Letters to the Editor

Primary cutaneous marginal zone B-cell

lymphoma with unusual manifestation and

spontaneous regression

Sir,

An otherwise healthy 78-year-old Chinese man presented
to the department of dermatovenercology with slowly
expanding nodules on his forehead for more than a year and a
tiny nodule on his left cheek for about half a year. On physical
examination, clustered erythematous nodules were noted on
his forehead [Figure 1], with a small nodule on his left cheek
measuring 0.5 cm in diameter.

Askinbiopsy performed on the forehead lesion showed normal
epidermis, diffuse infiltration of lymphoid cells in the dermis,
composed of medium-sized lymphocytes with abundant
cytoplasm, in the interfollicular compartment, and reactive
follicles with partial destruction. Immunohistochemically,
the tumor cells were stained positively for CD20, CD79a and
partial Bel-2, and negatively for CD3, CD5, Bcl-6, CyclinD-1
and Mum-1 [Figure 2]. The expansile and irregular networks
of follicular dendritic cells were highlighted by CD21 and
CD10 [Figure 2]. The percentage of Ki-67 positively stained
cells was about 10%. Both monoclonal immunoglobulin
heavy chain and immunoglobulin x light chain gene
rearrangements were detected.

Routine laboratory examinations included complete blood
count, serum chemistry panel with renal and hepatic function
were unremarkable. Chest X-ray examination and abdominal
ultrasonography were carried out and did not demonstrate any
visceral manifestations. Based on these findings, a diagnosis
of primary cutaneous marginal zone B-cell lymphoma
was made. The patient refused any treatment. Meanwhile,
most of his lesions showed a spontaneous regression after
2 months [Figure 3]. After 8 months, the lesions almost
completely regressed. Unfortunately, half a month later, he
died of a massive cerebral hemorrhage.

Primary cutaneous marginal zone B-cell lymphoma is a
low-grade B-cell lymphoma and runs an indolent course.! Most
patients present with red to violaceous papules, plaques or
nodules localized preferentially on the trunk or extremities,
especially the arms.! Skin lesions present on head, neck and
genitals are also reported.*® This is the first reported case
presenting with cluster of nodules on the forehead. Moreover,
his lesions showed spontancous regression. The histological
examination usually reveals dermal confluent nodular or
diffuse lymphocytic infiltrates composed of small lymphocytes,
lymphoplasmacytoid cells, mature plasma cells and reactive

germinal centers with tingible body macrophages.* The marginal
zone B cells express CD20, CD79a and Bcl-2, and are negative
for CD5, CD10 and Bcl-6, which may be useful in differentiating
it from primary cutaneous follicle center lymphoma. Reactive
germinal centers are typically positive for Bcl-6 and CDI10,
and negative for Bcl-2 markers. Immunoglobulin heavy chain
genes are clonally rearranged.!

The differential diagnosis of primary cutaneous marginal
zone B-cell lymphoma includes primary cutaneous follicle
center lymphoma and cutaneous lymphoid hyperplasia. These
diseases involve both the head and face and are manifested
as red to violaceous, slow-growing cutaneous nodules. Thus
making clinical features rarely discriminatory. Diagnosis
mainly depends on histopathology and immunohistochemistry
for identification.

Primary cutaneous marginal zone B-cell lymphoma and
primary cutaneous follicle center lymphoma are low-grade
lymphoma with indolent clinical course and excellent
prognosis, with a survival rate in 5 years exceeding 95% and
90%, respectively. Radiotherapy and surgery are the most
frequently used therapies in primary cutancous marginal
zone B-cell lymphoma, with no difference in relapse rate and
long-term disease-free survival in patients initially treated
with surgery or radiotherapy.*’” There have been numerous
reports of spontaneous resolution of cutaneous T-cell
lymphoma, especially primary cutaneous CD30+ anaplastic

Figure 1: Clustered erythematous nodules on the forehead
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Figure 2a: Histopathological and immunohistochemical results of the patient: Figure 2b: Histopathological and immunohistochemical results of the patient:
diffuse infiltration of lymphoid cells in the dermis (H and E, x25) medium-sized lymphocytes with abundant cytoplasm (H and E, x400)

Figure 2c¢: Histopathological and immunohistochemical results of the patient: Figure 2d: Histopathological and immunohistochemical results of the patient:
medium-sized lymphocytes positive for CD20 (x100) medium-sized lymphocytes partially positive for Bel2 (x200)

Figure 2e: Histopathological and immunohistochemical results of the patient: Figure 3: The clinical manifestation of the patient after 2 months of the first
the expansible and irregular networks of follicular dendritic cells were visit (photo provided by the son of the patient)
highlighted by CD21 (x200)
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large-cell lymphoma in literature. Complete or partial
spontaneous regression is reported to occur in 10-42% of
these tumors.® In addition, other cutaneous T-cell lymphomas
such as mycosis fungoides, subcutaneous panniculitis-like
T-cell lymphoma and natural killer cell lymphoma have
also been reported to undergo spontaneous regression.”!® A
few data are available about the spontaneous remission rate
of cutaneous B-cell lymphoma in the absence of treatment.
Gerami et al. reported 30 cases of primary cutaneous marginal
zone B-cell lymphoma. Of these, 12 patients who did not
receive any treatment, had persistent lesions.!" Hoefnagel
et al. studied 50 cases of primary cutancous marginal
zone B-cell lymphoma. Of these, 4 patients did not receive
any treatment, among which one patient achieved partial
remission, one patient achieved complete remission and other
two cases had persistent lesions.* Ferrara et al. described
spontaneous regression of primary cutaneous marginal zone
B-cell lymphoma associated with anetoderma and hepatitis
B virus-related chronic active hepatitis, hypothesizing that,
the chronic infection may be related to the spontaneous
regression.'? In addition, cases of primary cutaneous follicle
center lymphoma and primary cutaneous diffuse large B-cell
lymphoma, leg type with spontaneous regression have also
been reported.'>!3

The mechanism of spontaneous resolution of cutaneous
lymphoma is unclear. Factors associated with spontaneous
regression primarily include apoptosis, the host’s
immune response and particular conditions of the tumor
microenvironment, such as the presence of inhibitors
of metalloproteinases and angiogenesis and the absence
or scarcity of specific proteins.'® Recently, Fujii et al.
reported that numbers of forkhead box P3-positive cells and
programmed cell death 1-positive cells may be associated
with spontaneous regression.!” Other probable factor includes
an inadequate T-cell immune response.”> Recent reports
revealed that some microRNAs can be used as prognostic
markers.'”® Poor prognostic factors of primary cutaneous
follicle center lymphoma include skin lesions located on
the leg, expression of FOXP1 and evidence of bone marrow
infiltration.>"
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