DOI: http://dx.doi.org/10.3315/jdcr.2014.1171

Journal of Dermatological Case Reports

Secondary cutaneous marginal zone B-cell ymphoma presenting
as lipoatrophy in a patient with hepatitis C

Kristyn Beck?, Joan Paul?, Shilpa Sawardekar3, Valerie Harvey3:4

1. Eastern Virginia Medical School, Department of Internal Medicine, 700 West Olney Road, Norfolk, VA, 23507, USA;
2. Dartmouth Hitchcock Medical Center, Section of Dermatology, 18 Old Etna Road, Lebanon, NH, 03756, USA;

3. Eastern Virginia Medical School, Department of Dermatology, 721 Fairfax Avenue, Suite 200, Norfolk, VA, 23507, USA;
4. Hampton University Skin of Color Research Institute, Hampton University, Hampton, VA, USA.

Corresponding author:
Valerie M. Harvey

Hampton University Skin of Color
Research Institute

27 East Tyler Street

Hampton, VA, 23668, USA

Eastern Virginia Medical School
Department of Dermatology
721 Fairfax Avenue, Suite 200,
Norfolk, VA, 23507, USA

E-mail: valerieharvey10@gmail.com

Key words:

atrophy, lymphoma, lipoatrophy,
hepatitis C, panniculitis

Abstract

Background: Hepatitis C viral infection is a significant public health problem; 170
million persons are infected worldwide and the prevalence in the southern part of
the United States exceeds two percent. Extrahepatic manifestations of hepatitis C vi-
ral infection are common; notably, 15-20% of patients will develop cutaneous mani-
festations of their disease. There are numerous dermatologic diseases associated with
hepatitis C infection, including lichen planus, leukocytoclasticvasculitis, and porphyria
cutaneatarda.

Main observation: Recently, epidemiological studies have also demonstrated an as-
sociation between hepatitis C infection and the development of non-Hodgkin lym-
phoma, especially marginal zone B-cell lymphoma. Herein we report the unusual
case of a systemic marginal zone lymphoma in a patient with hepatitis C infection
presenting clinically as localized lipoatrophy.

Conclusion: Lipoatrophy can be a rare and diagnostically challenging presentation
of secondary cutaneous marginal zone B-cell lymphoma. The importance of early re-
cognition and detection cannot be over emphasized, as new and effective anti-viral
treatments can lead to lymphoma regression in up to 75% of patients. To our know-
ledge, this is the first case of hepatitis C viral infection associated marginal zone lym-
phoma to present as localized lipoatrophy. (/ Dermatol Case Rep. 2014; 8(2): 46-49)

Introduction

Hepatitis C viral (HCV) infection is a significant public
health problem; 170 million persons are infected worldwi-
de and the prevalence in the southern part of the United
States exceeds two percent of the population. Extrahepa-
tic manifestations are common and fifteen to twenty per-
cent of patients with HCV will develop cutaneous manife-
stations of their disease.” The association of HCV infection
with lichen planus, leukocytoclasticvasculitis, and porphy-
ria cutaneatarda are well established; however, recent epi-
demiological studies have demonstrated a possible asso-
ciation between HCV infection and the development of
non-Hodgkin lymphoma (NHL), especially in endemic re-
gions, such as ltaly, Japan and southern regions of the Uni-

ted States.’

The most commonly reported subtypes of NHL in patients
with HCV infection arediffuse large B-cell lymphoma, as
well as the more indolent marginal zone B-cell lymphoma
(MZL). Twenty to thirty percent of patients with MZL have
co-existent HCV infection, compared to two percent of the
general population.” Multiple small studies have also de-
monstrated a female predilection for MZL associated with
concurrent HCV infection.>*

Cutaneous MZL characteristically presents as red-violace-
ous papules, plaques or nodules on the trunk and extremi-
ties.> Herein, we report the unusual case of secondary mar-
ginal zone lymphoma (SCMZL) in a patient with HCV infec-
tion presenting with localized lipoatrophy, a rather rare ma-
nifestation of a cutaneous lymphoma.
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Case report

A 61-year-old woman presented with a one-year history of
skin dimpling involving the lateral right buttock that was in-
termittently painful. The patient denied a prior history of trau-
ma or injections to the site. Review of systems was pertinent
for a four-year history of night sweats. Her medical history
was significant for hypertension, gastroesophageal reflux di-
sease, hypothyroidism, and HCV infection previously com-
plicated by cryoglobulinemia and leukocytoclasticvasculitis.

Figure 1

4 x 4 centimeter depressed plaque with accentuation of skin
contours on the right lateral buttock.

On physical exam, she was found to have a 4 x 4 centi-
meter depressed plaque with associated epidermal atrophy
and accentuation of skin contours on the right lateral but-
tock (Fig. 1). Pertinent laboratory findings included leuko-
penia of 1.3 103/mm? (1.7-8.4 103/mm?), anemia , hemo-
globin of 9.3 g/dL (12-16 g/dL) and elevated serum lactate
dehydrogenase, 416 U/L (84-246 U/L).

Histopathology of the excisional biopsy revealed a lym-
phohistiocytic infiltrate, scattered plasma cells and occasio-
nal large, pleomorphic lymphocytes with prominent nucle-
oli (Fig. 2A-C). Subsequent immunostaining revealed a no-
dular to focally diffuse atypical lymphoid infiltrate extending
into the subcutaneous fat. The cells were predominately
CD20+ B-cells admixed with CD3+ T-cells (Fig. 2D). Scat-
tered large CD30+ cells were noted, as well as nodular ag-
gregates of atypical CD20+ B-cells associated with occasio-
nal reactive CD3+, CD5+ and CD43+ T-cells were pre-
sent. Further testing revealed rare atypical cells that expres-
sed bcl-6, but not bcl-2. A CD23 stain highlighted the folli-
cular dendritic network; both CD30 and cyclin D1 stains we-
re negative. In situ hybridization studies for kappa and lamb-
da were negative for light chain restriction. Polymerase cha-
in reaction for immunoglobulin heavy chains was found to
be monoclonal. Overall, these histological findings were
consistent with MZL.

A positron emission tomography (PET) scan revealed innu-
merable hypermetabolic soft tissue lesions involving the flank,

Figure 2

(A-C) Histopathology reve-
aling a lymphohistiocytic
infiltrate, scattered plasma
cells and occasional large,
pleomorphic lymphocytes
with prominent nucleoli.

(D) Immunostaining reve-
aling a nodular to focally
diffuse atypical lymphoid
infiltrate extending into the
subcutaneous fat which is
predominately CD20+ B-
cells admixed with CD3+
T-cells.
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lower abdomen/pelvis and thigh, metabolically active lymph
nodes in the axilla and pelvis, as well as a small metaboli-
cally active nodule in the right posterior parotid gland, all of
which likely reflected additional areas of lymphomatous in-
volvement. A computed tomography (CT) scan demonstra-
ted small mediastinal lymph nodes (the largest measuring
1.5 cm in diameter), slightly enlarged para-aortic lymph no-
des, splenomegaly and numerous soft tissue nodules. Ba-
sed on the constellation of findings, a diagnosis of SCMZL
was made. The patient was treated with pegylated interfe-
ron (90 micrograms weekly), ribavirin (40 mg daily) and bo-
ceprevir (200 mg daily). A follow up CT scan six months after
initiation of treatment revealed complete resolution of thora-
cic, abdominal, pelvic or inguinal adenopathy and near com-
plete interval resolution of multiple subcutaneous soft tis-
sue nodules. Given the excellent response of her SCMZL
since initiation of HCV treatment and her otherwise indolent
presentation, a bone marrow biopsy was not performed and
the patient was maintained on the above regimen with close
supervision by the Oncology and Infectious Diseases depart-
ments without any immediate plans to initiate chemotherapy.

Approximately one year after treatment initiation, labora-
tory workup revealed improvement of her leukopenia (3.2
x 103/mm?) and a decrease in serum LDH (252 U/L). The
patient also had an improvement in her anemia (13.2 g/dL);
however she had received epoetin alpha several months
prior. Additionally, the serum HCV RNA was no longer de-
tectable, leading to subsequent discontinuation of the bo-
ceprevir. The patient is maintained on ribavirin and pegyla-
ted interferon. The patient was lost to dermatology follow up.

Discussion

Numerous investigators have implicated the chronic an-
tigenic stimulation of various infectious agents in the patho-
genesis of multiple subtypes of lymphoma, including mu-
cosa-associated lymphoid tissue lymphoma, Burkitt’s lym-
phoma, and sinosal NK/T-cell lymphoma. Similar to the well-
documented progression of extra-nodal MZL of the muco-
sa-associated lymphoid tissue secondary to infection with
Helicobacter pylori, antigenic stimulation by HCV and sub-
sequent B-cell proliferation could be related to the develop-
ment of NHL in this subgroup of patients.? Perhaps the stron-
gest evidence for an associative role of HCV in the patho-
genesis of NHL comes from a recent report demonstrating
demonstrating a lymphoma regression rate approaching 75%
after treatment with interferon and ribavirin, with nearly
complete regression as was noted in our patient.” In ano-
ther study, Hermine et al reported a hematologic response
with interferon alpha monotherapyin seven out of nine pa-
tients with co-existent HCV and MZL. The other two pa-
tients in this study were reported to have either a comple-
te or partial hematologic response to ribavirin.® Furthermo-
re, a small multi-center study in Italy conducted by Mazzar-
ro et al showed that hematologic response correlated high-
ly with decreased viral load in a cohort of 13 patients with
low grade B-cell lymphoma and co-existent HCV treated with
pegylated interferon and ribavirin.” Although the association

between HCV infection and NHL progression is not clearly
understood, these recent reports have led some to specu-
late that HCV may be involved in the pathogenesis of NHL.

Distinguishing primary cutaneous marginal zone B-cell
lymphoma from SCMZL is critical both for prognosis, as well
as therapeutic approach, as extracutaneous involvement is
exceedingly rare in primary cutaneous marginal zone B-cell
lymphoma. However, difficulty often arises in distinguishing
the two. Clinically, an older age at onset and lesions favo-
ring the head and neck are suggestive of SCMZL.2 Although
one report suggests primary cutaneous marginal zone B-cell
lymphoma is more likely to have histologic evidence of epi-
dermal and dermal involvement, as compared to SCMZL
which has a greater predilection for the subcutis,® the two
processes are often histologically indistinguishable and a tho-
rough work-up for systemic involvement, including comple-
te blood examination, peripheral blood flow cytometry, as
well as CT and PET scan of the chest, abdomen and pelvi-
sare warranted in all patients to rule out extracutaneous in-
volvement.® Early stage SCMZL is traditionally managed con-
servatively with radiotherapy or alkylating agents. Newer
modalities include antimicrobials, ribavirin and interferon
in patients with indolent MZL associated with chronic HCV
infection? and immunotherapy agents targeted against CD20.
For example, intralesional rituximab has been shown to be
a well-tolerated and effective treatment for Primary cutane-
ous marginal zone B-cell lymphoma.'®

To our knowledge, this is the first reportof SCMZL pre-
senting solely with localized lipoatrophy. A case of SCMZL
presenting with generalized lipoatrophy has been reported
in which an 81-year-old woman who presented with nume-
rous atrophic plaques on her trunk and proximal extremi-
ties.!! Peripheral T-cell lymphoma has also been reported
to occur with facial lipoatrophy, but cutaneous nodules had
also accompanied this presentation.’? Additionally, lipoatro-
phy can occur in the setting of subcutaneous panniculitis-
like T-cell lymphoma. However, this occurs after the disap-
pearance of preceding skin lesions, presumably as a conse-
quence of a consumptive panniculitis.'3

Since lipoatrophy can be a rare and diagnostically challen-
ging presentation of SCMZL, we strongly recommend biop-
sy and further evaluation of any patient who presents with
concurrent HCV infection and lipoatrophy. Although it is
possible that the association between HCV infection and
SCMZL in our patient may have indeed been coincidental,
the importance of early recognition and detection cannot be
over emphasized, since treatment of the underlying HCV
infection with anti-viral therapy has been shown to lead to
the regression of SCMZL in the vast majority of patients.’
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