CASE REPORT

Primary Cutaneous Follicle Center
Lymphoma Mimicking Folliculitis
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PRACTICE POINTS

- Atypical or unresponsive folliculitis should be biopsied.

- Primary cutaneous follicle center lymphoma can
mimic folliculitis or Grover disease.

Primary cutaneous follicle center lymphoma (PCFCL) is the most
common type of cutaneous B-cell ymphoma. The cutaneous mani-
festations of PCFCL typically include solitary erythematous or viola-
ceous plaques, nodules, or tumors of varying sizes. Grouped lesions
also may be observed, but multifocal disease is rare. We report the
case of a 54-year-old woman diagnosed with PCFCL with an unusual
clinical presentation resembling folliculitis or Grover.disease. Histo-
logic studies demonstrated extensive lymphoma cells in a nodular
and diffuse pattern. Immunohistochemical studies .demonstrated
that the neoplastic cells were positive for<CD20, €D79a, BCL-2,
and BCL-6; CD3, CD5, and cyclin D1 wefe negative. These findings
were consistent with PCFCL. Further evaluation for systemic disease
via positron emission tomography—-computed tomography and bone
marrow biopsy was unremarkable. Increased awareness of this pre-
sentation of PCFCL can facilitate earlier diagnosis and intervention,
which may result in improved patient outcomes.
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he 2008 World Health Organization and European
Organization for Treatment of Cancer joint clas-
sification has distinguished 3 categories of primary
cutaneous B-cell lymphomas: primary cutaneous follicle
center lymphoma (PCFCL), primary cutaneous diffuse
large B-cell lymphoma, and primary cutaneous marginal
zone lymphoma.'® Primary cutaneous follicle center
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lymphoma is the most commen type of cutaneous B-cell
lymphoma, accounting for approximately 60% of cases
worldwide.* The median.age at diagnosis is 60 years, and
most lesions are located on the scalp, forehead, neck, and
trunk.” Histologieally, PCFCL is characterized by dermal
proliferation of centrocytes and centroblasts derived from
germinal center B cells that are arranged in either a fol-
licular,.diffuse, or mixed growth pattern.! The cutaneous
manifestations of PCFCL include solitary erythematous or
violaceous plaques, nodules, or tumors of varying sizes.*
Grouped lesions also may be observed, but multifocal
disease is rare.! We report a rare presentation of PCFCL
mimicking folliculitis with multiple multifocal papules on
the back.

Case Report

A 54-year-old woman presented with fever and leukocy-
tosis of 4 days’ duration and was admitted to the hospital
for presumed sepsis. She had a history of mastectomy
for treatment of ductal carcinoma in situ of the right
breast 5 years prior to the current presentation and
endocrine therapy with tamoxifen. Her symptoms were
thought to be a complication from a surgery for implanta-
tion of a tissue expander in the right breast 5 years prior
to presentation.

During her hospital admission, she developed a
papular and cystic eruption on the back that was clinically
suggestive of folliculitis, transient acantholytic dermatosis
(Grover disease), or miliaria rubra (Figure 1). This papular
and cystic eruption initially was managed conservatively
with observation as she recovered from an occult infec-
tion. Due to the persistent nature of the eruption on
the back, an excisional biopsy of the cystic component
was performed 2 months after her discharge from the

, Houston. Dr. Patel also is from the Department of Dermatology, University

Correspondence: Anisha B. Patel, MD, Department of Dermatology, University of Texas MD Anderson Cancer Center, 1515 Holcombe Bivd,

Unit 1452, Houston, TX 77030 (apatel11@mdanderson.org).

E30 I CUTIS®

WWW.CUTIS.COM

Copyright Cutis 2018. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.



PRIMARY CUTANEOUS FOLLICLE CENTER LYMPHOMA

hospital. Histologic studies showed a dense infiltrate
of lymphocytes, which expanded into the deep dermis
in a nodular and diffuse growth pattern that was accen-
tuated in the periadnexal areas. The B lymphocytes were
small and hyperchromatic with few scattered centroblasts
(Figure 2). Further immunohistochemical studies
demonstrated that the neoplastic cells were positive
for CD20, CD79a, BCL-2, and BCL-6; CD3, CDS5,
and cyclin D1 were negative. Staining for antigen Ki-67
revealed a proliferation index of 15% to 20% among
the neoplastic cells (Figure 3). These findings were con-
sistent with either PCFCL or secondary cutaneous follicle
center lymphoma.

Further evaluation for systemic disease was unre-
markable. Positron emission tomography—computed
tomography revealed no evidence of nodal lymphoma,
and a bone marrow biopsy was negative. Other laboratory
studies including lactate dehydrogenase were within ref-
erence range, which conferred a diagnosis of PCFCL. The
patient was treated with localized electron beam radiation
therapy to the skin of the mid back for a total dose of
24 Gy in 12 fractions at 2 Gy per fraction once daily over
a 12-day period. She tolerated the treatment well and
has remained clinically and radiographically without
evidence of disease for more than 3 years.

Comment
Because the incidence of cutaneous B-cell lymphomas has
been increasing, especially among males, non-Hi
whites, and adults older than 50 years," it is impor
clinicians to have a high index of suspicion fo

FIGURE 1. Erythematous papules scattered across the back in a
follicular distribution that varied in morphology from indurated and
pseudopustular to eroded and crusted, which was clinically sugges-
tive of folliculitis.
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In our patient, the clinical findings of a papular, largely
asymptomatic eruption on the back with acute onset were
initially thought to be consistent with folliculitis; the dif-
ferential diagnosis included transient acantholytic derma-
tosis and miliaria rubra. Lymphoma was not in the initial
clinical differential, and we only arrived at this diagnosis
based on histopathologic evaluation.

The neoplastic cells typically are positive for CD20,
CD79a, and BCL-6, and negative for BCL-2.* Most cases
of PCFCL do not express the t(14;18) translocation
involving the BCL-2 locus, in contrast to systemic fol-
licular lymphoma.! Systemic imaging and evaluation is
needed to definitively differentiate PCFCL from systemic
lymphoma with cutaneous involvement. Our patient was
unusual in that BCL-2 was strongly staining in the setting
of a negative systemic workup.

With regard to treat
radiation therapy is hi

of PCFCL, electron beam
tive and safe in patients

FIGURE 2. A nodular to diffuse infiltrate of lymphocytes was present in
the mid and deep dermis with sparing of the papillary dermis (A)(H&E,
original magnification x40). Small hyperchromatic lymphocytes infil-
trate was seen between the larger pale centroblasts (B)(H&E, original
magnification x400).
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antigen Ki-67 staining showed an increased proliferatio

with solitary lesions, as Q—nission rate is close to
100%." For patients with tiple lesions confined to
one area, electron beam radiation therapy also can be
helpful, as in our patient. In patients with more extensive
skin involvement, rituximab therapy may be preferable.
Relapse following treatment with either radiation or
rituximab occurs in approximately one-third of patients,
but these relapses generally are limited to the skin.! The
International Extranodal Lymphoma Study Group has
noted that elevated lactate dehydrogenase, presence of
more than 2 skin lesions, and presence of nodular lesions
are negative prognostic factors in patients with PCFCLS;
however, PCFCL has an excellent prognosis overall with
a 5-year survival rate of 95%.!

Other rare heterogeneous presentations of PCFCL
have been reported in the literature. A large multinodular
mass on the scalp with multifocal facial lesions has been
described in a patient with essential thrombocytope-
nia.” Another report identified a variant of PCFCL charac-
terized by multiple erythematous firm papules that were
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dex (C)(original magnification X 100).

distributed in a miliary pattern, predominantly on the
forehead and cheeks.® Barzilai et al’ described 4 patients
with PCFCL who developed lesions that were clinically
similar to rosacea or rhinophyma, including papulo-
nodular eruptions on the cheeks; infiltrated erythematous
nasal plaques; and small flesh-colored to erythematous
papules on the cheeks, nose, helices, and upper back.
Hodak et al'’ identified 2 cases of PCFCL that manifested
as anetoderma, a condition characterized by the focal loss
of elastic tissue. In the setting of chronic lymphocytic leu-
kemia, PCFCL has been observed as a red or violaceous
nodule with a centrally depressed scar on the legs."" In
one case, PCFCL manifested as recurrent episodes of
extraorbital swelling and a multifocal red-blue macular
lesion that extended from the inferior orbital rim to the
nasojugal fold."”” An interesting presentation of PCFCL
was noted as a small, recurring, blood-filled blister on the
cheek with perineural spread of the tumor along cranial
nerves V2, V3, VII, and VIIL.® In the pediatric literature,
PCFCL has been reported to present as an erythematous
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nodule with a smooth surface and a hard elastic consis-
tency that appeared on the nose and nasolabial fold and
spread to the ipsilateral cheek, maxillary sinus, and soft
palate.’ In many of these unusual cases, the diagnosis of
PCFCL was made after treatment with topical or systemic
anti-inflammatory therapies failed.

Increased recognition of anomalous presentations of
PCFCL among dermatologists can lead to more timely
diagnoses and treatment. Based on our experience with
this patient, we recommend considering biopsy for
histopathologic evaluation when treating patients with
presumed folliculitis or transient acantholytic dermato-
sis that does not improve with routine treatment or is
accompanied by systemic symptoms.
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