of nodal involvement on stag-

ing imaging studies will differentiate a primary cutaneous TFH lesion
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FIGURE 1 Composite image showing the patient’s left eyelid mass (top left) and positron emission tomography (PET) scan (top center), the
histology of the lesion (top right; hematoxylin and eosin stain, 100x magnification) with ICOS immunohistochemistry (top right insert upper; 100x
magnification) and EBER1 in situ hybridization (top right insert lower; 100x magnification), and the monoclonal TRG (bottom left) and IGH

rearrangements (bottom right).

from secondary skin involvement by a nodal TFH neoplasm, some-
thing which may be seen, particularly in the case of angioimmunoblastic
T-cell lymphoma [8, 9].
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